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1 Appendix H: Meta-analysis & network
> meta-analysis results

k.1 Dementia diagnosis

H.14 Dementia diagnosis

¢ What are the most effective methods of primary assessment to decide whether a person
with suspected dementia should be referred to a dementia service?

What are the most effective methods of diagnosing dementia and dementia subtypes in
specialist dementia diagnostic services?

© o0o~N OO,

Please see appendix P

H.1® Distinguishing dementia from delirium or delirium with dementia

11 e What are the most effective methods of differentiating dementia or dementia with delirium
12 from delirium alone?

13  No meta-analyses were performed
H.148 Case finding for people at high risk of dementia
15 o What are the most effective methods of case finding for people at high risk of dementia?

16  No meta-analyses were performed
17

© NICE 2018. All rights reserved. See


https://www.nice.org.uk/terms-and-conditions

Dementia . . .
Appendix H: Meta-analysis & network meta-analysis results

H.2 Involving people with dementia in decision about care

H.221 Barriers and facilitators to involvement in decision making for people living
3  with dementia

¢ What barriers and facilitators have an impact on involving people living with dementia in
decisions about their present and future care?

4
5
6 e What barriers and facilitators have an impact on how people living with dementia can
7 make use of advance planning?

8

9

No meta-analyses were performed
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H.3 Care planning, review and co-ordination

H.32

AW

H.3.161

10

11

12

13

14

15

16

17

Health and social care co-ordination
o What are the most effective methods of care planning, focussing upon improving

outcomes for people with dementia and their carers?

Mean number of hospital admissions

How should health and social care be co-ordinated for people living with dementia?

Care coordination/management using a protocol/action plan (that involves educating
the carers) and monthly meetings vs usual care

Case management Usual care Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fized, 95% CI I, Fized, 95% CI
Bass 2003 0 056 92 0 0459 65 738% O000F0.18 018
Bass 2015 1.8 122 206 177 146 122 262% 0.03[0.280.34]
Total {95% CI) 298 187 100.0% 0.01[-0.15,0.17]
Heterogeneity: Chi=0.03, df=1 (P=0.87), F=0% |_1 —D'.S ﬁ D!S 1

Testfor overall effect Z=010 (P =082

Care management

Usual care

Favours case management Favours usual care

Mean number of emergency department visits

Mean Difference

Mean Difference

Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fized, 95% Cl I, Fixed, 95% CI

Bass 2003 -0.07 088 g2 0112 65 52.58% -0.07 [-0.41,0.27] —

Bass 2014 238 169 206 258 152 122 475% -0.20[0.55 0.149] —_—

Total {95% CI) 298 187 100.0% -0.13[-0.38, 0.11] —q—

Heterogeneity: Chi®= 0.27, df=1 (P=0.60);, F= 0% |_1 -D'.S ﬁ D!S 1

Test for overall effect Z=1.06 (F=0.29)

Favours case management Favours usual care

Percentage institutionalised by the end of the study

Care management

Usual care

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Eloniemi-Sulkava 2001 a2 100 a0 100 52.3% 1.07 [0.71,1.61]
Fartinsky 2009 16 100 33100 478% 0.481[0.29,0.82] ——
Total (95% CI) 200 200 100.0% 0.73[0.34, 1.59]
Total events 48 63
ity: == SChif= = = R= I t + T 1 }
Heterogeneity: Taw®= 0.26; Chi®= 535, df=1 (P =002, F=81% 0 02 05 1 ) : 10

Testfor overall effect Z=0.79 (F=0.43)

Care management

Usual care

Unmet needs (change from 6 months to 12 months)

Std. Mean Difference

Favours case management Favours usual care

Std. Mean Difference

Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl

Bass 2013 -2.4 9954438 288 0 9954438 187 72.0% -0.24 [-0.42,-0.08]

Bass 2014 -5.9 1525962 122 0 1525962 T2 28.0% -0.359 [-0.68, -0.08] . —

Total (95% CI} 421 250 100.0%  -0.28 [-0.44, -0.13] i

Heterogeneity: Chi*= 0.67, df=1 (P=0.41); F= 0% 5_1 -DI 5 055 p

Testfor overall effect: Z= 3.54 (P = 0.0004)

Care management

Usual care

Cognitive symptoms of person living with dementia

Std. Mean Difference

Favours case management Favours usual care

Std. Mean Difference

Study or Subgroup Mean 5D  Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% C|
Bass 2015 029 361 206 0 374 122 7i3% 0.08[-0.14, 0.30] i
Callahan 2006 -01 94 3] a ] 49 26.7% -0.01 [-0.38, 0.36]

Total (95% CI) 271 171 100.0% 0.06 [-0.14, 0.25]

Heterogeneity: Chi= 016, df=1 (F=0.68); F=0%

Test for overall effect: Z= 056 (P=0.57)
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Behavioural symptoms, such as NPI, of person living with dementia

Care management Usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Rand 05% Cl IV, Rand 05% Cl
Bass 2014 -0.32 244 206 0 27 122 407% -0.09 [0.31,014] —
Callahan 2006 -4.9 102 33} 0 18.7 49 324% -0.34 [0.71,0.04] - &
Chu 2000 0.7 1.4551889 33 0 1.4551889 36 ZE9% 0.48 [-0.00, 0.96] ol
Total (95% CIy 304 207 100.0% -0.02 [-0.39, 0.36] *
Heterogeneity Tau®= 0.08; Chi*= 695 df=2(P=003, F=71% l_1 -DI 5 ﬁ DIS 1
Testfor overall effect Z= 0.08 (P = 0.93) Favours case management Favours usual care
Caregiver relationship strain
Care management Usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl I, Rand 05% Cl
Bass 2003 0.07 0.54 42 1] 064 65  39.9% 012 [0.20,0.44] Ll
Bass 2013 -1.4 7965373 285 0 7965373 187 60.1% -018[-0.36, 0.01] ——
Total (95% Cly 3 252 100.0% -0.06[-0.34, 0.23] —*—
Heterogeneity: Tau®= 0.03; Chi*= 2.48, df=1 (P = 0.12); F= 60% I y 1 1 1
o ~ 05 -0.25 0 025 05
Testfor overall effect: 2= 0.40 (P = 0.69) Favaurs case management Favaurs usual care
Caregiver satisfaction with quality of services
Care management Usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
Bass 2003 0.04 0.43 92 0 048 65 35.0% 0.08[-0.23,0.41] L
ickrey . . . A5[-0.08,0.
Wickrey 2006 0.3 1.9 166 1] 2 124 650% 0.15[-0.08, 0.349] L]
Total (95% Cl) 258 189 100.0% 0.13 [-0.06, 0.32] —e—
Heterogeneity: Chi*= 0,11, df= 1 (P = 0.74); F= 0% I—D 5 _0525 3 2 525 3 5‘
Testfor overall effect Z=1.36 (F=0.17) Favours usual care  Favours case management
Caregiver depression
Care management Usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% Cl IV, Fixed, 95% Cl
Bass 2003 -0.11 0.39 92 1] 0.47 G5 BE.3% -0.26 [-0.58, 0.06] —
Forinsky 2009 -2.23 1334722 a4 0 1254732 a0 33T% -0.17 062, 0.28] =
Total (95% Cly 146 95 100.0% -0.23[-0.49, 0.03] ——el—
Heterogeneity: Chi®= 010, df=1 (P=0.75); F= 0% I_1 -DI 5 DI5 1:
Testfor overall effect: Z=1.72 (P = 0.09) Favours case management Favours usual care
Caregiver health/symptoms
Care management Usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fized, 95% CI
Bass 2003 0 052 92 0 0.65 65 HE.4% 0.00[-0.32,0.33]
Foringky 2009 0.08 307436 a4 0 2682723 30 33E6% 0.03[-0.42,0.47] =
Total (95% Clj 146 95 100.0% 0.01[-0.25,0.27] +‘
Heterogeneity: Chi®= 001, df=1 (P =092, F=0% I t T t |
o N 0.5 -0.25 0.25 0.5
Testfor overall effect 2= 0.07 (P = 0.85) Favours case management Favours usual care
Caregiver burden
Care management Usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD _ Total Mean SD Total Weight IV, Random, 95% Cl IV, Rand 95% Cl
Chu 2000 -2.4 4985219 33 0 4585219 36 487% -0.48[-0.96, 0.00]
Fortinsky 2009 1.21 16.38409 54 0 1546757 0 81.3% 0.07 [-0.37, 0.52]
Total (95% Cl) 87 66 100.0% -0.19[-0.73, 0.35]
Heterogeneity: Tau®=0.10; Chi*= 2.71, df=1 (P = 0103, F= 3% 5_2 51 p 15 25

Testfor averall effect Z=0.70 (P =0.48)
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Care coordination/management using a protocol/action plan (that involves educating

the carers) and 2 meetings per month for 6 months vs usual care

Care recipient's Neuropsychiatric Inventory

Care management Usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight Y, Random, 95% CI I, Random, 95% CI
Chien 2008 183 1.8 42 o121 43 50.3% -1.52[-2.00,-1.03] ——
Dias 2008 -1.9 LR 33 o a1 26 49.7% -0.38[-0.80,0.14] ——
Total (95% CI) 75 69 100.0% -0.95 [-2.07, 0.16] ——engi———
Heterogeneity: Tau?= 0.58; Chi*= 9.85, df=1 (P = 0.002%; F= 90% 52 _51 5 15 é

Test for overall effect: Z=1.68 (P =0.08)

Caregiver burden

Favours case management Favours usual care

Care management Usual care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight Y, Random, 95% CI IV, Random, 95% CI
Chien 2008 178 1349 42 0 163 43 51.1% S1AT 1,63, -0.71] ——
Dias 2008 -5.5 13 33 0 162 26 45.9% -0.37 [-0.89,0.14] —
Total (95% CI) 75 69 100.0% -0.78 [-1.56, -0.00] e
Heterogeneity: Tau®= 0.25; Chi®= 5.04, df=1 (P = 0.02); F= 80% 1_2 i1 5 1i

Test for overall effect: Z=1.97 (P =0.05)

Favours case management Favours usual care

H.3.18 Case management: combined, by follow-up frequency

9

10

Cognition

Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
13.1.1 BEvery week
Chien 2011 -0.2 3.9 46 0 34 46 15.5% -0.05 [0.46, 0.35]
Subtotal (95% Cly 46 46  15.5% -0.05 [-0.46, 0.35]
Heterageneity: Mot applicable
Testfor overall effect Z=0.26 (P =0.79)
13.1.2 Every month
Bass 2015 0.249 361 206 0 374 122 81.5% 0.08 [0.14,0.30] —
Callahan 2006 -0.1 9.8 1] 0 9 49 18.8% -0.01 [0.38, 0.36] . —
Subtotal (95% Cly 271 171 70.3% 0.06 [-0.14, 0.25] -‘-—
Heterogeneity, Chi®= 016, df=1 (P =068), F= 0%
Testfor overall effect Z=0.56 (P=0.57)
13.1.3 Every 2 months
Chien 2008 -0.3 a.8 42 0 438 43 14.3% -0.06 [-0.48,0.37] S
Subtotal (95% Cly 42 43 14.3% -0.06 [-0.48, 0.37] ——e———
Heterageneity: Mot applicable
Testfor overall effect Z=0.26 (P = 0.80)
Total (95% Cl) 350 260 100.0% 0.02 [-0.14, 0.18]

Heterogeneity, Chi®= 054, df=3{(P=091);F=0%
Testfor overall effect Z=0.27 (P=0.79)
Testfor subgroup differences: Chi*=0.38, df=2{P=083), F=0%
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1 Depression of the person living with dementia

Case management Ho case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
13.3.1 10-14 over 4 months
Lam 2010 -0.5 7.0587249 53 0 B.372447 39 236% -0.07 [0.49, 0.34]
Subtotal {95% Cly 53 39 23.6% -0.07 [-0.49, 0.34]
Heterogeneity: Mot applicable
Testfor overall effect Z=035(FP=0.73)
13.3.2 Every month
Callahan 2006 -0.2 34 64 a 4.4 49 29.3% -0.05[0.42,0.32) e E—
Samus 2014 0.1 49893449 74 0 4911456 114 471% 0.02 [0.27,0.31] r
Subtotal {95% Cly 139 163 76.4% -0.01 [-0.24, 0.22]
Heterogeneity: Chi®=0.08, df=1 (F=0.78); F=0%
Testfor overall effect: Z= 005 (P = 0.96)
Total {95% Cly 192 202 100.0% -0.02 [-0.22, 0.18] -’—
Heterogeneity: Chi*= 016, df=2 (P=082); F=0% I_1 -DI 5 p 0:5
Test far overall eﬁec.t: =021 (P:. 0.83) case management no case managerent
2 Test for subgroup differences: Chi*=0.08, df=1 {FP=078), F=0%
3 QoL of person living with dementia
Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
13.4.1 Every month
Samus 2014 1.9 E.88186 74 0 6406247 114 38.6% 0.29 [-0.01, 0.58] |
Wickrey 2006 0.06 0.3 166 a 0.29 124 61.4% 0.20 [-0.03, 0.44] —a—
Subtotal {95% Cly 240 238 100.0% 0.23 [0.05, 0.42] i
Heterogeneity: Chi*= 019, df=1 (P = 0.66); F= 0%
Testfor averall effect 2= 252 (P =0.01)
Total {95% Cly 240 238 100.0% 0.23 [0.05, 0.42] i
Heterogeneity: Chi*=0.19, df= 1 {P = 0.66); I*= 0% 5_1 -DI 5 p 055

Testfor averall effect 2= 252 (P =0.01)
4 Test for subaroup differences: Mot applicable

5 Behavioral and psychological symptoms of dementia

no case management case management

Case management Ho case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD  Total Weight IV, Rand 95% CI I, Rand 95% CI
13.5.1 Every week
Chien 2011 -6.8 8.9 46 1] 11 46 12.4% -0.67 [-1.09,-0.25] e
Subtotal (95% CI) 46 46 12.4% -0.67 [-1.09, -0.25] -
Heterogeneity: Mot applicahle
Test for overall effect: Z2=3.14 {P = 0.002)
13.5.2 10-14 over 4 months
Lam 2010 5 4550069 53 0 3026912 3 12.4% 012 [-0.29, 0.54] -1
Subtotal (95% CI) 53 39 124% 0.12 [-0.29, 0.54] -
Heterogeneity: Mot applicahle
Test for overall effect: Z=0.59 (P = 0.5G)
13.5.3 Every month
Bass 2015 -0.22 2.49 206 1] 27 122 141% -0.09 [0.31,0.14] -
Callahan 2006 -4.8 10.2 64 a 18.7 49 128% -0.34 [0.71, 0.04] T
Chu 2000 0.7 1.4551889 33 0 1.45518849 36 11.8% 0.48 [-0.00, 0.96] I
Samus 2014 0.9 5591511 T4 0 5552081 114 13.5% 016 [-0.13, 0.45] I
Subtotal (95% CI) 378 321 52.2% 0.03 [-0.25, 0.30] <9
Heterogeneity: Tau®=0.05; Chi*= 861, df= 3 (P =003}, F=65%
Test for overall effect: Z=0.18 (P = 0.85)
13.5.4 Every 2 months
Chien 2008 -18.3 11.8 42 1] 121 43 11.7% -1.52 [-2.00,-1.03] I —
Dias 2008 -1.8 418 33 a 5.1 26 11.3% -0.38 [-0.90, 0.14] —
Subtotal (95% CI) 75 69  23.0% -0.95 [-2.07, 0.16] ——e i —
Heterogeneity: Tau®= 0.58; Chi*=9.85 df=1 (P=0.002); F= 90%
Test for overall effect Z=1.68 (P = 0.09)
Total {95% Cly 552 475 100.0% -0.27 [-0.62, 0.09] -
Heterogeneity: Tau®= 0.22; Chi®=50.88, df= 7 (P = 0.00001); F= 86% 52 51 b 15 é

Test for overall effect Z=146(P=014)
6 Test for subgroup differences: Chif=11.19, df= 3 (P=0.01), F=73.2%
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Caregiver depression

Case management Ho case management

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% CI
13.6.1 Every month
Bass 2003 -0.11 0.349 92 0 0.47 65 B.8% -0.26 [-0.58, 0.06] —
Tanner 2015 -0.39 2783 67 0 28555 104 T.3% -0.14 [F0.44,017] L
Subtotal (95% Cly 159 169 14.1% -0.20[-0.42, 0.03] -*-
Heterogeneity: Chi*= 028, df =1 (P=0.59); F=0%
Testfor owerall effect £=1.73 (P = 0.08)
13.6.2 Unclear
Newcormer 1999 -0.32 352 988 0 3.61 922 859% -0.09 [-0.18, 0.00] t
Subtotal (95% CI) 988 922 B85.9% -0.09 [-0.18, 0.00]
Heterageneity: Mot applicable
Testfor overall effect: £=1.96 (P = 0.05)
Total (95% Cly 1147 1091 100.0% -0.10 [-0.19, -0.02] <
Heterngeneity: Chi*= 1.03, df= 2 (P = 0.605; F= 0% 5_1 -DI.S D 0?5
Test for averall efrec.t: =247 (P :. 0.01) case managerment no case managernent
Testfor subaroup differences: Chi*= 0.75, df =1 (P=0.39), P= 0%

Caregiver burden

Case management Mo case management Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Rand 95% Cl I, Rand 95% Cl
13.7.1 Every week
Chien 2011 -18.7 10 46 0 11.4 46 13.5% -1.82 F2.31,-1.33 —
Subtotal (95% Cly 46 46 13.5% -1.82 [-2.31,-1.33] -l
Heterogeneity: Mot applicable
Testfor overall effect: £=7.30 (P = 0.00001)
13.7.2 10-14 over 4 months
Lam 2010 1.5 41.78635 a3 0 3441121 38 143% 0.04 [-0.38,0.45] -
Subtotal (95% Cly 53 39 14.3% 0.04 [-0.38, 0.45] -
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.18 (P = 0.86)
13.7.3 Every month
Chu 2000 -2.4 4989218 33 0 4989219 36 136% -0.48 [-0.96, 0.00] ]
Tanner 2015 -1.91 81035 67 0 8.0565 104 152% -0.24 [-0.54, 0.07] T
Subtotal (95% Cly 100 140  28.8% -0.31 [-0.56, -0.05] <o
Heterogeneity: Tau®= 0.00; Chi*= 0.68, df= 1 (F = 0.41); F= 0%
Testfor overall effect: £=2.31 (P = 0.02)
13.7.4 Every 2 months
Chien 2008 -17.4 1349 42 0 16.3 43 13.8% -1A7 [F1.63,-0.71] I
Dias 2008 -5.48 13 33 0 16.2 26 133% -0.37 [-0.89,014] —
Subtotal (95% Cly 7a 69 27.1% -0.78 [-1.56, -0.00] —ali—
Heterogeneity: Tau®=0.25; Chi*=5.04, df=1 (P =0.02); F= 80%
Testfor overall effect: £=1.97 (P = 0.05)
13.7.5 Unclear
Mewcamer 1999 -0.5 .49 986 0 873 920 16.3% -0.06 014, 0,03 =
Subtotal (95% Cly 986 920 16.3% -0.06 [-0.15, 0.03] 4
Heterogeneity: Mot applicable
Testfor overall effect: £=1.27 (P =0.21)
Total (95% Cl) 1260 1214 100.0% -0.56 [-0.99, -0.13] -
Heterogeneity: Tau®=0.29; Chi®=71.05, df= 6 (P = 0.00001); F=92% 52 51 b 15 é

Testfor overall effect 2= 257 (P=0.01)
Testfor subaroup differences: Chi®= 53.45, df= 4 (P < 0.00001), F=92.5%
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1 QoL of caregiver

Case management Ho case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D  Total Mean SD Total Weight IV, Rand 05% Cl IV, Rand 05% CI
13.8.1 Every month
Wickrey 2006 0.6 241 166 1] 258 124 345% 0.02 [-0.21, 0.26]
Subtotal (95% Cly 166 124 34.5% 0.02 [-0.21, 0.26]

Heterogeneity: Mot applicable
Test for overall effect: 7= 020 (P = 0.84)

13.8.2 Every 2 weeks
Chien 2008 18.4 15 42 0 17.5 43 32.8% 1.12 [0.66, 1.58] —
Subtotal (95% CIy 42 43 32.8% 1.12 [0.66, 1.58] ~-

Heterogeneity: Mot applicable
Testfor overall effect Z= 478 (P = 0.00001)

13.8.3 Every week
Chien 2011 205 135 46 0 131 46 327% 1.53[1.06, 2.00] —a—
Subtotal (95% CI) 16 16 32.7% 1.53 [1.06, 2.00] i

Heterogeneity: Mot applicable
Testfor overall effect Z=6.42 (P = 0.00001)

Total {95% Cly 264 213 100.0% 0.87 [-0.12, 1.87] e

Heterogeneity: Tau?= 0.74; Chi®= 41.50, df= 2 (P = 0.00001); F=95% t
Testfor overall effect Z=1.72 (P = 0.09)

-2 -1 0 1 2
R - Favours case management Favours usual care
2 Test for subgroup differences: Chi®=41.50, df= 2 (P = 0.00001%, = 95.2%

3  Rate of institutionalisation (number of institutionalisations over a 6-month period or
4  cumulative long-term institutionalisation)

Case management Mo case management Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
13.9.1 Weekly
Chien 2011 -3 1.9 46 1] 29 46 33.4% -3.00 [-4.00,-2.00] e
Subtotal (95% CI) 16 46 334%  -3.00[-4.00,-2.00] L3
Heterogeneity: Mot applicable
Test for overall effect: 2= 5.87 {P = 0.00001})
13.9.2 Every 2 weeks
Chien 2008 -31 1.1 42 1] 21 43 BH5% -310[3.81,-2.39] | ]
Subtotal {95% CIy 12 43 665%  310[-3.81,-2.30] L]
Heterogeneity: Mot applicable
Test for overall effect: 2= 8.55 (P = 0.00001)
13.9.3 Every 2 months
Eloniemi-Sulkava 2009 24.2 52.64505 63 28.3 47.680561 62 01% -4.10[21.69,13.49]
Subtotal (95% CI) 63 62  0.1% -4.10[-21.69, 13.49] e ——
Heterngeneity: Mot applicable
Testfor overall effect: Z= 0.46 (F = 0.65)
Total (95% Cly 151 151 100.0%  -3.07 [-3.65, -2.49] +
Heterageneity, Chi*= 0.04, df= 2 (F = 0.88); F= 0% = RN 5 m s

Test for overall effect: Z=10.38 (P = 0.00001)

R . Favours case management Favours usual care
5 Test for subgroup differences; Chif=0.04, df= 2 (P=0.99), F=0%

H.3.164 Case management: combined, by profession of coordinator

7  Cognition

Case management Ho case management Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean 5D  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI

14.1.4 Mized

Bass 2015 029 361 206 0 374 122 51.5% 0.08 [0.14,0.30]

Subtotal {95% Cl) 206 122 51.5% 0.08 [-0.14, 0.30]

Heterageneity: Mot applicable

Testfor overall effect Z= 069 (P =0.49)

14.1.5 Nurse

Callahan 2006 -0 9.5 65 0 ] 43 18.8% -0.01 [-0.38, 0.36] —

Chien 2008 -0.3 5.8 42 0 48 43 14.3% -0.06 [-0.48, 0.37] —

Chien 2011 -0.2 34 46 0 34 46 15.5% -0.05 [-0.46, 0.35] — ]

Subtotal (95% Cly 153 138 48.5% -0.04 [-0.27, 0.19] el

Heterageneity: Chi®= 0.03, df=2 (P=0498); F= 0%

Testfor overall effect Z=032 (P=0.75)

Total (95% CI) 359 260 100.0% 0.02 [-0.14, 0.18] *—

Heterogeneity: Chi*= 0.54 df=3 (P=0.91); F= 0% I_1 —DI 5 D DIS

Testfor overall effect Z= 027 (P=0.79) case rhanagement no case man.agment
8 Testfor subgroup differences: Chi*=0.81, df=1 {P =048, F=0%

© NICE 2018. All rights reserved. See Notice of rights.
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Appendix H: Meta-analysis & network meta-analysis results

1 Depression of the person living with dementia

Case management Ho case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
14.3.1 Nurse
Callahan 2006 -0.2 34 64 a 4.4 49 29.3% -0.05[0.42, 037
Subtotal {95% Cly 65 49 29.3% -0.05[-0.42, 0.32]

Heterogeneity: Mot applicable
Testfor overall effect 2= 025 (P =0.80)

14.3.2 Occupational therapist

Lam 2010 -0.5 7.0587249 53 0 B.372447 39 236% -0.07 [0.49, 0.34] e A
Subtotal {95% Cly 53 39 23.6% -0.07 [-0.49, 0.34] ——e
Heterogeneity: Mot applicable

Testfor overall effect Z=035(FP=0.73)

14.3.3 Social worker

Samus 2014 0.1 49893449 74 0 4911456 114 471% 0.02 [0.27,0.31] i
Subtotal {95% Cly 74 114 47.1% 0.02 [-0.27, 0.31]

Heterogeneity: Mot applicable
Testfor overall effect 2= 013 (P = 0.89)

Total {95% Cly 192 202 100.0% -0.02 [-0.22, 0.18] -’—

Heterogeneity, Chi*= 016, df= 2 (P = 0.92%; = 0% 5_1 -DI.S p 0?5 15
2 ?astfor overall eﬁec_t: Z=0 21_(P =_=D_'83) B B . case management no case managernent

estfor subaroun differences: Chi*= 016, df= 2 (P = 0.92). F= 0%
3 QoL of person living with dementia
Case management Mo case management Std. Mean Difference Std. Mean Difference

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

14.4.1 Social worker

Samus 2014 1.9 6.88186 74 0 G.406247 114 38.6% 0.29[-0.01,0.58] |

Wickrey 2008 0.06 0.3 166 1] 0.29 124 61.4% 0.20[-0.03, 0.44] —a—

Subtotal {95% CI) 240 238 100.0% 0.23 [0.05, 0.42]

Heterogeneity: Chi*= 019, df=1 (P = 0.66); F= 0%

Testfor overall effect: £=2.52 (P =0.01)

Total {95% CIj 240 238 100.0% 0.23 [0.05, 0.42] .

Heterogeneity: Chi*=0.19, df= 1 {P = 0.66); I*= 0% 5_1 -DI.S p 0?5 15

Test far averall eﬁec.t: Z=2482i{F= 0.01? No case management case managernent
4 Testfor suboroup differences: Mot apnlicable
5 Behavioral and psychological symptoms of dementia

Case management No case management Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Rand 95% C1 ¥, Rand, 95% Cl

14.5.1 Home care adviser

Dias 2008 -1.9 4.8 33 1] 5.1 26 11.3% -0.38 [0.90,0.14] ~

Subitotal (95% CI 33 26 11.3% 038 [-0.90, 0.14] -

Heterogeneity: Mot applicahle

Test for overall effect Z=1.44 (P=0.15)

14.5.2 Mixed

Bass 20145 -0.22 2.49 206 1] 27 122 141% -0.09 [F0.31,0.14] -

Chu 2000 0.7 1.4551889 33 0 1.4551889 36 11.8% 0.48 [-0.00, 0.96] I

Subtotal (95% Cly 239 158 25.8% 0.15[-0.39, 0.70] i

Heterogeneity: Tau*=0.12; Chi*=4.32, df=1 (P =004, F=77%

Test for overall effect: Z=0.55 (P = 0.58)

14.5.3 Hurse

Callahan 2006 -4.9 10.2 65 1] 18.7 49 12.8% -0.34 [0.71, 0.04] ——

Chien 2008 -18.3 11.8 42 1] 121 43 1M1.7% -1.52 [-2.00,-1.03] —

Chien 2011 -6.9 8.9 46 1] 11 46 12.4% -0.67 [-1.09,-0.25] —

Subtotal (95% Cly 153 138 36.0%  _0.83[-1.49,.0.17] i

Heterogeneity: Tau®= 0.29; Chi*=14.44, df= 2 (P =0.0007); 7= 86%

Test for overall effect Z= 246 (P = 0.01)

14.5.4 Occupational therapist

Lam 2010 5 4550069 53 0 30.26912 39 12.4% 012 [0.29,0.54] 1T

Subtotal (95% Cly 53 39 12.4% 0.12 [-0.29, 0.54] B

Heterogeneity: Mot applicahle

Test for overall effect: Z=0.59 (P = 0.56)

14.5.5 Social worker

Samus 2014 089 5491511 74 0 5552081 114 13.5% 016 [-0.13, 0.45] T

Subtotal (95% Cly 74 114 13.5% 0.16 [-0.13, 0.45] -

Heterogeneity: Mot applicahle

Test for overall effect Z=1.08 (P = 0.28)

Total (95% Cl 552 475 100.0% -0.27 [-0.62, 0.09] e

Heterogeneity: Tau®= 0.22; Chi®=50.88, df= 7 (P = 0.00001); F= 86% 52 51 b 15 é

Test for overall eﬁec.t: Z=1.48 (P:. 0.14) ¢ase management no case management
6 Testfor subgroup differences: Chi*=9.94, df= 4 (P = 0.04), F= 59.8%

© NICE 2018. All rights reserved. See Notice of rights.
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Caregiver depression

Case management

Ho case management

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% CI
14.6.1 Nurse
Mewcomer 1999 -0.32 3482 988 0 3.61 922 85.9% -0.09 [-0.18, 0.00] t
Subtotal (95% Cly 088 922 85.9% -0.09 [-0.18, 0.00]
Heterageneity: Mot applicable
Testfor overall effect: £=1.96 (P = 0.05)
14.6.2 Social worker
Bass 2003 -0.11 0.39 92 0 0.47 E5 6.8% -0.26 [-0.58, 0.08] —
Tanner 2015 -0.39 2783 67 0 28555 104 7.3% -014 [0.44,017] T E—
Subtotal (95% CI) 159 169  14.1% -0.20 [-0.42, 0.03] —~ e
Heterageneity: Chi*= 028, df=1 {F = 0.59), F= 0%
Testfor averall effect Z=1.73 (F = 0.08)
Total (95% Cly 1147 1091 100.0% -0.10 [-0.19, -0.02] <
Heterngeneity: Chi*= 1.03, df= 2 (P = 0.605; F= 0% 5_1 -DI.S D 0?5
Test for averall efrec.t: =247 (P :. 0.01) case managerment no case managernent
Testfor subaroup differences: Chi*= 0.75, df =1 (P=0.39), P= 0%
Caregiver burden
Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Rand 05% Cl IV, Rand 05% CI
14.7.1 Nurse
Chien 2008 -17.4 1349 42 0 16.3 43 13.8% -1A7 F1.63,-0.71]
Chien 2011 -18.7 10 46 0 11.4 46 13.5% -1.82 [2.31,-1.33] e
Mewcamer 1999 -0.5 .49 986 0 873 920 16.3% -0.06 014, 0,03 =
Subtotal (95% Cly 1074 1009  43.7% -1.00 [-2.16, D.16] ——e——
Heterogeneity: Tau®=1.01; Chi®= 6760, df= 2 (P = 0.00001); F=97%
Testfor overall effect Z=1.69 (P = 0.049)
14.7.2 Occupational therapist
Lam 2010 1.5 41.78635 a3 0 3441121 38 143% 0.04 [-0.38,0.45] -
Subtotal (95% Cly 53 39 14.3% 0.04 [-0.38, 0.45] -
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.18 (P = 0.86)
14.7.3 Mixed
Chu 2000 -2.4 4989218 33 0 4989219 36 136% -0.48 [-0.96, 0.00] —
Subtotal (95% CIy 33 36 13.6% -0.48 [-0.96, 0.00] -
Heterogeneity: Mot applicable
Testfor overall effect Z2=1.94 (P =0.05)
14.7.4 Home care adviser
Dias 2008 -5.48 13 33 0 16.2 26 133% -0.37 [-0.89,014] -
Subtotal (95% Cly 33 26 13.3% -0.37 [-0.89, 0.14] -
Heterogeneity: Mot applicable
Testfor overall effect Z=142 (P=0.16)
14.7.5 Social worker
Tanner 2015 -1.91 81035 67 0 8.0565 104 152% -0.24 [-0.54, 0.07] T
Subtotal (95% Cly 67 104 15.2% -0.24 [-0.54, 0.07] -
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.50 (P =0.13)
Total (95% Cl) 1260 1214 100.0% -0.56 [-0.99, -0.13] -
Heterogeneity: Tau®=0.29; Chi®=71.05, df= 6 (P = 0.00001); F=92% 52 51 b 15 é
Test far overall eﬁec.t: =257 (P:. 0.013 case management no case managerent
Test for subgroup differences: Chi*= 454, df= 4 {P=034), F=11.9%
QoL of caregiver

Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean 5D Total Weight IV, Rand 95% CI IV, Rand 95% Cl
14.8.1 Social worker
Wickrey 2006 0.6 241 166 0 258 124 345% 0.02 [0.21,0.26]
Subtotal {(95% Cl) 166 124 34.5% 0.02 [-0.21, D.26]
Heterogeneity: Mot applicable
Testfor overall effect Z=020 (P =084)
14.8.2 Nurse
Chien 2008 18.4 18 42 0 1748 43 32.8% 1.12 [0.66, 1.58] —
Chien 2011 205 1345 46 0 131 46 32T7% 1.53[1.06, 2.00] —
Subtotal (95% CIy 88 89  65.5% 1.32 [0.92, 1.72] e
Heterogeneity: Tau®=0.03; Chi*=1.51, df =1 (P=0.22), F=34%
Testfor overall effect Z= 643 (P = 0.00001)
Total (95% CI) 254 213 100.0% 0.87 [-0.12, 1.87] T—eati———
Heterogeneity: Tau®=0.74; Chi*= 41.50, df= 2 (P = 0.000013; F=95% 52 51 b 15 é

Testfor overall effect Z=1.72 (P = 0.09)
Test for subgroup differences: Chi®=29.89, df=1 (P = 0.00001), PF=96.7%
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Dementia . . .
Appendix H: Meta-analysis & network meta-analysis results

1 Rate of institutionalisation (number of institutionalisations over a 6-month period or
2  cumulative long-term institutionalisation)

Case management Ho case management Mean Difference Mean Difference
Study or Subgroup Mean Sh  Total Mean Sh Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
14.9.1 Nurse
Chien 2008 -3 1.1 42 1] 21 43 B6S%  -310[3.81,-2.39] | ]
Chien 2011 -3 1.9 15 1] 249 46 33.4%  -3.00[-4.00,-2.00] -
Eloniemi-Sulkava 2009 242 5264505 63 28.3 4760561 62 01% -410[21.69,13.49]
Subtotal (95% Cly 151 151 100.0%  -3.07 [-3.65, -2.49] L]

Heterogeneity: Chi*= 0.04, df= 2 (P = 0.98); F=0%
Test for overall effect: Z=10.38 (P < 0.00001)

Total (95% CI) 151 151 1000%  -3.07 [-3.65, -2.49] ]

Heterageneity: Chi®= 0.04, df= 2 {P = 0.98); F= 0%
Test for overall effect: 7= 10.38 (P = 0.00001)
3 Test for suboroup differences: Mot applicable

\ \ \
-20 -0 10 20
Favours case management Favours usual care

H.3.145 Case management: combined, follow-up contact method

5 Cognition

Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% C| I, Fixed, 95% CI
15.1.1 Clinic
Callahan 2006 -0 9.4 64 0 L] 43 18.8% -0.01 [-0.38, 0.36]
Subtotal {95% CI) 65 49 18.8% -0.01 [-0.38, 0.36]

Heterogeneity: Mot applicable
Testfor overall effect: £=0.06 (P =0.95)

15.1.2 Home

Chien 2008 -0.3 5.8 42 0 43 43 14.3% -0.06 [-0.48, 0.37] ———

Chien 2011 -0.2 39 46 0 3.4 46 15.5% -0.05 [-0.46, 0.35] ol I—
Subtotal (95% CI) 88 89 29.7% -0.06 [-0.35, 0.24] —ai——

Heterageneity: Chi®= 0.00, df=1 (P =1.00); F= 0%
Testfor overall effect Z=0.37 (P=0.71)

15.1.3 Telephone
Bass 2015 0.2% 361 206 0 374 122 51.5% 0.08 [0.14,0.30] —ri—
Subtotal (95% CI) 206 122 51.5% 0.08 [-0.14, 0.30]
Heterogeneity: Mot applicable

Testfor overall effect: £=0.69 (F=10.49)

Total (95% CI) 359 260 100.0% 0.02 [-0.14,0.18] *—
Heterogeneity: Chi*= 054 df=3 (P=0.91); F=0% I } 1 t
. -1 -0.5 0 0s
Testfor overall effect Z=0.27 (F=0.79) £4se management nocase managment
6 Testfor subaroup differences: Chi*=0.54, df= 2(P=0.76), F= 0%

7  Depression of the person living with dementia

Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
15.3.1 Clinic
Callahan 2006 -0.2 39 65 0 44 43 29.3% -0.05[-0.42,0.32]
Subtotal (95% CIy 65 49 29.3% -0.05 [-0.42, 0.32]

Heterogeneity: Mot applicable
Testfor overall effect 2= 025 (P =0.80)

-

15.3.2 Home
Lam 2010 -0.5 7.057249 53 0 6.372447 39 236% -0.07 [-0.49, 0.34]
Subtotal (95% Cly 53 39 23.6% -0.07 [-0.49, 0.34]

Heterogeneity: Mot applicable
Testfor overall effect Z=035(FP=0.73)

15.3.3 Mixed
Samus 2014 0.1 49383349 74 0 4911456 114 471% 0.02[-0.27,0.31]
Subtotal {95% CI) 74 114 47.1% 0.02 [-0.27, 0.31]

Heterogeneity: Mot applicable
Testfor overall effect 2= 013 (P = 0.89)

Total {95% Cly 192 202 100.0% -0.02 [-0.22, 0.18]

N

Heterogeneity, Chi*= 016, df= 2 (P = 0.92%; = 0% I } t
Tastf Il effect: Z=0.21 (P = 0.83 . 05 b us

8 estior overall & ec.. B i T ) case management no case management
Test for subgroup differences: Chi*= 016, df= 2 (P=092), F=0%
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QoL of person living with dementia

Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
15.4.1 Mixed
Samus 2014 1.9 688186 T4 0 B.406247 114 386% 0.29 [-0.01, 0.58] -
Subtotal (95% Cl) 74 114 38.6% 0.29[-0.01, 0.58] e
Heterogeneity: Mot applicable
Testfor averall effect: £=1.91 (P = 0.06)
15.4.2 Telephone
Wickrey 2006 0.06 0.3 166 0 0.29 124 B1.4% 0.20 [-0.03, 0.44] ——
Subtotal (95% Cl) 166 124 61.4% 0.20[-0.03, 0.44] e
Heterogeneity: Mot applicable
Testfor averall effect Z=1.70 (P = 0.05)
Total (95% Cly 240 238 100.0% 0.23 [0.05, 0.42] .
Heterogeneity: Chi*=0.19, df= 1 {P = 0.66); I*= 0% 5_1 -DI.S p 0?5

Testfor averall effect 2= 252 (P =0.01)
Testfor subgroup differences: Chi*=019, df=1 (P = 0.66), F=0%

Behavioral and psychological symptoms of dementia

Case management

Ho case management

Std. Mean Difference

no case management case management

5td. Mean Difference

Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Rand 95% CI I, Rand 95% Cl
15.5.1 Clinic
Callahan 2006 -4.9 10.2 65 o 8.7 49 12.8% -0.34 [0.71, 0.04] e
Dias 2008 -1.9 48 33 o a1 26 11.3% -0.38 [-0.80, 0.14] —
Subtotal (95% CI) 98 7h 24.2% -0.35 [-0.65, -0.05] -
Heterogeneity: Tau®= 0.00; Chi*= 0.02, df=1 (P = 0.89); F= 0%
Test for overall effect =227 (F=00%)
15.5.2 Home
Chien 2008 -18.3 11.8 42 o 121 43 11.7% -1.62 [-2.00,-1.03] I —
Chien 2011 -6.8 84 46 a 11 46 12.4% -0.67 [1.09,-0.25] e
Chu 2000 0.7 1.4551889 33 0 1.45518849 36 11.8% 0.48 [-0.00, 0.96] I
Lam 2010 5 4550069 a3 0 3026912 3 12.4% 012 [-0.29, 0.54] T
Subtotal (95% CI) 174 164  48.2% -0.40 [-1.22, 0.43] —~l—
Heterogeneity: Tau® = 0.66; Chi®=40.93, df= 3 (P = 0.00001); F=93%
Test for overall effect: Z=0.94 (P = 0.35)
15.5.3 Mized
Samus 2014 0.9 5591511 T4 0 45552081 114 13.5% 016 [-0.13, 0.45] T
Subtotal (95% CI) 74 114 13.5% 0.16 [-0.13, 0.45] -
Heterogeneity: Mot applicahle
Test for overall effect: Z=1.08 (P = 0.28)
15.5.5 Telephone
Bass 2015 -0.22 2.49 206 1] 27 122 141% -0.09 [0.31,0.14] T
Subtotal (95% CI) 206 122 14.1% -0.09 [-0.31, 0.14] <&
Heterogeneity: Mot applicahle
Test for overall effect: Z=0.75 (P = 0.45)
Total {95% CI) 6552 475 100.0% -0.27 [0.62, 0.09] -
Heterogeneity: Tau®= 0.22; Chi*= 50.88, df= 7 (P < 0.00001}; F = 86% 2 1 5 1 2
Test for overall eﬁec_t: Z=148 (P:_ 0143 tase management no case managerment
Testfor subgroup differences: Chi*=6.19,df= 3 (P= 0101, F=51.6%

Caregiver depression

Case management Ho case management Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% CI
15.6.1 Home
Mewtomer 1999 -0.32 0 3482 488 1] 3.61 422 85.9% -0.09 [-0.18, 0.00] t
Subtotal (95% Cl) 988 922 85.9% -0.09[-0.18, 0.00]
Heterageneity: Mot applicable
Testfor overall effect: Z=1.96 (P = 0.05)
15.6.2 Mized
Tanner 2015 -0.39 2783 67 0 28555 104 7.3% -0.14 [0.44,017) e R
Subtotal (95% Cl) 67 104 7.3% -0.14 [-0.44, 0.17] e
Heterogeneity: Mot applicable
Testfor overall effect: 2= 0.88 (P = 0.38)
15.6.3 Telephone
Bass 2003 -0.11 0.39 42 1] 047 65 6.8% -0.26 [-0.58, 0.06] -1
Subtotal (95% Cl) 92 65 6.8% -0.26 [-0.58, 0.06] e
Heterageneity: Mot applicable
Testfor averall effect Z=1.58 (F=0.11)
Total {95% Cly 1147 1091 100.0% -0.10[-0.19, -0.02] <
Heterngeneity: Chi*= 1.03, df= 2 (P = 0.605; F= 0% 5_1 -DI.S D 0?5

Testfor averall effect: Z= 247 (P =0.01)
Testfor subaroup differences: Chi*=1.03, df = 2 (P = 0.60), IF= 0%
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Appendix H: Meta-analysis & network meta-analysis results

1  Caregiver burden

Case management Ho case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Rand 05% Cl IV, Rand 05% CI
15.7.1 Clinic
Dias 2008 -5.8 13 33 a 16.2 26 13.3% -0.37 [0.89, 0.14] 1
Subtotal {95% Cly 33 26 13.3% -0.37 [-0.89, 0.14] -l

Heterogeneity, Mot applicable
Testfor overall effect Z=142 (P=0.16)

15.7.3 Home

Chien 2008 -17.49 139 42 0 16.3 43 13.8% =147 [1.63,-0.71] —_—

Chien 2011 -18.7 10 46 0 11.4 46 13.5% -1.82 [2.31,-1.33] —_—

Chu 2000 -2.4 4959219 33 0 4989214 36 13.6% -0.48 [-0.96, 0.00] —
Lam 2010 1.5 41.78635 53 0 344112 39 14.3% 0.04 [0.38, 0.45] —
MNewcomer 1999 -0.5 849 986 0 8.73 920 16.3% -0.06 [-0.15, 0.03] -
Subtotal (95% Cly 1160 1084 71.6% -0.68 [-1.32, -0.04] il

Heterogeneity: Tau®= 0.49; Chi*= 7016, df= 4 (P = 0.00001); F= 94%
Testfor overall effect 2= 2.07 (P =0.04)

15.7.4 Mized
Tanner 2015 -1.91 8.1035 67 0 8.0565 104 152% -0.24 [-0.54, 0.07] T
Subtotal {95% CI) 67 104 15.2% -0.24 [-0.54, 0.07] -

Heterogeneity: Mot applicable
Testfor overall effect Z=150(FP=013)

Total (95% CI) 1260 1214 100.0%  -0.56[-0.99, 0.13] -

Heterogeneity: Tau®= 0.29; Chi*= 71.05, df= 6 (P = 0.00001); F=92% R I1 D 1! 1
Testfor averall eﬁec.t: £=257 (P:. non case management nocase management
2 Testfor subaroup differences: Chi®=1.52, df=2 (P =047), F=0%

3 QoL of caregiver

Case management Mo case management Std. Mean Difference Std. Mean Difference
Studhy or Subgroup Mean SD  Total Mean SD Total Weight IV, Rand a5% Cl IV, Rand 95% CI
15.8.1 Home
Chien 2008 184 15 42 a 17.48 43 328% 1.12 [0.66, 1.58] —
Chien 2011 208 134 46 a 134 46 327% 1.83[1.06, 2.00] —
Subtotal (95% CIy 88 89  65.5% 1.32[0.92, 1.72] .

Heterogeneity: Tau® = 0.03; Chi*=1.51, df=1 (P = 0.22); F= 34%
Test for overall effect: Z=6.43 (P = 0.000013

15.8.2 Telephone
Yickrey 2006 06 241 166 0 258 124 34.5% 0.02[0.21,0.26] 1
Subtotal (95% CI) 166 124 34.5% 0.02 [-0.21, 0.26]

Heterogeneity: Mot applicahle
Test for overall effect: Z=0.20 (P = 0.84)

Total (95% CI) 251 213 100.0% 0.87 [0.12, 1.87] e —

Heterogeneity: Tau®= 0.74; Chi*= 41.50, df= 2 (P = 0.00001}; F=95%
Test for overall effect: Z=1.72 (P = 0.09)
4 Testfor suboroup diferences: Chi*= 29.89, df=1 (P = 0.00001), F= 36.7%

. .
-z R 0 1 2
Favours [case management] Favaurs [usual careg]

5 Rate of institutionalisation (number of institutionalisations over a 6-month period or
6 cumulative long-term institutionalisation)

Case management Mo case management Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD  Total Weight I, Fized, 95% C1 IV, Fized, 95% CI
15.9.1 Home
Chien 2003 -3.1 1.1 42 1] 21 43 BG.H% -310[3.81,-2.39] | ]
Chien 2011 -3 1.9 46 1] 24 46 33.4% -3.00 [-4.00,-2.00] -
Subtotal (95% CI) 88 89 999% -3.07 [-3.65, -2.49] +

Heterageneity: Chi*=0.03 df=1 (P =087),F=0%
Test for overall effect: Z=10.37 (P = 0.00001)

15.9.3 Mixed
Eloniemi-Sulkava 2009 242 £2.64505 63 283 47.60561 62 01% -4.10[-21.68,13.48]
Subtotal (95% CI) 63 62 0.1% -4.10[-21.69, 13.49] e —

Heterageneity: Mot applicable
Test for overall effect: 2= 0.46 {P = 0.65)

Total (95% CIy 151 151 1000%  -3.07 [-3.65,-2.49] 4

Heterageneity, Chi*=0.04, df=2(P=098), F=0%
Testfor overall effect: £=10.38 (F = 0.00001)
7 Test for subgroun differences: Chi®= 001, df=1 (F= 04910, F=0%

\ \ \
-0 -10 0 10 20
Favours case management Favours usual care
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Dementia . . .
Appendix H: Meta-analysis & network meta-analysis results

H.3.116 Case management: combined, by country

2  Cognition

Case management No case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
16.1.1 Hong Kong
Chien 2008 -0.3 5.8 42 0 43 43 14.3% -0.06 [-0.48, 0.37]
Chien 2011 -0.2 39 45 0 3.4 46 15.5% -0.05 [-0.46, 0.35] I
Subtotal (95% CI) 88 89 29.7% -0.06 [-0.35, 0.24] ——eagi——

Heterogeneity: Chi®= 0.00, df=1 {(P=1.00); F= 0%
Testfor overall effect Z=0.37 (P=0.71)

16.1.2 USA

Bazs 2015 029 361 206 0 274 122 51.5% 0.08 [0.14,0.30] —Ti—
Callahan 2006 -0 9.4 G5 0 9 43 18.8% -0.01 [-0.28, 0.36] —
Subtotal (95% CI) 271 171 70.3% 0.06 [-0.14, 0.25]

Heterageneity: Chi*= 016, df=1 (P=068); F= 0%
Testfor averall effect Z=0.56 (P=0.57)

S
~—
Total (95% CI) 359 260 100.0% 0.02 [-0.14,0.18] *‘
0

ity: Chi?= = = F= I } t
Heterogeneity: Chi= 054, df =3 (P=0891); F= 0% g s 0 1

Testfar overall effect: Z=0.27 (F=0.79) case management nocase managment

3 Testfor subgroup differences: Chi*= 038, df=1 {P=054), P=0%

4  Depression of the person living with dementia

Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI

16.3.1 Hong Kong
Lam 2010 -0.5 7.0587249 53 0 B.372447 39 236% -0.07 [0.49, 0.34]
Subtotal {95% Cly 53 39 23.6% -0.07 [-0.49, 0.34]

Heterogeneity: Mot applicable
Testfor overall effect Z=035(FP=0.73)

16.3.2 USA

Callahan 2006 -0.2 34 65 0 4.4 49 29.3% -0.05[0.42, 033 — &
Samus 2014 0.1 49383349 74 0 4911456 114 471% 0.02[-0.27,0.31] r
Subtotal {95% CI) 139 163 76.4% -0.01[-0.24, 0.22]

Heterogeneity: Chi®=0.08, df=1 (F=0.78); F=0%
Testfor overall effect: Z= 005 (P = 0.96)

Total (95% Cl) 192 202 100.0% -0.02 [-0.22, 0.18] -’—
Heterageneity: Chi®= 016, df= 2 (P =0.92), F=0% I + T +
Tastf Il effect: Z=0.21 (P = 0.83 . 05 b us !
estior overall & ec.. B i T ) case management no case management
5 Testfor subgroup differences: Chi®=0.08, df=1 (P=078), F= 0%

6 QoL of person living with dementia

Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
16.4.1 USA
Samus 2014 1.9 6.88186 74 0 6406247 114 38.6% 0.29[-0.01, 0.58] |
Yickrey 2006 0.06 0.3 166 0 0.29 124 B1.4% 0.20 -0.03, 0.44] —a—
Subtotal (95% Cly 240 238 100.0% 0.23 [0.05, 0.42]

Heterogeneity: Chi*= 019, df=1 (P = 0.66); F= 0%
Testfor averall effect 2= 252 (P =0.01)

Total (95% Cly 240 238 100.0% 0.23 [0.05, 0.42] ~al
Heterogeneity: Chi*=0.19, df= 1 {P = 0.66); I*= 0% I } t
Tastf Il effect: Z= 2.52 (P = 0.01 . 05 b ne !
estior overall @ ec.. =252(F=10 ) no case management case management
7 Testfor suboroup differences: Mot apnlicable

© NICE 2018. All rights reserved. See Notice of rights.
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Dementia

Appendix H: Meta-analysis & network meta-analysis results

1 Behavioral and psychological symptoms of dementia

Case management

Mo case management

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Rand 95% CI IV, Rand a5% Cl
16.5.1 Canada
Chu 2000 0.7 1.4551889 33 0 1.4551889 36 11.8% 0.48 [-0.00, 0.956] -
Subtotal (95% Cly 33 36 11.8% 0.48 [-0.00, 0.96] o
Heterogeneity: Mot applicahle
Test for overall effect Z=1.94 (P = 0.08)
16.5.2 Hong Kong
Chien 2008 -18.3 11.8 42 0 121 43 11.7% -1.52 [-2.00,-1.03] —
Chien 2011 6.9 8.9 46 1] 11 46 12.4% -0.67 [-1.09,-0.25] e—
Lam 2010 5 4550069 a3 0 3026912 39 12.4% 012 [0.29 054] -
Subtotal (95% Cl) 141 128  36.5% -0.68 [-1.59, 0.22] ————
Heterogeneity: Tau®= 0.59; Chi*= 25.62, df= 2 (P = 0.00001); = 92%
Test for overall effect Z=1.47 (P=014)
16.5.3 India
Dias 2008 -1.4 4.8 33 0 a1 26 11.3% -0.38 [-0.90,0.14] — 1
Subtotal (95% Cl) 33 26 11.3% -0.38 [-0.90, 0.14] -~
Heterogeneity: Mot applicahle
Test for overall effect Z=1.44 (P=0.15)
16.5.4 USA
Bass 2015 -0.22 249 206 0 2.7 122 141% -0.09 [-0.31,0.14] -
Callahan 2006 -4.4 102 65 0 18.7 49 12.8% -0.34 [-0.71,0.04] i
Samus 2014 0.9 5591511 T4 0 4.552081 114 13.5% 016 [-0.13, 0.45] T
Subtotal (95% Cl) 345 285  40.4% -0.07 [-0.32, 0.18] L 2
Heterogeneity: Tau®=0.03; Chi*=4.34, df= 2 (P =011}, F=54%
Test for overall effect: Z=0.54 (F = 0.549)
Total (95% Cl) 552 475 100.0% -0.27 [-0.62, 0.09] e
Heterogeneity: Tau®= 0.22; Chi*= 50.88, df= 7 (P = 0.00001); F = 86% 2 1 5 1 2
2 Test for overall eﬁec_t: Z=148 (P:_ 0143 tase management no case managerment
Testfor subgroup differences: Chi*= 8.06, df= 3 (P = 0.04), F=62.8%
3  Caregiver depression
Case management Ho case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I/, Fixed, 95% CI I, Fixed, 95% CI
16.6.1 USA
Bass 2003 -0.11 039 92 0 0.47 65 B.8% -0.26 [-0.58, 0.06] —
Mewcamer 15999 -0.32 3482 988 0 3.61 922 B5.9% -0.09 [-0.18, 0.00] ‘.‘
Tanner 2015 -0.39 2783 67 0 28555 104 T.3% -0.14 [F0.44,017] — 1
Subtotal (95% CI) 1147 1091 100.0% -0.10 [-0.19, -0.02] <
Heterogeneity, Chi®=1.03, df =2 (P =0.60);, F= 0%
Testfor averall effect: Z= 247 (P =0.01)
Total (95% Cly 1147 1091 100.0% -0.10 [-0.19, -0.02] <
Heterogeneity: Chi*=1.03, df= 2 (P = 0.60Y; F= 0% 5_1 -DI 5 3 055
4 Test for averall efrec.t: =247 (P= 0.01? case management no case management
Test for subgroup differences: Mot applicable

© NICE 2018. All rights reserved. See Notice of rights.
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Dementia . . .
Appendix H: Meta-analysis & network meta-analysis results

1  Caregiver burden

Case management Ho case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Rand 05% Cl IV, Rand 05% CI
16.7.1 Canada
Chu 2000 -2.4 4989219 33 0 4983219 36 13.6% -0.48 [-0.96, 0.00]
Subtotal {95% Cly 33 36 13.6% -0.48 [-0.96, 0.00] e

Heterogeneity, Mot applicable
Testfor overall effect Z2=1.94 (P =0.05)

16.7.2 Hong Kong

Chien 2008 -17.49 139 42 0 16.3 43 13.8% =147 [1.63,-0.71] —_—

Chien 2011 -18.7 10 46 0 11.4 46 13.5% -1.82 [2.31,-1.33] —_—

Lam 2010 1.5 41.78635 53 0 344112 39 14.3% 0.04 [0.38, 0.45] —
Subtotal (95% Cly 141 128 41.6% -0.98 [-2.07, 0.11] ——e

Heterogeneity: Tau®= 0.88; Chi®= 34.69, df= 2 (P = 0.00001); F= 94%
Testfor overall effect Z2=1.76 (P = 0.08)

16.7.3 India
Dias 2008 -8.5 13 a3 0 16.2 26 133% -0.37 [-0.89, 0.14] T
Subtotal {95% CI) 33 26 13.3% -0.37 [-0.89, 0.14] -

Heterageneity: Mot applicahle
Testfor overall effect Z=142 (P=0.16)

16.7.4 USA

Mewrcomer 1999 -0.5 a.44 486 0 a.73 920 16.3% -0.06 [-0.15, 0.03] -
Tanner 2016 -1.91 8.1038 67 a 8.0565 104 15.2% -0.24 [-0.54, 0.07) T
Subtotal {95% CI) 1053 1024 31.5% -0.08 [-0.20, 0.04] +

Heterogeneity, Tau®= 0.00; Chi*=1.17, df=1 (P=0.28); F=15%
Testfor overall effect Z=135(FP=0.18)

Total (95% Cly 1260 1214 100.0% -0.56 [-0.99, -0.13] R

Heterogeneity: Tau®= 0.29; Chi*= 71.05, df= 6 (P = 0.00001); F=92% 52 51 b 15 é

Test far overall eﬁec.t: =257 (P:. 0.013 case management no case managerent
2 Testfor subagroup differences: Chi*= 8.7, df= 3 (P=012), F= 47.8%

3 QoL of caregiver

Case management Mo case management Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Rand 05% Cl IV, Rand 95% Cl
16.8.1 Hong Kong
Chien 2008 184 15 42 a 17.48 43 328% 1.12 [0.66, 1.58] —
Chien 2011 208 134 46 a 134 46 327% 1.83[1.06, 2.00] —
Subtotal (95% Cly 88 89  65.5% 1.32 [0.92, 1.72] -~

Heterogeneity: Tau®= 0.03; Chi*= 151, df=1 (P =0.22), = 34%
Test for overall effect: Z=6.43 (P = 0.000013

16.8.2 USA
Yickrey 2006 06 241 166 0 58 124 345% 0.02 [-0.21, 0.26] t
Subtotal (95% CI) 166 124 34.5% 0.02[-0.21, 0.26]

Heterogeneity: Mot applicahle
Test for overall effect: Z= 020 (P = 0.84)

Total (95% CI) 254 213 100.0% 0.87 [-0.12, 1.87] T ——

Heterogeneity: Tau®= 0.74; Chi*= 41.50, df= 2 (P < 0.00001); F= 95% 2 1 5 1 2

Test for overall eﬁec.t Z=172 (P:_ 0.09) Favours [case management] Favours [usual care]
4 Testfor subgroup differences: Chi*= 29.89, df=1 (P = 0.00001), F= 96.7%

5 Rate of institutionalisation (number of institutionalisations over a 6-month period or
6 cumulative long-term institutionalisation)

Case management Mo case management Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
16.9.1 Finland |
Eloniemi-Sulkava 2009 24.2 5264505 63 28.3 47.680561 62 0.1% -4.10[21.69, 13.49]
Subtotal (95% CI) 63 62 0.1% -4.10[-21.69, 13.49] __d-_
Heterngeneity: Mot applicable
Testfor overall effect: Z= 0.46 (F = 0.65)
16.9.3 Hong Kong
Chien 2008 -3.1 1.1 42 1] 21 43 BE5% -310[-3.81,-2.39] [ |
Chien 2011 -3 1.9 46 1] 29 46 33.4% -3.00 [-4.00,-2.00] =
Subtotal (95% CI) g8 89 999% -3.07[-3.65,-2.49] +
Heterogeneity Chi*= 0,03, df=1 (F = 0.67); *= 0%
Test for overall effect: Z=10.37 (P = 0.00001)
Total (95% Cly 151 151 100.0%  -3.07 [-3.65, -2.49] +
Heterogeneity, Chi*=0.04, df=2 (P =0.98); *=0% -2’0 -1=D o 1=D 2ID
Testfor overall effect: 2= 10.38 (P < 0.00001) Favours case management Favours usual care

Testfor subgroun diferences: Chi®= 001, df=1 (F=0481. "= 0%

© 0o
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H.3.2 Post diagnosis review for people living with dementia
¢ How should people living with dementia be reviewed post diagnosis?

No meta-analyses were performed
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H.4 Inpatient care

H.4.1 Caring for people living with dementia who are admitted to hospital
¢ How should people living with dementia be cared for when admitted to hospital?

No meta-analyses were performed
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H.5 Care setting transitions

H.5.1 Managing the transition between different settings for people living with
dementia

o What are the most effective ways of managing the transition between different settings
(home, care home, hospital, and respite) for people living with dementia?

No meta-analyses were performed
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H.6 Modifying risk factors for dementia progression

H.6.1 Risk factors for dementia progression
e What effect does modifying risk factors have on slowing the progression of dementia?
H.6.1.1 Antidiabetic drugs versus placebo

ADAS-cog (6 months)

Rosklitazone Placebo Mean Difference Mean Difference
Stuchy or Subgroup  Mean S0 Total Mean S0 Total Weight I, Fixed, 05% CI I, Fied, 5% C1
1.1.1 2 my Rosiglitazone
Gobd 2010 1.2 6043 130 2 G403 65 147% -0.80F2E67 1.07] I
Risner 2006 -02 6 126 -04 BOFS 61 253% 020165 205 —
Subtofal (95% Cl) 256 126 499% .020[-1.61, 1.02) L
Heterogeneity: Chi*= 0.55, di=1 (P = 0.46); "= 0%
Test for overall effect Z= 0044 (P= 0.66)
1.1.2 Bmg Rosigitazone
Gold 2010 1.2 5926 125 2 G409 65 247% -080F2E67 1.07] 1
Risner 2006 0.7 GOE6E 13 -04 GOTS 61 254% -0.30F2.14,154) —_—
Sublotal (95% CI) 256 126 50.4% -0.55[-1.86,0.77) -
Heterogeneity Chi'= 014, di=1 (P=0M); F= 0%
Tiegt for overall effect Z= 081 (P=0.42)
Total (95% CI) 512 252 10006 -0.42 [-1.35, 0.51] q-
Heterogeneity Chi*= 0,76, df= 3 (P = 0.8E); *= 0% =—1EI IE ) ; 1I]=
Testfor overall effect 2= 0.89 (P = 0.38) Favours rosigilazone Favours placebo
Test for subgroup diferences: Chi®= 007, df= 1 (P = 0.79), F= 0%

Any adverse events (6 months)

Rosiglitazone Placeba Risk Ratio Hisk Ratio
Study or Subgroup  Events  Total Events Total Weight 8-H, Fixed, 95% Ci M-H, Fixed, 05% CI
1.3.1 2 mi rosiglitazoneg
Gold 2010 &0 166 3 82 1%  0.96[0.68,1.35
Risner 2006 36 128 22 62 208% 0.79[0.51,1.22]
Sulrtotal (95% CI) 294 144 49.9% 089 [0.68, 1.16]
Total evenls a6 53
Heterogeneity Chi*= 0.44, df=1 (P = 0.51); F= 0%
Tesifor overall effect 2= 0.86 (F=0.3%)
1.3.2 8 my rosiglitazone
Gold 2010 64 165 Ej| 82 90%  1.11[0.79,1.54] -
Rigner 2006 46 135 22 B2 1% 0.96 [0.64, 1.45] .
Subtotal (95% 1) 300 144 504% 104 (0849, 1.35] e
Total evenis 115 53
Helarogenaity Chi*= 0.28, df=1 (P = 0.60);, "= 0%
Test for overall effect Z=0.33 (P=0.T4)
Total (95% CI H04 288 100.0% 0.97 [0.80, 1.16] L
Total evenis 211 106

- — — T - L L L ]

Heterogeneity, Chi®=1.44, of=3 (P =0.70); = 0% 03 o . g

Testfor overall effect Z= 036 (P = 0.72)

Testfor subaroup diffierences: Chi*= 073, di=1 (P=039), F= 0%

© NICE 2018. All rights reserved. See Notice of rights
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Serious adverse events (6 months)

Rosiglitazone

Placebn

Study or Subgroup  Events  Total Events Total Weight 8-H, Fixed, 95% C1

141 2 mag rosiglitazones

Gold 2010
Rigner 2006
Subtotal (95% CI)

Total events

7
B

13

166 5 a2

128 3 62

294 144
8

Heterogeneity Chi*= 0,14, df= 1 {F = 0.71), F= 0%
Testfor overall effect 2= 0.52 (P = 0.60)

1.4.2 8 ma rosiglitazone
Gold 2010 8
Rigner 2006 q
Sulstatal (95% CI)

Total evenis 17

165 i 82

135 3 62

300 144
i

Helarogenaity Chi*= 1042, df=1 (P =052, F= 0%
Test for owerall effect 2= 004 (P = 0.487)

Total (95% CIy
Total events

30

504 288

16

Heterogengity, Chi*= 071, of= 2 (P =037, F= 0%
Tesifor owerall effect Z=0.32 (P=0.75)

Test for subaroup diffierences: Chi*= 016, di=1 (P = 0.69), P= 0%

Risk Ratio Risk Ratio
M-H, Fixed, 95% CI

A% 069023 211] —

18.8% 097 [0.25, 3.75) —_—

400%  0.80(0.34, 1.9] -

0%  080[0.27, 235 ——

191% 1.38[0.39, 4.91] -

50.4%  1.02[0.45, 2.31] -
1000%  0.91[0.50, 1.64] o

0.01 01 10 100

Adverse events leading to discontinuation (6 months)

Rosiglitazone

Study or Subgroup  Events

Placebo
Total Events Total

Risk Ratio

Weight _M-H, Fisced, 95% C1

Favours rosiglitazone  Fawours placebo

Risk Ratio
M-H, Fixed, 95% CI

1.5.1 2 ma rosiglitazong

Gold 2010
Subtotal {95% C1)

Total evenis

&

Heterogeneity, Mot applicable
Testfor overall effect Z= 0,02 (F = 0.98)

1.5.2 Bimig rosiglitazone

Gold 2010 8
Subrtotal (95% CI)

Total evenis B8

Hetarogenaity. Mot applicable
Test for overall effect 2= 001 (F = 0.99)

Total {95% CIj
Total evenis

16

166 4 a2
166 i
4

165 4 az
165 a2

KEY 164

g

Heterogeneit: Chi®=0.00, df=1 P = 0.99), F= 0%
Tes for owerall effect: £= 0,02 (P = 0.93)

Testfor subaroup differences: Chi*= 000, df=1 (P = 099), F= 0%

501 %
a0.1%

49.9%
40.9%

100U0%

099 031,319
0.99[0.31, 3.19]

0.99 [0.31, 2.20]
0.99 [0.34, 3.20]

0.99[0.43, 2.27]
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H.6.1.2

NSAIDs versus placebo

ADAS-cog (6 months)

HSAIDS Placeho Mean Difference Eean Difference
Stuchy of Subgroup  Mean  SD Total Mean  SD Total Weight I, Fixed, 95% CI IV, Fisoed, 5% C
2.3.2 Diclofenac
Scharf 1889 035 45 17 183 585 14 24% -16B[529,193% —_—
Subitotal (95% CIy 17 14 21% -1.68[-529,1.93] e —
Heterageneity, Mol applicable
Testfor ovarall effect Z= 0.91 (P = 0.36)
2,34 Celecaxib
Saininen 2007 164 6588 274 215 G589 135 152% -051 [1.87,085 —
Subtatal (95% CIj Pyl 135 152% -051[-1.87,0.85] -
Hatamganertf. Mol applicable
Testfor cverall effect Z= 0.74 (P = 0.46)
2,36 Indomethacin
D Jorg 2008 48 58 0 39 45 23 218% 090[224,.4.04] —
Subtotal (95% CI) 20 3 28% 090224, 4.04) i
Heterogenety Mol applicable
Tastfor overall effact 2= 0.56 (P = 057
2.3.8 Tarenflurbil
Green 2009 184 608 786 173 574 TF46 TO8% 011 [0.48,070] !
Sulbtatal (95% CI) 786 746 TOE%  0.11[-0.48,0.70]
Heterogeneity, Mot applicable
Test for overall effect Z= 036 (P = 0.72)

Tatal (95% CI) 097 918 100.0%
Heterogeneity, Chi*= 182, df= 3 (F =061, F= 0%

Testfor overall effect 2= 0.00 (P = 1.00)

Testfor subgroup diferences: Chi®= 1,82, di= 3 {F= 061}, F=0%

© NICE 2018. All rights reserved. See Notice of rights
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ADAS-cog (12 months)

NSAIDSE Placebo Mean DiTerence Mean Difference
Stuthy of Subgroup  Mean SD Total Mean SO Total Weight IV, Random, 95% CI I, Randorm, 95% CI
2.2.1 Wsuprofen
Pasqualeti 2008 (1) -3 10861 81 <31 10561 46 B.3%  00[411,43)
Subotal (95% C1) 51 46 8.9% oAD [-4.11, 4.31]
Heterogeneity: Mol applicable
Tst for cverall effect Z=0.05 (P = 0.96)
2.2.3 Naproxen
Alsen 2003 -58 8 118 -57 B2 111 142% -0010[F2.20, 2,000 —
Subotal (95% C1) 18 1M1 14.2% 010 [-2.20, 2.00] ~a
Helerogeneity: Mol applicable
Tiest for overall effect Z= 0,09 (F =093
2.2.4 Calecoxib
Soininen 2007 {2) 439 16033 7 S 16033 135 106%  -081 [3.91, 265 e
Subotal (95% C1) 135 106% 69 [-3.09, 2.69]
Helerogeneity: Mol applicable
Test for overall efect Z=036 (P =072
2.2.5 Rofecidib
Alsen 2003 -T6 TF 122 57 B2 111 144% -1080[395015 e
Reines 2004 (3) 484 B442 321 544 8442 37 166%  -060[1.90,0.70) —=
Subotal (95% C1) 443 438 300% .00 [-2.17, 0.18] -
Heterogeneity. Tau™= 008, Ch"=1.10,d=1 (P = 0.29), "= 9%
Test for overall effect =167 (P =010
2.2.6 Iindormethacin
De Jong 2008 T8 76 149 a3 10 19 58% -150[715415
Subdotal (85% C1) 19 10 58% 150715 4.15] e —
Hiterogeneity Mol applicable
Test for overall effect Z= 10052 (P = 0.60)
2.2.8 Tarenfharbil
Green 2009 424 THI TEE 173 S5T4 T4E 179% 281 [1.82,3.20) —-—
Wilcock 2008 267 EFI 48 402 B715 4B 123%  -1.35[4.07,1.37] e
Subtotal (95% CI) s 702 302% 081 [-2.94,4.57] ————
Heterogeneity Tau®= 643, Chi®= 7.28, df= 1 (P = 0.007), "= 86%
Tast for overall effect Z= 042 (P = 067
Tiotal (95% CI) 1743 1541 1000% 025 [-1.89, 1.40) '*-
Hetlerogeneity: Tau®= 3.80; Chi®= 37,01, di= 7 (P < 0.00001); F= B1% i—m t 3 é 1n=

Test for overall effect Z=10.29(F = 0.77)

Tist for subgroup diferences: Chit= 139, df= 5P = 093, F= 0%
Eoobnoles

(1) S0 estimated using dvailable data frorm the Sudy manuscript
{2y 5D estimated using available data fram the study manuscript
(3) 5D estimated using available data from the study manuscript

© NICE 2018. All rights reserved. See Notice of rights
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ADAS-cog (12 months) — sensitivity analysis excluding rofecoxib

NSAIDS Placebo Mean Difference KMean Dilference
Study or Subgroup Mean S0 Total Mean SO Tolal Weight N, Random, 85% €l I, Random, #5% CI
331 Ibuprolen
Pasqualet 2009 (1) =3 10561 51 =31 10581 46 11.5% 00 F411,4.3) _r
Subfotal {35% CI) 51 46 11.5%  0.40[4.11,4.31] ———
Hateroganeity: Mol applicabli
Testfor overall effeck 2= 0.05 (P = 0.896)
333 Haprosen
Aizen 2003 5.8 8 118 -&7 8 111 208%  -000F2.20, 2.00) —_—
Subtotal (95% Cl 118 111 208%  .0.90 [-2.20, 2.00] .
Hatarogeneity: Mol applicable
Testfor overall effect 2= 0,09 (P=093)
334 Celacoxib
Soininen 2007 (2) 430 16033 2718 5 16033 135 149%  -061 F391, 2.69) —_—
Subtotal (#5% Cly 218 135 14.9% 0061 399, 2.69) e —
Haterogeneity: Mol applicable
Tiest for overall effect 2= 036 (P=0.72)
3.3.6 Indomethacin
De Jong 2008 Te TE 19 43 1M 189 Fa%  -150F715 415
Subtotal (95% Cly 19 19 78% 150715 4.15] e —
Heterogeneity. Not applicable
Test for overall effect Z= 0.52 (P = 0.60)
3308 Tarenfurbdl
Green 2009 434 799 TEE 173 5T4 T4E IT4% 2.51[1.82,3.20 -
Wilcack 2008 2687 BT 48 402 BMS 46 1TE%  -1.35F407,1.37) —
Subfiatal (#5% Cly 834 THZ  A50% 081 [-2.84,4.57] —lii—
Hetarogeneity: Tau®= 6.43; Chi" = 7.28, df= 1 (F = 0.007); = 86%
Teest for overall effect 2= 0.42 (P =067)
Total (95% CI) 1300 1103 100.0% 023 [-1.61, 2.08] *
Heterogeneity: Tau®= 313 Chif = 18,27, df = 5 (P = 0.00B); = 69% T ‘h ) ; 1l]=

Teest for overall effect 2= 0.25 (P =0.81)
Test for subgroup differences: Chi*= 0.56, df= 4 (P = 0.97), F= 0%

Fopinates
(1) 50 estimaled using available data from the study manuscript
(23 50 estmated using avallable data from the study manuscrpl

© NICE 2018. All rights reserved. See Notice of rights

Fawours MBAID Favours placebo


https://www.nice.org.uk/terms-and-conditions

MMSE (6 months)

NSAIDS Placebo Mean Difference Mean Dilference
Stuchy or Subgroup Mean S0 Total Mean S0 Total Weight I, Random, #5% CI I, Random, 85% CI
331 Ibuprolen
Pasqualet 2009 (1) =3 10561 51 =31 10581 46 11.5% 00 F411,4.3) _r
Subfotal {35% CI) 51 46 11.5%  0.40[4.11,4.31] ———
Hateroganeity: Mol applicabli
Testfor overall effeck 2= 0.05 (P = 0.896)
333 Haprosen
Aizen 2003 5.8 8 118 -&7 8 111 208% -000F2.20,2.00 —_—
Subtotal (95% Cl 118 111 208%  .0.90 [-2.20, 2.00] .
Hatarogeneity: Mol applicable
Testfor overall effect 2= 0,09 (P=093)
334 Celacoxib
Soininen 2007 (2) 430 16033 2718 5 16033 135 149%  -061 F391, 2.69) —_—
Subtotal (#5% Cly 218 135 14.9% 0061 399, 2.69) e —
Haterogeneity: Mol applicable
Tiest for overall effect 2= 036 (P=0.72)
3.3.6 Indomethacin
De Jong 2008 Te TE 19 43 1M 189 Fa%  -150F715 415
Subtotal (95% Cly 19 19 78% 150715 4.15] e —
Heterogeneity. Not applicable
Test for overall effect Z= 0.52 (P = 0.60)
3308 Tarenfurbdl
Green 2009 434 799 TEE 173 5T4 T4E IT4% 2.51[1.82,3.20 -
Wilcack 2008 2687 BT 48 402 BMS 46 1TE%  -1.35F407,1.37) —
Subfiatal (#5% Cly 834 THZ  450% 081 284, 4.57) —lii—
Hetarogeneity: Tau®= 6.43; Chi" = 7.28, df= 1 (F = 0.007); = 86%
Tiest for ovarall @ffect 2= 042 (P = D.67)
Total (95% CI) 1300 1103 100.0% 023 [-1.69, 2.08) *
Heterogeneity: Tau®= 313 Chif = 18,27, df = 5 (P = 0.00B); = 69% T ‘h ) ; 1l]=

Teest for overall efMect Z= 0.25 (P = 0.81)

Test for subgroup differences: Chi*= 0.56, df =

Fopinates

4P =087, P=0%

(1) 50 estimaled using available data from the study manuscript
(2) S0 estmaled using avaitable data from the study manuscp
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MMSE (12 months)

NSAIDS Placetn Kian Difference Edian Diference

o Saily Mean  SD Tolal Mean  SD Total Weight IV, Fiked, 95% CI IV, Fisiedd, 95% CI
2.5.1 lbuprofen
Pasqualetti 2008 (1) 27 3ST 51 21 33M 46 33%  OB0[L079,1.99) -t
Subtotal (25% CI) 51 46 33% 060 [-0.79, 1.00] L
Heterageneity Mol applicable
Tastfor overall effect = 0.85 (F = 0.40)
2.5.4 Celecixib
Snininen 2007 () -23 2373 255 -2 2373 128 25.0% -0.30[-0.80,0.20) ]
Sulstotal (95% CI) 255 128 25.0% -0.30 [-0.80, 0.20]
Hetaragenaity: Mol applicable
Testfor overall efect Z=1.17 (P= 0.24)
2.5.5 Rolecosxib
Relnes 2004 (3 -2E7 4784 332 O-RA3 4T84 328 118% -044[1.18,0.30] =T
Subitotal (95% CI) 32z 320 11.8% -0.44 [-1.18,0.30] -+
Hetaragensity Mot applicable
Tastfor everall effact 2= 117 (P= 0.24)
256 Indomethacin
D Jong 2008 <34 43 19 54 A5 19 06% 200[114,514) I
Sulbitotal (05% CT) 10 19 06% 2,00 [-1.14, 5.14] i
Heterogeneity. Mot applicable
Tastfor overall effact Z=1.25 (P =01)
2.5.7 Aspirin
Bantharn 2008 (4) 07 1661 98 -06 1661 04 28T7T% -040[057, 037 -
Sulstotal (95% CI) ag 04 28.7% 0.0 [-0.57, 0.37) *
Heterageneity Mol applicable
Testfor overall effect Z= 0,42 (P = 0.68)
2.5.8 Tarenihurbil
Green 3009 -236 0 41 B30 2204 411 815 305% -03TFOTR 0.14) :
Sulitotal (95% CI) 630 615 30.5% -0.32 [-0.78,0.14]
Hetaragenaity: Mol applicable
Tastfor overall efect Z=1.38 (P=017)
Total (95% CI) 1375 1231 100.0% .0.22 [-0.47, 0.03]
Heterageneity Chi*=4.14, df= 5 (P = 0.53); F= 0% im ‘3 ) ,!'.' 1I:|1

Testfor overall effect Z=1.71 (P = 0.05)

Tastfar subgroup differences: Chi'= 414, df= 5 (P = 0.53), P= 0%
Eaginotes

(13 50 estimated using available dala from the study manuscript
(2) S0 estimated using available dala from the study manuscript
(%) S0 estimated using available dala from the study manuscript
(4) Mean changes obtained frorm graphs, 5D estimated using available data from the study manuscrip

Fawours placebo  Fawours NSAID
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MMSE (12 months) — sensitivity analysis excluding rofecoxib

NSAIDS Placeho Kean Difference Kiean Difference
Stuidy or Subgroup  Mean  SD Tolal Mean  SD Total Weight IV, Fixed, 95% C| IV, Fizeedd, 95% CI
3.8.1 lbuprofen
Pasqualetti 2000 (1) 27 2ET 81 21 23 46 37%  0B0[0.79,1.89) -
Subtotal (25% CI) a1 46 LT 060 [-0.79, 1.00] .

Heterogeneity: Mot applicable
Testfor overall effect Z= 0.85 (P = 0.40)

354 Celecoib
Soininen 2007 (2) -23 2373 255 -2 2373 126 284% -0.30[0.80,0.20) z
Subtotal (85% C1) 245 128 28.4% -0.30 [-0.80, 0.20]

Helerogenaity: Mol applicabile
Tast for overall efect Z=1.17 (P =0.24)

.56 Indomethacin

De Jong 2008 -34 43 19 54 55 19 07% 200[1.14,514) T
Subitotal (25% CI) 19 1 0.7 2.00[-1.14, 5.14] —sii——
Heterageneity: Mot applicable
Tast for overall effect Z=1.25 (P =0.21)
357 Aspirin
Bentharn 2008 (3) 0.7 1.661 98 DB 1661 24 326% -0ADEDST, 0.37) -
Subtotal (95% CI) a8 94 326% -0.10 [-0.57, 0L37) +*
Heterogeneity: Mot applicable
Testfor overall effect Z= 0,42 (P = 0.68)
3.5.8 Tarenihurbdl
Grean 20049 <236 41 B30 -204 411 B15 346% -03Z[078 0014) a
Subtotal {95% CI) 630 G615 3406% 032 [-0.78, 0114)
Hetarogeneity: Mol applicable
Testfor overall effect Z=1.38 (P =017)
Total (95% CI) 1053 a0 1000 0,19 [-0.46, DU0E8]
Heterageneity: Chi*= 375, df = 4 (P = 0.44), P= 0% iiﬂ lﬁ b é m‘-
Tast for overall effect Z=1.40 (P = 0.16) Eavours placebo Eavours NEAID
Tasi for subgroup differences: Chi*= 3.75, df= 4 (P = 0.44), F= 0% .
Fooingtes
(1) S0 estimated using avallable datas from the study manuscript
(2) 8D estimated using available dala from the study manuscript
({3) Mean changes obtained from graphs, 50 estimated using available data from the study manwscripl
ADCS-ADL (12 months)
HSAIDs Placebo Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight I, Random, 95% C1 I, Random, 95% CI
26,3 Naproxen
Ajgan J003 8.7 10,5 118 <115 112 111 145% 2.80 |0.02, 5.62]
Subtotal (#5% C) 118 111 14.5% 280002, 5.62] i —
Heateragenaity, Mot applicable
Tiest for ograll @fect Z=1.95 (P = 0.05)
26.5 Rofecoxib
Alsen 2003 B3 ar ME -5 1.2 111 153% 320(0.48,5.92) -
Reines 2004 (1) STBS 11253 M5 -B13 11.253 328 150% 0.28 |1 .46, 2.03) e
Subtotal (25% CI) 433 439 a0a% 154 -1.29, 4.38] —ii—
Heterogeneity, Tau®= 291, Chi" = 314, df=1 (P = 0.08); P= 68%
Test for overall affect Z=1.07 (P =0.249)
26,8 Tarenfurbil
Green 2009 =536 1008 TS -605 I0F2? 715 350% 0.69 0,38, 1.7E] =
‘Wilcock 2008 (2) -46 G0M 48 -BST BA52 46 100% 3497 |0.34, 760) —
Subtotal (95% CI) 7ag FOA54% 185122, 4.93) i
Heterogeneity, Tau®= 352, Chi®= 2,89, df=1 (P =009); F= 65%
Test for overall effect Z= 118 (P = 0.24)
Todal (95% C1) 1350 1321 100.0%  1.60([0.31, 2.90] -
Heterogeneity, Tau®= 0.96; Chf= 748, di= 4 (P= 0113, P= 47T% :-‘IIJ 5 13 5 10:

Test for overall effect Z= 2,42 (P =0.02)

Tast for subgroup differances: Chi'= 041, df= 2 (P= 0.82), P= 0%
Eootnotes

(13 5D estimated using available data from the study manuscripl
(20 B0 estimated using available data from the sludy manuscrip!

Fawaurs placebo  Favours NSAID
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ADCS-ADL (12 months) — sensitivity analysis excluding rofecoxib

HSAIDS Placebn Miean Difference Mean Difference
Shuidy of Subgroup  Mean S0 Total Mean 5D Total Weight IV, Random, 95% CI IV, Rambiorn, 95% C1
3.6.3 Naproxen
Algen 20032 7 105 18 -5 M2 111 TE% 2B0RFDDZ, 5.62) =
Subtotal (25% Cl) 118 111 27.8% B0 [.0.02, 5.62] i

Heterageneity, Mot applicable
Tastfor ovarall effect Z=1.95 (P = 0.05)

.68 Tarenflurbil

Green 2009 536 10108 T -605 1072 TS 91.0% 069 038, 1.76] L
Wilcock 2008 (1) -6 9001 43 857 8952 46 205% 347 [0.34, 7 B0}

Subtotal (95% C1) 799 T T22% 1.85[-1.22,4.93] —eii——

Hetarogeneity. Tau®= 3.52, Chi"= 2 89, df= 1 (P'= 0.08), F= 65%
Taost for owerall effect Z=1.18 (P=0.24)

Total (95% C1) 217 882 100.0% 1.5 [.0.07, 3.97] -

Heterogeneity, Tau*=1.77; Chi*= 4 35 df= 2 (P= 011 P= 54% ii 0 -Iﬁ b g
Tastfor overall effect Z=1.89 (P = 0L08) Favours placebo  Favours NSAID
Tastfor subgroup diferences: Chi®= 0.20, df= 1 (P = 0.66), F= 0% it

Fogtnotes

(1) SD estimated using available data from the study manuscript

ADCS-ADL, IDDD & BADLS (12 months: SMD)

HNSAID= Placebo Std. Mean Difference Siel. Mean Daleremnce

ar Mean S0 Total Mean SO0 Total Weight I, Fizteel, 5% CI I, Fistrel, 5% C1
2.7.1 Ihuprofen
Pasqualalti 2008 (1) 05 1358 51 04 1428 46 32% 0007 033, 0.47]
Subtotal (5% CI) 51 L L] 32% WOF [-0.53, 0.47]
Hateroganity, Mot applicable
Test for overall effect Z= 0.35 (P=0.73)
2.7.3 Naproxen
Alsen 2003 -8 105 118 -115 1.2 111 7 6% 0.2 [-0.00, 0.52) —
Subtotal (#5% Ci) 118 111 7% 026 [-0.00, 0.52] e
Hetarageneity. Mot applicabla
Test for overall effect =194 (P = 0.05)
2.7.5 Rolecoxib
Algen 2002 -B.3 aF 18 15 112 1M 7% 0.310.04, 0.57] —
Reings 2004 (1) 85 11,253 15 <813 11253 318 6% 0002 03, 098] T
Subtotal (5% CN 433 439 29.2% 0004, 0.23] »
Heterogeneitys Chit= 328, dr=1 (F=007),F=T0%
Teest for overall effect Z= 1.44 (P= 015
2.7.6 Indomethacin
De Jong 2008 (3) 194 138 19 182 148 19 13% 0008 0.7 2, 0.55)] —_—
Subtotal (#5% Cl) 10 19 43% 008 [0.72 0.55] ———
Heteraganeity: Mot applicabla
Test for overall effect 2= 0.25 (P = 0.80)
2.7.7 Aspirin
Bentham 2008 (4) 5 10353 492 5 10353 W 61% 000 |-0.29, 0.29] 4
Subtotal (95% CI) oz 91 6% 000 [-0.29, 0.29] -
Hetarageneity: Mot applicable
Test for overall effect 2= 0,00 (F=1.00)
2.7.8 Tarenfurbd
Green 2009 -536 1018 TS B0 1072 715 495% 007 0,04, 0.17]
Wilcock 2008 (5) =46 8.001 48 857 8852 46 3% 044|003, 0.85] %
Subtotal (B5% Ch Tan 7 526% 00 [0, 0.98]
Heterogeniity Chi®= 300, di=1 (F=0.08), F= 7%
Test for overall effect 2= 1.74 (P = 0.08)
Total (95% CI} 1512 1477 100.0% 010 (002, 0.47] +*
Hetarogeneity Chif = 852 df=7 (F=029),FP= 18% ‘I.j ‘1 ;)

Test for overall effect 2= 2 61 (P = 0,009) Favaurs placebo  Favours N‘;MD

Test for subgroup diferences. Chi"= 2,24, df= 5 (P = 081}, F= 0%

Eooinofes

(1) Changes in BADLS scores were inverted (o mabch the direction of scale of ADCS-ADL scores); SD estirated using avallable data from the stady,
() SD estimated using sailable data from e sludy manuscript

(3) Changes in IDDD scores wara imverled (o match the direction of scale of ADCS-ADL scares)

(4) Chanpes in BADLS scores wene inverted (to mabch the directon of gcale of ADCS-ADL soones); Mean changes obtained from graphs; S0 estimated
(5) SD estimated using available data from the study manuscripl
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ADCS-ADL, IDDD & BADLS (12 months: SMD) — sensitivity analysis excluding
rofecoxib

HSAD=S Placebo Std. Mean Difference Siel. Mean DETerence
Studyor Subgroup  Mean  SD Total Mean  SD_Tolal Weight IV, Fined, 5% C1 IV, Fisirdl, 5% C1
3.7.1 Ihuprafen
PasqualeliZODA (1) 05 1356 51 04 1438 46 46% 0.07 }0.33, 0,47
Subtotal (5% CIj 51 46 46% 007 [0.33,047]

Hterageneity. Not applicable
Test for overall effect Z= 0.35 (P=0.73)

3.7.3 Naproceen
Aisen 2003 57 105 118 115 113 111 107% 026 0,00, 0.52]
Subitotal (@5% CI) 118 111 07% 0260000, 0.52)

Hetarageneity. Mot applicabla
Test for overall effect =194 (P = 0.05)

7.6 Indormethacin
De Jong 2008 (2) -18.4 138 13 1832 148 19 18% -0.08 [-0.72, 0.55]
Subitotal (95% CIy 19 19 18% 008072 055]

Heterogeneity. Mot applicable
Teest for cvgrall efMect 2= 0,25 (F= 0800

3.7.7 Aspirin
Bentham 2003 (1) § 10353 @2 5 10353 W a7k 0,00 -0.29, 0.29]
Stilitiotal (#5% CI) 92 L2 L 0,00 [-0.29, 0.29]

Hetarogeneity; Not applicable
Tiesd for evarall effectk Z= 0.00 (P = 1.00)

378 Tarenfurbil

Green 2009 -536 1048 751 605 1072 TS E99% 0007 |0u04, 0.47)
Willcock 2008 (4) -46 9001 48 -857 8952 46 43% 0.44 [0.03, 0.85)
Subtotal (5% Ch o0 ™ 2% 0,08 [-0u01, 0.19]

Hetaragensity Chif = 3.00, df=1 (P = 0.08); P= 7%
Teest for overall effect £=1.74 (P = 0,08

Total {95% CI} 1074 1038 100.0% Ul (0.0, 0.98]

e S ;

e Tar overa etk L= 1. =0

Test for subgroup differences: Chi®= 2,24, df= 4 (P = 0.69), "= 0% Favours placabo Fawours NSAID
Fooinples

(1) Changes in BADLE scones wand inverted (o mabch the direction of $cale of ADCS-ADL scongs), SD estirmated using available data from thi $tudy,
(1) Changes in IDDD scores ware imverted (o malch the direction of scale of ADGCS-ADL scares)

(3 Changes in BADLS scores wene inverted (o match the direction of scale of ADCS-ADL soones); Mean changes obtained from graphs; SD estimated
(4) SD estimated using sailable data from the study manuscripl

T ” V

CIBIC+ (6 months)
HSAIDS Plateho Mian Dilference Mean Differsnce

Stuchyor Subgroup  Mean  SD Total Mean  SD Total Weight I, Fised, 95% CI Y, Fisped, 95% C)
3.8.4 Celecoxib
Soininen 2007 (1) 451 0057 276 4.4 D957 135 B41% 011 [0.09,031)
Subtotal (95% C) 276 135 B4.1% 0.1 [-0.09,0,31)
Heterogensity. Mot applicable
Test for overall effect Z= 1.08 (F = 0.27)
386 Indomethacin
D Jong 2008 51 08 20 53 0OF 23 159% -0.20[065, 025 —_—
Subtotal (95% CI) 20 23 159% 0.20[-0.65,0.25) -
Hetarageneity Mol applicable
Tastfor overall effact Z= 0.87 (P = 0.39)
Tatal (95% CIj 206 158 100.0%  0.06 [-0.12, 0.24) ?
Heterogeneity, Chi*=1.52, df=1 (P =021, P= 34% ) * S H i

Test for overall efect Z= 066 (F = 0.51)
Testfor subgroup differences: Chi*= 1,52, di=1 (P= 023, "= 340%
Footnales

(1) 5D estimated using available dala from the study manuscript

Favours NSAID Fawvours placabo
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CIBIC+ & CGIC (6 months: SMD)

NSAIDS Placebo Stol. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight I, Fisoeal, 95% CI I, Fiooedll, 95% C1
3.9.1 Diclofenac
Schar 1989 429 0869 17 45T 051 14 B9% -0.44 F1.16, 0.27] —
Subtotal (95% CI) 17 1 6S% 044146, 0.27] e
Helerogeneify, Mot applicable
Tastfor overall effect Z=1.21 (P=0.23)
3.0.4 Cabecoxib
Soininan 2007 (1) 451 0957 276 4.4 08957 135 834% 0.11 0,09, 0.32) I
Subdotal (95% CI) 276 135 B3.4% .14 [.0.09, 0.32]
Helerogeneify, Mot applicable
Tast for overall effect 2= 1.0 (P = 0.28)
3006 ndomethacin
De Jong 2008 51 08 20 5.3 o7 23 68% -0.26 [F0.86, 0.34] —_—
Subdotal (95% CI) 20 23 oE% 026086, 0L34] e
Helerogeneify, Mot applicable
Tast for overall effect Z = 085 (P = 0.35)
Total (95% CI) 33 172 100.0% 0,04 [0,15, 0.23] ?
Helerogenaity Chi®= 3.22, éf= 2 (P = 0.20); P= 38% I_? ; o ; ?‘.
Test for cverall effect 2= 0.41 (P = 068) Favours NEAID Favours placebo
Test for subgraup diferences: Chi®= 3,22, df= 2 (P = 0,20), F= 37 8%
Eoatnofes
(1) CGIC soores uged, S0 estimated using avallable data from the study manuscript
CIBIC+ (12 months)

NSAIDS Placeho Mizan Dillerence Kean Dilference
Stasihy o Subigioiigh lean S0 Total Meah SO Total Wieight IV, Fiked, 95% CI IV, Fisel, 95% CI
21001 Ibuprofen
Pasqualali 2008 (1) 4 1428 51 39 1.356 46 46% 090045 065 —
Subrtotal ({85% Ci) a1 46 46% 040 [-0.45, 0.65] i
Heterageneity Not applicable
Tesifor overall effect 2= 035 P =075
2004 Cebecoxily
Saininen 2007 (2 492 1125 79 483 1125 135 264% 009[0.14,033) ——
Sulrtotal (85% Ci) 279 135 26.4% 0009 [-0.14, 0.32] -
Heterogeneity Mot applicable
Testfor overall effect Z= 0.76 (F = 0.45)
2.10.5 Rofecoxib
Reinas 2004 (3) 08 0873 39 087 0973 328 628% O003[F012018) :
Subtotal (95% C1) 39 328 628% 0.03[-0.12 098]
Heterageneity. Mol applicable
Teest for overall @ect Z=0.39 (P = 0.69)
204G Inddormethadin
De Jong 2008 BE 08 19 57 0zr 19 6.2% -010[F058 0.38) e
Subitotal (95% C1) 19 19 6.2% 0.0 [-0.58,0.38] i
Heterageneity. Mol applicable
Tast for overall efiect 2= 0.41 (P = 0.68)
Total (95% C1) G 528 100.0%  0.04 [-0.08, 0.16] ?
Heterogeneity: Chi*= 0,57, df = 3 (P = 0,90}, P = 0% I_z [ ‘i 11

1
Test for overall effect Z= 068 (P = 0.50) Favours NSAID  Favours placebo

Tasifor subgroup differences: Chi*= 057, df= 3 (P = 0.90), P= 0%
Foolnotes

(1) SD estimated using available dala from the study manuscript
(2) S0 estimated using available dala from the study manuscript
() S0 estimated using available dala from the study manuscript

© NICE 2018. All rights reserved. See Notice of rights


https://www.nice.org.uk/terms-and-conditions

CIBIC+ (12 months) - sensitivity analysis excluding rofecoxib

NSAIDS Placebn Mean Dilference Mean Dilference
Stuidy o1 Subgrougp Mean 5D Total Mean  SD Total Welght IV, Ficed, 95% C) I, Fisted, 5% C1
31001 Ibuprofen
Pagqualatti 2008 (1) 4 1428 = 29 1356 46 124% 010[0.45 D65 S
Subtotal {95% CI) 51 46 124% 0,10 [-0.45, DLG5) i
Heterageneity: Mot applicable
Testfor overall effect Z= 035 (P =0.72)
3104 Celecoxi
Soininen 2007 (2) 482 1125 278 483 1125 135 710% 009014, 032 t
Subtotal (95% CI) 279 135  7A0% 0,00 [-0.14, 0,32
Heterogeneity: Mol applicabla
Testfor overall effect Z= 0.76 (P = 0.45)
31006 Indorrethacin
Die Jong 2008 56 08 19 &7 07 19 166% -010[058 038 —_—
Subtotal (95% CI) 19 19 16.6% -0.10 [-0.58, 0.36] i
Hetarogenaity: Mol applicable
Test for overall efMect Z= 0041 (P = 0.68)
Tatal (95% CI) 340 200 100.0% 0.6 [-0.14, 0.25] ?-
_:_'IE:‘EI’:UEHE'IIT" E:;: gﬁﬂn ET;{: .[FU=5|:_|.}J' T P=0% iz {1 B {' 11
as] far overal 2= 0. =0
Tastfor subgroup differences: Chi*= 052, dfi= 2 (P=077),F=0% Favours NSAID - Favours placebo
Eooingtes
(1) 8D estimated using available dala from the study manuscript
{2) 8D estimated using available dala from the study manuscript
NPI (6 months)
NSAIDs Placeho Mean Difference Mean Difference
Study or Subgroug Mean  SD Total Mean  SD Total Weight I, Fixed, 95% CI I, Fisoed, 5% C1
3.11.6 Indomethacin
Da Jang 2008 17 14 0 -03 49 23 20% 200445 845
Subtotal (95% CI) 20 23 20%  200[-4.45 8.45] e —
Heterageneity, Mot applicable
Testior overall effect Z= 061 (F = 0.54)
3.11.8 Tarenihurbil
Graen 2003 039 835 TAT 044 955 TI7 980% -0.050.96, 086 !
Subtotal {95% CI) T6G7¥ 727 9B.0% -0.05[-0.96, 0.86]
Heterogeneity. Mot applicable
Testfor overall effect Z=0.11 (F = 0.91)
Total (95% CI 787 750 100.0% -0.01 [-0.91, 0La9] *‘
Heterageneity Chi"= 038, df=1 (P= 054}, F= 0% :-IEI 5 b 5 1IZI:

Test for overall effect £= 002 (F = 0.98)
Test for subgrowp differances: Chif= 038 df=1 (P =054} F=0%

© NICE 2018. All rights reserved. See Notice of rights
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NPI & BEHAVE-AD (6 months: SMD)

NSAIDS Placebo Std. Mean Difference: Std, Mean Difference
Studhy or Subgroup  Mean S0 Total Mean  SD Total Weiglt I, Fiseed, 95% CI M, Fisoel, 95% C1
3124 Celecoxib
Saininen 2007 (1) 101 4483 275 028 4483 135 190% 016 |-0.04, 0.37] T—
Sultotal (95% CI) Frk 135 10.0% 016 [-0.04, 0.37] e
Helerogeneify, Mot applicable
Tastfor overall effect =154 (P=013)
312,86 indomethacin
Da Jang 2008 1.7 14 0 03 49 13 13% 019041, 0.75]
Subtotal (95% C1) 0 2 2% 0.1 [0.44, 0.79] —eee—
Helerogeneify, Mot applicable
Tast for overall effect 2= 0063 (P=053)
3.12.8 Tarendherbil
Grasn 2009 039 835 76T 044 955 737 TETS ~0007 0T, 0] t
Subdotal (95% CI) T67r 727 TRTR 000 [0, DA0]
Helerogeneify, Mot applicable
Tast for overall effect 2= 011 (P = 0.91)
Todal (95% C1) 1052 BES 100.0% 0J0cH [0.06, 0.12]

Helerogenaity Chi"= 2 34, @iz 2(P= 0.3, P= 15%

Testfor overall efect Z= 06T (F= 0.50)

Testfor subgroup diferences: Chi*= 2,34, df= 2 (P =0.31), F=14.5%

Eootnofes

(1) Behave-AD stores used, S0 estimaled using avallable data frpm the study manuscript

NPI (12 months)

b

05 (1] o5

Favours MSAID Favours placabo

HSAIDS Placeho Mean Difference Mean Difference
Study of Subbgroay  Mean  SD Total Mean  SD Total Wedght 1V, Fised, 95% CI IV, Fiseal, 95% CI
2131 lbuprofen .|
FPasqualett 2009 (1) -22 08 13 21 46 S62%  -080[F1.74,-0.08]
Subtotal (95% CI) 51 46 56.2% -0.90[-1.74, -0U06] *
Heterageneity. Mot applicable
Tastfor overall effect Z=2.10(F = 0.04)
2.13.3 Naproxen
Aisen 2003 <27 125 118 <34 118 111 40%  -D.30[3.46, 2.86] —_—
Sulstotal (955 CI} 118 111 40% 030 [-3.46, 2.86] -
Heterogeneity, Mot applicable
Test for overall effect 2= 019 (F = 0,85)
2.13.5 Rofecoxily
Algen 2003 =38 108 122 -34 1183 M 4.6% D40 [3.34, 2.54] -1
Subtotal (95% CI) 122 111 4.6% -0.40[-3.34, 2.54]
Heterogeneity, Mot applicable
Tastfor ovarall effect 2= 0.27 (P = 0.79)
2.13.6 Indomethacin
Die Jong 2008 22 181 189 84 14 19 04% -B20[16.49 4.08)
Sulbstotal (95% CI) 1 19 04% 620 [-16.49, 4.09] e ——
Heterogeneity. Mot applicable
Test for overall effect 2= 1.18 (F = 0.24)
2.13.8 Tarenfurbil
Green 2000 <536 1048 751 -B05 1072 725 248% 0060038, 1.7E :—
Subtotal {95% CIy 751 725 34.8% 069 [-0.38, 1.76]
Heterogeneity, Mot applicable
Testfor overall effect =127 (P =021}
Total (95% CIy 1061 1042 100.0% 0032 [-0.95, 0.31]

Heterageneity Chi*= 653, df= 4 (F = 0.16); F= 39%

Test for overall effect 2= 099 (P =032)

Tastfor subgroup differences: Chi'= 653, di= 4 (P=016), F= 38.7%

Foptnotes

(1) SD estimated using available data from the shedy manuscript

© NICE 2018. All rights reserved. See Notice of rights
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NPI & BEHAVE-AD (12 months: SMD)

HSADS Placebn St Mean Difference Stol. Mean Difference
Studyor Subsgroup  Mean S0 Total Mean SO Total Weight I, Fiseenl, 05% €1 IV, Fized, 95% €I
2.14,1 b ofen

Pasqualeti 2009 (1) -22 T8 3 22 46 39% 0431083007

Sublotal (95% CI) 51 46 30%  .0.43[0.83,.0.02] —a——
Haterogeneity, Mol applicable

Test for overall effect Z = 2.07 (P= 0.04)

2.14.3 Naproxen

Alsen 2003 37 135 18 -34 118 111 84% -0.02 0,28, 0.23) —
Subtotal (#5% CI) 118 111 04% 0,02 [-0.28, 0.23] .
Heterogeneity. Mot applicable

Test for owerall effect Z= 019 (P = 0.85)

2144 Celecosil

Seininen 2007 (2) 146 5928 276 108 5929 135 149% 0.05 0.16, 0.25] .
Subfotal (95% CI) 276 135 14.9% 0.05 [-0.16, 0.25] -
Heterogeneity Mol applicable

Test for overall effect Z = 0.45 (P = 0.U65)

2.14.5 Rofecoxib

Aisen 2003 <38 108 122 <34 18 111 9E% -0.04 0,29, 0.2 —_—
Sublotal (95% CIj 122 111 6% DM L0229, 0.22] -
Heterogeneity: Mol applicable

Test for overall effect Z=0.27 (F=0.79)

214,65 Inadoneetiacin

b Jong 2008 32 0181 19 44 14 18 15% -0.38 1,02, 0.27] —_—
Subtotal (#5% CI) 18 19 15% 034 [-1.02, 0.27] e ———
Heterogeneity, Mol applicable

Test for owerall effect Z=1.15 (P = 0.25)

2.14.8 Tarenfurbil

Grean 2008 2536 1018 751 605 1072 735 GO.T% 0.07 |0.04, 0.17] :
Sublotal (95% CI) 751 725 G0.7% 0.07 [-0.04, 0.17]

Haterogeneity, Mol applicable

Test for overall effect Z=1.27 (P=0.11)

Todal (95% CI) 1337 1147 100.0% 0,02 0.0, 0.10)

Heterogeneity Chi'=7.29, df= S (P= 020}, P= 31%

Teest for ovgrall gfMect Z=0.47 (P=0064)

Testfor subgroup diferences: Chi*= T.28, df= 5 (P = 0.30), =31 4%

F

{13 50 estimated using available data from the study manuscripd
(2 Behave-AD soores wsed, S0 estimaled using available data from the stedy manuscript

© NICE 2018. All rights reserved. See Notice of rights
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CDR-SB (12 months)

NSAIDS Placebo Mean Difference Mean Difference
Stusidhy 00 ol Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% CI I, Fioted, B5% C)
2151 Ibuprofen
Pagqualetti 2008 (1) AT 2142 51 1.3 2713 48 32%  -0.40(-1.38, 058
Subtotal {25% Cl) 51 A6 3.2% 040 ([-1.38, 0.58)] ——
Heterogeneity. Mol applicable
Testfor overall effect Z= 080 (F =0.432)
2.15.3 Naproxen
Algen 2003 23 13 ng 11 23 111 88% -DA0F0T0, 0.50] - 1T
Subtotal (25% CI) 118 111 B.8% 090 [20.70, 0.50)
Heterogeneity. Mol applicable
Testfor overall effect Z=0.33 (P=0.74)
2.15.5 Rofecoxib
Algen 2003 22 4 122 .21 23 111 BE% 000060, 0.60] S
Reines 2004 (3) 168 2449 3203 1.7 2449 33 0% -0.01 040,038 -1
Sulbitotal (95% CI) 425 430 F06% 0,01 [-0.33, 0.32) .
Heterageneity, Chi®= 0000, ¢f=1 (F= 0.98); F= 0%
Tastfor overall effect Z= 004 (P=047)
2.15.8 Tarenfhurbil
Grigen 2009 167 235 T8 149 47 746 532% 018006 047 i
‘Wilcock 2008 (3) 133 1.94 43 213 1899 46 52% -0.80F1.58,-003 —_—
Subiotal {35% CI) 830 702 SEA%  0.09 044,032 -
Heterageneity. Chi*= 558, df=1 (F=0.02);, F= 81%
Tast for overall effect Z=0.79 (P = 0.43)
Total (95% CI) 1424 1379 100.0% 0,03 [0.15, 0.21)

Heterageneity Chi*= 6.84, of= 5 (P = 0.23), = 2T%

Tast for owverall effect Z=0.34 (F=073)

Teastfor subgroup differances: Chif= 126, di= 3 (P=0.74), PF= 0%
Foginates

(1) SD estimated using avallable data from the shudy manuscipt
(2) S0 estimated using available data from the study manuscript
{3) SO estimated using available data from the shudy manuscript

1
-1
Favd

CDR-SB (12 months) — sensitivity analysis excluding rofecoxib

>
o

1

urg NSAID  Fawours placebo

NSAIDS Placebo Mean Dilference Mean Difference
Study or Subgrougk Mean  SD Total Mean  SD Total Welght I, Random, 95% C1 I, Randlom, 95% CI
3.15.1 lbuprofen
Pasqualefi 2008 (1) 1.7 2142 51 1.3 2713 46 14.2%  -0.40 [1.36, 0.58)
Suliotal (95% CI) 51 46 14.2%  -0.40[-1.38, 0.58] ————
Heteraganaity: Mot applicable
Testfor overall effect 2= 0.80 (P=043)
3.15.3 Najsroscen
Algen 2003 23 2% Mg -2 23 111 153% -DA0[F0T0, 050 -
Subtotal (95% CI) 118 111 253% 0010 [-0.70, 0.50) —ei——
Heteroganeity: Mot applicable
Tast for ovarall effect 2= 033 (P=074)
3.15.8 Tarenfurhil
Green 2009 167 235 T8 149 247 T46 41.3% 018 [-0.06, 0.47) T
Wiltock 2008 () 133 194 48 213 18999 46 192% -0B0[1.58-007 EEEE—
Subtotal (95% CI B30 792 605% 024 [-1.19,0.71] e —
Helerogeneity: Tau®= 0.39; Chi*= 5.5, df=1 (P = 0.02); = 82%
Test for cvarall effect Z= 049 (P = 062)
Total (95% CI 999 49 100.0% 016 [-0.60, 0.28)

Heleroganeity: Tau®= 0.11; Chi*= 6.77, df= 3 (P = 0.08); P = 56%
Tost for cerall efact Z= 072 (P=047)
Testfor subgroup differences: Chif= 0,27, df= 2 (P=0.87), F= 0%

(13 SD estimated using available data from the study manuscript
{2y SD estimated using avallable data from the study manuscript

© NICE 2018. All rights reserved. See Notice of rights
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QoL-AD (12 months)

HSAIDs Placebo Mean Differ ence Mean Difference
Study or Subgroug  Mean SO Total Mean SO Total Weight IV, Fised, 95% C1 I, Fisoeed, 05% C1
2.16.3 Naproxen
Aizan 2003 =37 125 118 -34 118 1N 32% -030F3.46, 286
Subtotal (95% CI) 118 111 3.2% -0.30(-3.46, 2.86] e —
Heterageneity, Mot applicable
Testfor overall effect Z= 019 (F = (.85
2.16.5 Rofecoxib
Aigan 2003 -38 109 122 -34 119 111 38% -040F3.34, 2.54)
Subtotal (95% C1) 122 1M1 38% -040([-3.34, 254]
Heterogeneity; Mot applicable
Test for overall effect £= 0.27 (P= 0.79)
2.16.8 Tarenflurbil
Graen 2009 018 505 570 -D54 505 553 930% 0.36F0.23, 095 t
Subtotal (95% C1) 570 553  93.0% 0,36 [-0.23,0.95]
Heterageneity, Mot applicable
Testfor overall effect =119 (P=0.23)
Total (95% CI} #10 TS 100.0%  0.31[-0.26, 0.88) ?-
Heterageneity Chi"= 039, df= 2 (P=082),F=0% ‘ _:2 b 2 "
Test for overall effect Z=1.07 (P = 0.29)
Test for subaroup differences: Chif= 039, di= 2 (P= 0483, P=0% FaNours phacebo Favours NSAL

Any adverse events (12 months)

NSAID Placebo Risk Ratio Rizk Ratio

Study or Subgroup  Events Total Events Total Weight PA-H, Fixed, 95% Cl M-H, Fixed, 95% Cl

2.17.4 Celecoxib

Soininen 2007 229 285 105 140
Subtotal (95% C1) 285 140
Tatal events 229 105
Heterogeneity: Mot applicabla

Test for overall effect Z=1.21 (P=0.23)

2.17.5 Rofecoxily

Reinas 2004 270 345 259 346
Subtotal (95% C1) 346 346
Total events 270 259
Heteragenaity: Mot applicabla

Test for overall effect: Z= 098 (P =0.32)

2.17.8 Tarenflurbil

Green 2009 750 860 698 821
Wilcock 2008 63 o 56 i3
Subtotal (95% C1) a30 887
Taotal events 813 754

Heterogeneity, Chi*= 0.24, df= 1 (P = 0.62); F= 0%
Testfor overall effect Z=1.49 (P=0.14)

Total {(95% CI) 1561 1373
Total evants 1312 1118
Heterogeneity, Chi*= 0.76, df= 3 (P = 0.86); F= 0%
Testfor overall effect 2= 2.12 (P = 0.03)

12.0%
12.0°%

21%
22.1%

B1.0%
4.9%
65.9%

100075

1.07 [0.96, 1.20]
1.07 [0.95, 1.20]

1.04 [0.96, 1.13]
1.04 [0.96, 1.13]

1.03 [0.99, 1.07]
1.06 [0.93,1.21]
1.03 [0.99, 1.07]

1.04 [1.00, 1.07]

-

->

_%

\d

0.5

Testfor subgroup diferences: ChiF= 051, df= 2(F=077), F=0%

© NICE 2018. All rights reserved. See Notice of rights
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Any adverse events (12 months) — sensitivity analysis excluding rofecoxib

NSAID Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Tolal Evenis Total Weight B-H, Fixed, 35% CI M-H, Fixed, 95% Cl
3.17.4 Celecoxib
Soininen 2007 229 285 105 140 154%  1.07 [0.96, 1.20] -
Subtotal (95% C1) 285 140 15.4%  1.07 [0.96, 1.20] -
Tatal events 229 105
Heterogeneity, Mot applicable
Testfor overall effect Z= 1.21 (P= 0.23)
3.17.8 Tarenflurbil
Green 2009 750 860 698 BF1  TEI%  1.03[0.99,1.07 E
Wiltock 2008 63 7O 56 66 6.3%  1.06[0.93,1.21]
Subtotal (95% C1) 930 887 B4.6% 1.003 [0.99, 1.07]
Tatal events 813 754
Heterogeneity: Chi*= 0.24, df= 1 (P = 0.62); F= 0%
Testfor overall effect 2= 1.49 (P= 0.14)
Total (95% CI) 1215 1027 100.0% 1.04 [1.00, 1.07] »
Tatal events 1042 859

Heterageneity Chi®= 0.72, df= 2 (P = 0.70); F= 0%

Testfor overall effect: £=1.89 (F = 0.06)

Testfor subgroup diferances: Chif= 047, df=1 (P = 049), F= 0%

© NICE 2018. All rights reserved. See Notice of rights
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Serious adverse events (12 months)

NSAID Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Tolal Bvents Total Weight M-H, Fixed, 95% Cl M-H, Fied, 95% CI
2.20.3 Haproxen
Alsen 2003 25 118 13 111 4 4% 1.57 [0.87, 2.82] —
Subtotal (95% CI) 118 111 44% 157[0.87, 282] i
Total evants 25 15
Heteragenaity Mot applicable
Testfor overall effect Z=1.51 (P=013)
2.20.4 Celecoxib
Solninen 2007 73 285 32 105 133% 084059119 —
Subtotal (95% CI) 285 05 13.3% 084050, 1.19] i
Total evants 73 32
Heterogeneity: Mot applicable
Test for overall effect: Z= 097 (P =033)
2.20.5 Rofecoxib
Alsen 2003 26 122 15 111 45% 158088, 282 I e —
Reines 2004 Bl 4B 54 M6 153%  1.13[081,1.58) B
Subitotal (95% CI) 468 457  19.8% 1.23[0.92, 1.64] *
Total events ar 1]
Heterogeneity: Chi*= 095, df=1 (P = 0.33); F= 0%
Testior overall effect Z=1.41 (P = 0.16)
2.2006 Indomethacin
De Jong 2008 5 6 1 25 0.3% 481060, 38.37
Sulstotal (95% C1) 26 25 0.3%  4.81[0.60, 38.32] ———
Total events 5 1
Heterogeneity: Not applicable
Testfor overall effect Z=1 48 (P =014}
22007 Asphrin
Bentham 2008 63 156 52 154 149%  1.20[0.89, 1.60] T
Subtotal (95% CIy 156 154 14.9%  1.20[0.89, 1.60] -
Total events 63 52
Heterogeneity. Mot applicable
Testfor overall effect: Z=1.20 (F = 0.23}
22008 Tarenflurkbil
Green 2009 195 360 163 821 47.4% 1.14 [0.95,1.37] -+l
Subtotal (95% €1y #60 821 47.4%  1.14[0.95, 1.37] e
Total events 195 163
Heterageneity: Mot applicable
Testfar overall effect Z=1.41 (P=016)
Total {95% CI) 1013 1673 10000% 1.6 [1.02, 1.31] .
Total events 448 332
Heterogeneity, Chi*=T7.22, df=6 (P = 0,30}, F=17% :n_z uiﬁ - i

Testfor overall effect £= 229 (P =0.02)

Testfor subgroup diferences: Chif= 6.26, df= 5 (P = 0.28), F= 20.2%

© NICE 2018. All rights reserved. See Notice of rights
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Serious adverse events (12 months) — sensitivity analysis excluding rofecoxib

Risk Ratio
M-H, Fixed, 95% Cl

Risk Ratio
K-H, Fied, 95% CI

5.5%
5.5%

NSAID Placebo
Study or Subgroup  Ewvents Total BEvents Total Weight
3.2003 Naproxen
Aisen 2003 25 118 15 111
Sultotal (95% Cl} 118 111
Total evants 25 15

Heteragenaity: Mot applicable
Testfor overall effact Z=1.51 (P=013)

3.20.4 Celecoxib

Solninen 2007 73 285 32 105
Subtatal (95% CI) 285 105
Total evants T3 3z

Heteragenaity: Mot applicable
Test for overall effect: Z= 097 (P = 0.33)

3.20.6 Indomethacin

De Jong 2008 L 26 1 25
Subtotal (95% CI) 26 25
Total events 5 1

Heterogeneity: Mot applicable
Testfor overall effect. Z= 148 (F =014}

3.20.7 Aspirin

Bentham 2008 62 156 £2 154
Subiotal (95% CI) 156 154
Total events 63 52

Heterogeneity. Mot applicable
Test for overall effect: Z=1.20 (P = 0.23)

3.20.8 Tarenflurhil

Green 20049 195 860 163 831
Subrtotal {(95% Ci) a60 #21
Total events 195 163

Heterageneity: Mot applicable
Testfor everall effect Z=1.41 (P=0.16)

Total (95% CI) 1445 1216
Taotal events 361 263
Heterogeneity Chif= 600, df= 4 (P = 0.20); F= 33%
Testfor overall effect Z=1.84 (F = 0.07)

16.6%
16.6%

0.4%
0.4%

18.5%
16.5%

59.1%
59.1%

100.05%

1.57 [0.87, 2.82)
1.57 [0.87, 2.82]

0.94 [0.58,1.19]
084 [0.59, 1.19]

4.81 [0.60, 38.32)
4.81 [0.60, 38.32]

1.20 [0.89, 1.60]
1,20 [0.89, 1.60]

1.14 (0,99, 1.31]

Testfor subgroup diferences: Chif= 597, di=4 (P = 0200, F= 33.0%

© NICE 2018. All rights reserved. See Notice of rights
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Adverse events leading to discontinuation

MNSAID Placebo Risk Ratio Rizk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fied, 95% CI
2.22.1 Ibuprofen
FPasqualetti 2009 T [i11] 10 [i17] 5.9% 0.70 [0.28,1.73] —
Subitotal (95% C1) 66 66 5.9% 0.70[0.28, 1.73] e
Total evants T 10
Heteragenaity: Mot applicable
Test for overall effact: Z= 077 (P = 0.44)
2.22.3 Naproxen
Asen 2003 11 118 g9 1M1 5.5% 1.15 [0.50, 2.67] N
Subtotal (95% CI) 118 111 55%  1.15[0.50, 2.67] ——
Total evants 11 g
Heterogeneity: Mot applicable
Test for overall effect: Z= 032 (P=0.75)
2.22.4 Celecoxib
Soininen 2007 34 285 15 140 11.9% 1.11 [0L63, 1.97) I
Subitotal (95% CI) 285 140 11.9% 1.11 [0L63, 1.97] -*-—
Total events 34 15
Heterogeneity: Mot applicable
Test for overall effect Z= 037 (F=0.71)
2.22.5 Rofecoxib
Aigen 2003 L 9 111 5 6% 1.42[0.64, 3.14] T
Reines 2004 28 346 17 346 1014% 1.65 [0.92, 2.95] g
Subtotal (95% C1) 468 457  15.6%  1.56[0.98, 2.51] i
Total events 42 26
Heterogeneity. Chi®=0.09, df=1 (P = 0.76), F= 0%
Testfor overall effect: Z=1.86 (P = 0.06}
2.22.8 Tarenfiurbil
Green 2009 158 Q60 a5 821 57.5% 1.59[1.25, 2.01] -
Wilcock 2008 8 70 B ™ 3.5% 1.35 [0.49, 3.70] - -
Subtotal {95% €Iy a3n 892 61.0% 157 [1.25, 1.98] -
Total events 166 i
Heterogeneity: Chi®= 0,09, df=1 (F = 0.76); F= 0%
Testfor overall effect Z= 3.87 (P = 0.0001)
Total (95% CI) 1867 1666 100.0%  1.44[1.20, 1.73] -
Tatal events 260 181
Heterageneity: Chi* = 4.38, df= 6 (P = 0.63), F= 0% I t 1 ; 3 |
Test for overall effect: 2= 3.90 (P < 0.0001) o1 n.iafnur‘gﬁaﬂm qufs F'Iacehi 10

Testfor subgroup diferences: Chif= 419, di= 4 (P=0.38), F= 4 6%

© NICE 2018. All rights reserved. See Notice of rights
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Adverse events leading to discontinuation — sensitivity analysis excluding rofecoxib

NSAID Placebo
Study or Subgroup  Ewvents Total BEvents Total

Risk Ratio

Weight M-H, Fixed, 95% Cl

Risk Ratio
K-H, Fied, 95% CI

3.22.1 Ibuprofen

FPasqualetti 2009 7 66 10 G6
Sulbtotal (95% C1) 66 i
Total events T 10

Heterageneity: Mot applicabla
Test for overall effect Z=0.77 (P = 0.44)

3.22.3 Naproxen

Alsen 2003 11 118 3 111
Subtotal (95% C1) 118 111
Total events 11 ]

Heterogenaity Mot applicable
Testfor overall effect Z=0.32 (P=0.75)

3224 Celecoxib

Soininen 2007 a4 285 15 140
Sulrtofal (95% CI) 289 140
Total events 4 15

Heterogeneity: Mot applicable
Testfor overall effect Z= 0.37 (P=0.71)

3.22.8 Tarenflurhil

Green 2009 158  BED 895 81
Wilcock 2008 ] ] 3] 71
Subtotal (95% CIy a30 92
Total events 166 1m

Heterageneity: Chi®= 0.09, df= 1 (P = 0.76); F= 0%
Testfor overall effect Z= 3.87 (P = 0.0001)

Total (95% CI) 1399 1209
Tatal events 28 135
Heterogeneity, Chi*= 4.16, df= 4 (P = 0.39); "= 4%
Testior overall effect Z= 3.43 (P = 0.0006)

7.0%
7.P%

6.5%
6.5%

14.1%
14.1%

68.2%
4.2%
T2.4%

100.05%

0.70 [0.28, 1.73]
0.70[0.28, 1.73]

1.15 [0.50, 2.67]
1.15[0.50, 2.67]

1.11 [0.63, 1.97]
1.11[0.63, 1.97]

1.59[1.25, 2.01]
1.35 [0.49, 3.70]
1.57 [1.25, 1.98]

1.42[1.16, 1.74]

Testfor subgroup diferences: Chif= 4 .06, df= 3 (P = 0025), F= 26.1%

© NICE 2018. All rights reserved. See Notice of rights
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Mortality

NSAID Placebo Risk Ratin Risk Ratio
Study or Subgroup  Evenis Total Events Total Weight  M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.24.3 Naproxen
Alsen 2003 1 118 1 111 10.7%  0.94 [0.06,14.86)
Subtotal (95% CI) 118 191 10.7% 094 [0LD6, 14.86] e —
Total events 1 1
Heterogeneity: Mot applicable
Testfor overall effect Z= 004 (P=0497)
2.24.4 Celecoxib
Soininen 2007 13 285 4 140 557%  1.60(0.53, 4.61) —
Subtotal (95% CI 285 140 S55.7%  1.60[0.53, 4.81] i
Total events 13 4
Heterogeneity. Mot applicable
Testfor overall effect Z= 083 (P =0.41)
2.24.5 Rofecoxib
Aisen 2003 2 11 1 111 109% 1.82[017,19.79]
Subtotal (95% CI) 122 111 10.9% 182 [L17, 19.79] ——
Taotal events 2 1
Heterageneity. Mot applicable
Testfor overall effect Z=049(P=062)
2.24.6 Indomethacin
Dne Jong 2008 0 6 1 25 15.0% 0.32[0.01, 7.53] *
Sulbotal (95% CI) 26 25 159%  032[0.01,7.53] i —
Total events 1] 1
Heterogeneity. Mot applicable
Testior overall effect Z=0.71 (P = 0.48)
2.24.8 Tarenfurbil
Wilcock 2008 5 139 ] T 6.9% 5066 [0.32, 100.89] +
Subtotal (95% CI) 130 Fa | 6.9% 5,66 [0.32, 100.89] e —
Total events 5 ]
Heterogeneity. Mot applicable
Testfor overall effect Z=118 (P =0.24)
Total {95% CI) 690 458 100.0% 163 [0.71, 3.71) e
Taotal events i T
Heterogeneity: Chi*=140, df= 4 (P=0.75), F= 0% ijm n:1 1:n mu:

Testfor overall effect Z=1.16 (P=0.25)
Testfor subaroup difierences: Chi*= 1,88, df= 4 (P = 0.76), °= 0%
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Mortality — sensitivity analysis excluding rofecoxib

HSAID Placebo Risk Ratin Risk Ratio
Study or Subgroup  Bvenis Total Evenis Total Weight M-H, Fixed, 95% CI B-H, Fixed, 95% CI
3.24.3 Naproxen
Asen 2003 1 118 1 111 120% 094 [0.06, 14.86)
Subtotal (95% CI) 118 111 12.0%  0.94 [0LDG, 14.86] e —
Total events 1 1
Heterogeneity: Mot applicable
Test for overall effect Z= 004 (P=0497)
3.24.4 Celecoxib
Soininen 2007 13 285 4 140 B25% 1.60 [0.53, 4.81] ——
Subtotal (95% CI) 285 140 6G2.5% 1.60 [0.53, 4.81) ~i—
Total events 13 4
Heterogeneity. Not applicable
Testfor overall effect Z=083 (P=041)
3.24.6 Indomethacin
De Jong 2008 o 26 1 25 17.8% 0.320.01, 7.53]
Subtotal (95% CI) 26 25 17.8%  0.32[0.04,7.53] ———s—
Total events o 1
Heterogeneity. Mot applicable
Testfor overall effect 2= 071 (P=0.48)
3.24.8 Tarenfurbil
Wilcock 2008 5 138 ] T T.7% 5066 (032, 100.89) +
Subtotal (95% CI) 139 71 F.7% 566 [0.32, 100.89) e —
Total events 5 ]
Heterogeneity: Mot applicable
Testfor overall effect Z=118 (P =0.24)
Total {95% CI) 568 347 100.0% 1.60 [0.67, 3.86) i
Total events 19 B
Heterageneity. Chi*= 1,88, df= 3 (P = 060}, F= 0% oo n: r 1:n mu:

Testfor overall effect =105 (F=029
Testfor subgroup diferences: Chi*= 185, df= 3 (P = 060}, F= 0%

H.6.1.3 Statins versus placebo

ADAS-cog (6 months)

Statins Placebo Mean Difference
Study or Subgroup  Mean S0 Total Mean SO Total Weight IV, Fixed, 95% CI

Fawvaurs NSAID Fawours Placebo

Mean Difference
I, Fizoel, 95% CI

4.3.1 AMorvastatin

Feldman 2010 079 85 308 036 G55 263 447% 0431073159
Sparks 2005 22 Th i 18 59 25 38% -400795-005
Subtotal {95% CI 329 288 485% 0.08[-1.03, 1.19]

Heterogeneity: Chif= 4.44, df=1 (P = 0.04); F=7T%
Test for owerall effect 2= 014 (P=0.85)

4.3.2 Simvastatin

Sana 2011 232 58 202 251 581 204 ATE% -0191.31,083]
Simong 2002 34 7 0 41 BS M 3T% -0T0[4.72, 337
Subtotal (95% CIy 222 228 51.5% .0.23[-1.31, 0.85)

Helerogeneity Chi*= 0.06, df=1 (F=081). F=0%
Test for overall effect 2= 0.41 (P = 068

Total (95% CI) 551 516 100.0% -0.08 [-0.85, 0.70]

—<

* .

Heterogeneity: Chi®= 4.65, df= 3 (F=0.20), = 35%
Test for owerall effect 2= 020 (P= 0.84)
Test for subgroup differences: Chif= 015, df=1 (F=0T0). F=0%
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ADAS-cog (12 months)

Statins Placeho Mean Difference Mean Difference
Studhy or Subgroup  Mean  SD Tolal Mean SD Total Weight I, Fised, 95% CI I, Fisoeed, 95% CI
4.4.1 Atorvast atin
Feldman 2010 361 691 236 412 T IT®é 585% -051F1.72,070) L
Subtotal (95% C1) 236 278 50.5% -0.51[-1.72,0.70] e —
Heterageneity, Mot applicable
Test for overall effect Z= 083 (F=0.41)
4.4.2 Sinrrastatin
Sano 2011 579 776 204 536 695 202 41.5% 043F1.00 1.86) i
Subtotal (95% CI) 204 02 41.5%  0.43[-1.00, 1.86] e —
Heterageneity, Mot applicable
Test for overall effect Z= 0.59 (F = 0.56)
Total (95% CI 440 460 100.0% -0.12 [-1.04, 0.80) *

Heterageneity Chi"= 097, df=1 (P=033),F=0%
Test for owarall effect Z= 026 (P = 0.80)
Test for subgroup differences: Chf= 097, di=1 (P=033), P=0%

MMSE (6 months)

Mean Difference
I, Random, 95% C|

A

0

Fawours stating  Favours placebo

Mean Difference
I, Random, 95% C|

Statins Placebo
Study or Subgroup Mean SD Total Mean SD Total Weight
4.1.1 Atorvastatin
Feldman 2010 -0.29 281 263 -0449 285 308 427%
Sparks 20048 011 27 32 118 2849 M 138%
Subtotal (95% CI) 205 J39 5H6.6%

Heterogeneity: Tau®=0.35; Chi*=2.23, df=1 (P=0.14); F=95%
Testfor averall effect: Z=0899 (F=0.32)

4.1.2 Simmwvastatin

Sano 2011 -0.v2 326 204 -089 333 202 352%
Simons 2002 -0 31 24 =27 339 20 8.3%
Subtotal (95% CI) 228 222 434%

Heterogeneity: Tau®=1.32; Chi*= 345, df=1 (P=0.06), F=71%
Testfor averall effect Z=0497 (F=0.33)

0,16 F0.31, 0.62]
1.29 1012, 2.70]
0.52 [-0.51, 1.56]

0.17 [0.46, 0.80]

210 (016, 4.04]
0.91[-0.93, 2.75]

i

Taotal (95% Cl) 923 561 100.0% 0.48 [-0.12, 1.08] e
Heterogeneity: Tau®=0.16; Chi*=5.74, df= 3 (P=0.13; F= 48% 54 52 3 é ji
Testfor averall effect Z=1.56 (F=012) Favours placebn Favours statins
Testfor subaroup differences: ChF=013, df=1{P=072), F= 0%
MMSE (12 months)
Statins Placebo Muian Dilference Mean Difference
Stuchy or Subgroup  Mean  SD Total Mean  SD Total Wisight 1, Random, 95% CI I, Random, 95% CI
4.2.1 Monvastalin
Feldman 2010 0896 338 236 -1.35 35 ITE 435% 0,39 021, 0,99 =
Sparks 2005 OFF 2T 32 -242 3T 03 1971% 1650019, 311)] S E—
Subilotal (95% CI) 268 300 627%  0.84[.0.35 202 ~a—
Heterogeneity, Tau®= 047, Chi®= 244, df=1 P =012, F= 59%
Test for overall effact Z=138F=017)
4.2.2 Simvastatin
Sano 2011 -247 3B 04 -278 408 202 3IT3I%  -019 096 058 1
Subtotal (95% CI) 204 202 373%  -0A9[-0.96 0.58]
Heterogeneity. Mot applicable
Test for overall effact Z= 049 (F = 0.63)
Tatal {95% CI) 472 511 100.0% 042 [-0.37, 1.20] -P-
Heterogeneity, Tau?= 0.27; Chi*= 4 92, df= 2 (P = 0.00); P= 50% E‘ -Ib 5 é i

Test for overall effact Z=1.04 (P = 0.30)
Test for subaroup differences; Chi®= 2,04, di=1 (P= 0,15, P= 509%
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NPI (6 months)

Stalins Placebo Mean Difference Mean Difference
oF S Mean  SD Total Mean  SD Total Weight I, Random, 95% CI IV, Randirm, 95% CI
4.5.1 Atorvastatin
Feldman 2010 0363 555 263 079 559 308 459%  -0.43[1.34,049)
Sparks 2005 219 BETS 3 694 BES M 194% -475[812,-1.38) —_—
Subtotal (95% CI} 204 330 653% 227646, 1.92]
Heterogenety Taw*= 7.76, Chi®= 590, df=1 (F=003), F= 83%
Test for gverall effect 2= 1.06 (P=10.29)
4.5.2 Sinmrastatin
Sano 2011 008 961 04 126 916 202 34T®  -1.35[318,048) ——
Subtotal (95% CI) 204 202 347%  -1.35[-318,0.48] -
Hetarogeneity: Mot applicable
Tast for everall efect Z=1.45 (P=0.15)
Total {25% CI) 408 541 100.0%  -1.50[-3.47,0.29] e
Heterogeneity, Tau'= 1.79; Chi*= 6.26, df= 2 (P = 0.04); F= 8% =-1n -5 3 3 1u=
Test for gverall effect 2= 1,65 (P=1010) _
Testfor subgroup differences; Chif= 0016, di=1 (F = 069, F= 0% FiDURa 2iating [FaNOUE §lsceta
NPI (12 months)

Statins Placebo Mean Dilference Mean Difference
Sty or Subgroup  Mean 5D Total Mean  SD Total Weight IV, Random, 95% CI 1V, Rambom, $5% C1
4.6.1 AMorvastatin
Feldman 2010 361 6897 236 412 6952 278 46.7%  -0.510 F1.TY,069)
Sparks 2005 269 BE?S 32 G99 GBS 31 196% 430764, -085 ———
Subtotal (95% CI) 268 9 664% 207 ([-5.73, 1.58]
Helerogeneity. Tau™= 5.54, Chi"= 4.38, df= 1 (P= 0.04), F= TT%
Teest for ovarall eMect Z=1.11 (P=0.27)
4.5.2 Sirnastatin
Sano 2011 1.95 1064 204 36 1038 202 336%  -165[3.69039) .
Sulstotal (95% CI) 204 202 IR -1.65]-3.60,0.39] —
Heterageneity. Mol applicable
Test for gverall effect 2= 1,58 (P=0.11)
Total (95% CIy 472 511 100L0% 164 [-3.45,0018] e
Heterogeneity, Tau™= 1. 46, Chi"= 4.73, = I (P= 009, F= 58% t 2 ] 3 ‘
Teest for overall @fect Z=1.77 (P = 0.08) "
Test for subgroup diferences; Chi®= 0,04, df= 1 (P = 0.84), *= 0% Favours slelina Fagurs placaba

Any adverse events
Experimental Control Rizk Ratio Risk Ratio

Stuchs or Subgroup  Ewents  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
4.8.1 Atorvastatin
Feldman 2010 103 1492 61 325 496% 2R6[2.20, 3.71] =
Subtotal (95% CI) 192 3xs 49.6% 2,86 [2.20, 3.71] »
Total evenis 103 61
Heterogenaity, Mol applicable
Test for averall effect Z= 7.87 (P = 0.00001)
4.8.2 Simvastatin
Sano 2011 1849 204 181 202 S04% 1.03[0.97,1.10] n
Subitotal (95% CI) 204 202 50.4% 1.033 [0.97, 1.40]
Total evenis 189 181
Heterogenaity, Mol applicable
Test for averall effect Z=1.03 (P = 0.28)
Total (955 CI 306 527 100.0% 1.71[0.39, 7.60] —i——
Total evenis 192 242
Heterogeneity Tau®= 1.15; Chi®=123.05, df= 1 (P = 0.00001); F= 39% Noi o n 100

Test for averall effect 2= 0.71 (P = 0.48)

Testfor subaroup differences: Chi*= 5505, df= 1 (P = 0.00001), F= 98 2%
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Serious adverse events

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Fvenls _ Tofal Ewents Total Weight M.H. Fixed, 95% CI M.H, Fisced, 95% C1
4.9.1 Atorvastalin
Feldman 2010 1] 314 69 315 555%  090[0.66 1.23
Sparks 2005 0 1] 0 1] Mot estimable
Subtotal (95% CIj 314 325 555%  0.90[0.66 1.23]
Total events 60 69

Heterogenaity: Not applicable
Testfor overall effect: 2= 0.67 (P = 0.50)

4.9.2 Sinnastatin

Sano 2011 56 204 54 202 445% 1.03[0.75,1.41]
Subtotal {95% CI) 204 202 44.5% 103 [0.75 1.41]
Total events 56 54

Heterogeneity. Not applicable
Testfor overall effect Z= 016 (P = 0.87)

Total (95% CI) 518 527 100.0% 096 [0.77, 1.19] +
Total evenis 116 123

Heterogeneity. Chi*= 034, df=1 (P = 0.56), F= 0%

Testfor averall effect 2= 0,39 (P = 0.69)

Testfor subgroup diferences: Chf= 0,34, dfi= 1 (P = 0.56). F= 0%

0.01 0 10 100
Favours s1atin Favours placeha

Mortality
Experimental Control Risk Ratio Hisk Ratio
Stuchy or Subgroup  Evenis  Total Events Tolal Weight M-H, Random, 95% CI M-H, Random, 95% Cl
4.11.1 Morvastatin
Feldman 2010 g 34 B 315 S514% 1.55[0.56, 4.31] —
Subtotal (95% CIj 314 325 51.4% 1.55 [0.56, 4.31] et
Taotal events g [

Heterageneity, Mot applicable
Test for averall effect Z= 084 (P = 0.40)

4.11.2 Sinastatin

Sano 2011 5 204 9 201 486% 0550019, 1.61] ——
Subtotal (95% CIj 204 202 48.6% 0.55 [0.19, 1.61] e
Total evenis 5 L]

Heterogeneaity, Mot applicable
Test for averall effect Z=1.09 (P = 0.28)

Total {95% CIj 518 527 100.0% 0.94 [0.34, 2.59]
Total events 14 15

Heterogeneity, Tau™= 0.25, Chi"=1.88, di=1 (P=017), F= 4T%
Testior aoverall effect Z=10.12 (F = 0.90)
Testfor subgroup differences: Chif= 188, df=1 (P=017). F= 46.8%

0.01 0. 1 10 100
Fawours statin Favours placebo
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H.6.1.4 Antihypertensive drugs versus placebo

ADAS-cog (6 months)

Hirnodipine Placebn Rhian Difference Kean Difference
Study or Subgroup  Mean  SD Total Bean S0 Total Weight IV, Fioed, 95% CI I, Fixed, 95% C1
5.2.1 Nimosipineg B0 mg
Marich 2012 (1) 250 5953 4T1 303 5853 242 490% -0.44 [1.36,0.44) —a—
Subdotal (95% CI) 4M 242 40008 044 [-1.36, 048] -
Helerogeneaify: Mot applicable
Tastfor overall effect Z =093 (P=0.35)
.2.2 Nimodipoine 180 mg
Morich 2012 (2) 258 S8H8T 487 303 SEET 242 51.0% -0.45F1.35 045 ——
Subtotal (95% CI) 87 242 510% -045[-1.35,0.45) e
Heterogeneity Not applicable
Testfor overall effect 2= 098 (F=0.33)
Total (95% CI) 058 484 100.0% -0.45[-1.09, 0.20)
Heterogenaity, Chi®= 0,00, df= 1 (P = 0.98); F= 0% Iﬁ b 5

Tast for overall effect T=1.35 (P =018)
Testfor subgroup diferences: Chif= 0.00, dr=1 (P=0.99), F= 0%

(13 S0 estimated using available data fiom the study manuscript
(2) SD estimated using avallable data friom the sludy manuscrpt

s

avours nimodiping Favours placebo

MMSE (6 months)
Himodiping Placeln Klean Difference Mian Dilference
Sty of Subgroup  BMean SO Total Mean SD Total Weight IV, Fised, 95% CI I, Fisoead, 95% CI
A.7.1 Himodipine 90 myg
Morich 2012 (1) -168 1533 471 187 1533 242 81.5%  0.29(0.05 0.53) 1 5
Sulrtotal (95% CI) an 247 @15% 0,29 [0S, 0.53] >
Heteroganeity Mot applicable
Test for overall effect 2= 2,39 (P=0.02)
5.7.2 Himodipobne 180 mg
Morich 2012 (2) =137 3239 487 -1.97 3239 242 185% 06000, 1.90] -
Subtotal (95% CI) 487 242 18.5% 060 (0010, 1.10] -
Hetlerogeneity: Mot applicable
Tast for ovarall effect Z= 2.36 (P = 0.02)
Todal (95% CI) 58 484 100.0% 0,35 [L13, 0.56] L
Heteraganseity: Chf=1.21, di=1(P= 027 F=17T% ? 1 o 1 2
Tast for cvarall effect 2= 317 (P=0.002) Favours placebs  Favours nimadiolng
Test for subgroup differences: Chi®=1.21,df=1 (P=027), F=17.2% " ’
(1) SD estimated using dvailable data from the sludy manuscript
{2 SD estimated using available data from the study manuscript
CGl-global improvement (6 months)
Hirnodipine Placebn Bhia Difference Bian Difference
Studyy or Subgroup  Mean 5D Total Bean S0 Total Weight IV, Fised, 95% CI I, Fixed, 95% C1
5.3.1 Nimnodfipine 0 mg
Morich 2012 (1) 451 0757 471 445 OT5T 242 B25% 006 008, 014)
Subdotal (95% CI) 4mM 242 B25%  0.06 [-0.06, 0.18]
Helerogeneaify: Mol applicable
Testfor overall effect Z=1.00 (P =0.32)
5.3.2 Himoddipoine 180 mg
Morich 2012 (2) 438 1654 487 445 1654 242 175% -007 032,014 —_—
Suldotal (95% C1) 242 17.5% 007 [-0.32, 0.18] o
Helerogeneity. Nol applicable
Testfor overall effect Z = 0.54 (P =0.59)
Total (05% C1) 058 484 100.0%  0U04 [L0.07, 0.14) *
Heterogenaity Chi®= 0,82, df=1 (P = 0.36); "= 0% I_1 -IZI: 3 b ﬂ'l!..

Test for overall effect = 063 (P = 0.49)
Testfor subgroup diférénces: Chit= 082, dr=1 (P=0.36), F= 0%

(13 5D estimated using available data from the study manuscrnipt
{2 20 estimated using awvailable data from the shudy manuscript
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Any adverse events (6 months)

Experimental Confrol
Study or Subgroup  Events  Total Events Total

Risk Ratio

Welght  M-H, Fixed, 95% CI

Risk Ratio
ML, Fixed, 95% €I

5.4.1 Himodipine 90 mg

Marich 2012 £1:1] 536 198 275 498% 1.00 [0.891,1.10]
Sulbiotal (25% CI) 536 275  490.8% 1.00[0.91, 1.10]
Total events £ 198
Heterogeneity: Not applicable
Testfor overall effect Z= 0000 (P = 1.00)
5.4.2 Nimodipoine 1810 mg
Morich 2012 407 550 198 275 502% 1.0 [0.94,1.12) i
Subtotal (95% Cl) 540 275 &0.2% 103 [0.94, 1.17] e —
Tatal events 407 198
Heterogeneity, Mot applicable
Testfor overall effect Z=0.60 (F = 0.55)
Total (95% CI) 1086 550 100.0% 1.0 [0.95, 1.08] """
Total events 793 396 ]
?et:;ugeneih;:lg:;i'f 2.1 F;I:I jf;ﬂ: unzﬁl;-.jE?J, P=0% U.:ES U‘-g 1 1.‘1 - 2!
estfor overall effect £= 0, =
Testfor subgroup differénces. Chif= 018, df =1 {P= 067}, F= 0% Favours nimadipine  Favours placebo
Serious adverse events (6 months)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
5.5.1 Himodipine 90 mg
Maorich 2012 38 536 9 475 488% 2441145 5.14] i 2
Subtotal (95% CI) 536 275 419.8% 2.44[1.15, 5.15] —-*—-—
Total events KL a
Heterageneity: Mot applicable
Testfor overall effect Z=2.33 (F=0.02)
£.5.2 Nimodipoine 180 my
Marich 2012 33 450 8 275 ali% 206 [0.87 4.40] i
Subtotal (95% CI) 550 275 A02% 2.06[0.97,4.40] —-*——
Total events 33 8
Heterageneity: Mot applicable
Testfor overall effect Z=1.87 (F = 0.06)
Total {95% CI) 1086 550 100.0% 2.25[1.32,3.83] "*"
Total events Il 16
Heterogeneity: Chi*= 0.09, df=1 {P = 0.76); F= 0% IEI.Q 0?5 é 55
Test for overall effec.t: Z=21498 (F'=_ 0.003) Fawaurs nirmodipine  Favours placeho
Testfor subaroup differences: Chif=0.09, df=1 (P=0.76), F= 0%
Adverse events leading to discontinuation (6 months)
Experimental Confrol Risk Ratia Risk Ratio
Stucy or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% Cl -, Fized, 95% C1
5.6.1 Nimodipine 90 mig
Marich 2012 5 536 15 275 498% 1.20 06T, 2.15] i
Subitotal (95% CI) 536 275 49.8%  1.20[0.67, 2.15) —
Total events 35 15
Heterogeneity Not applicable
Testfor overall effect Z= 060 (P = 0.55)
5.6.2 Nirmodipoine 1810 mg
Morich 2012 34 550 15 275 50.2% 113063 2.04) —
Sulbtotal (95% C1) 550 275 60.2% 1130063, 2.04] ———
Total events 34 15
Heterogeneity Mot applicable
Testfor overall effect Z=0.42 (P = 0.68)
Total (95% CI) 1086 550 100.0% 147 (097, 1.77] —ai——
Total events (k] 30
Heterogeneity, Chi?= 0,02, df=1 (P = 0490), P= 0% =|]_:r 0?5 1 ;:, 5:

Tastlor ovarall effect Z=0.72 (P = 0.47)

Testfor subgroup diferences: Chif= 0.02, df=1 (F= 0.90), F= 0%
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H.7 Cholinesterase inhibitors and memantine for dementia

H.71

H.7.2

H.7.21

Cholinesterase inhibitors and memantine for people living with Alzheimer’s
disease

¢ Who should start and review the following pharmacological interventions: (donepezil,
galantamine, rivastigmine, memantine) for people with Alzheimer's disease and how
should a review be carried out?

No meta-analyses were performed

Cholinesterase inhibitors and memantine in Alzheimer’s disease

o How effective is the co-prescription of cholinesterase inhibitors and memantine for the
treatment of Alzheimer’s disease?

o When should treatment with donepezil, galantamine, rivastigmine, memantine be
withdrawn for people with Alzheimer’s disease?

Any AChEI + memantine versus AChEI + placebo (full population)

ADAS-cog
Co-prescription Cholinesterase inhibitor Mean Difference Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
1.1.1 Mild to moderate AD
Dysken 2014 638 834 142 778 8.28 140 59.5% -1.40[-3.34,0.54]
Parsteinssaon 2008 2845 1283 214 28 11.94 213 405% 0.50[-1.85, 2.858]
Subtotal (95% CI) 356 353 100.0% -0.63[-2.13, 0.87]
Heterogeneity: Chif=1.49, df=1 (P =0.22), F= 33%
Testfor overall effect Z=083(FP=0.41)
Total (95% CI) 356 353 100.0% -0.63[-2.13, 0.87]
Heterogeneity: Chi*=1.49, df=1 (P = 0.23); F= 33% T * 5 P

Testfor overall effect Z=0.83(F=0.41)
Test for subdroup differences: Mot applicable

;
Fawours co-prescription  Favours ChE|

Heterogeneity: Chi®=0.04, df= 2 (P = 0.98); F= 0%

MMSE

Co-prescription Cholinesterase inhibitor Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
1.2.1 Moderate to severe AD
Haoward 2012 -3.53 3489 58 -38 392 g4 18.2% 0.27[1.13,1.67] k
Subtotal (95% CI) 58 54 19.2% 0.27[-1.13, 1.67]
Heterogeneity: Mot applicable
Testfor overall effect Z=10.38 (P = 0.70)
1.2.2 Mild to moderate AD
Dysken 2014 -3.058 393 142 -3.16 3.4 140 446% 011 [F0.80,1.02] %
Forsteinsson 2008 165 4638 210 16.4 5.08 198 362% 0.10[0.81,1.11]
Subtotal (95% CI) 352 338 80.8% 0.11[-0.57,0.78]
Heterageneity: Chi®=0.00, df=1 (P = 099); F=0%
Testfor overall effect Z=0.30(P=0.76)
Total {95% Cl) 410 392 100.0% 0.14[-0.47,0.75] ?

1]

Test for overall effect Z=0.44 (P = 0.66)
Testfor subaroup diferences: Chi*=0.04, df=1 (P = 0.84), F= 0%
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ADL (ADCS-ADL/BADLS)

Co-prescription Cholinesterase inhibitors

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 Moderate to severe AD
Grosshery 2013 -07 6.9 3N 1.3 T 328 352% 0.08 [-0.07,0.23] T
Howard 2012 -876E  B.36 a8 -9.83 8.a2 a4 B.0% 0.13 [0.25, 0.50] I I
Tariot 2004 -2 704 188 -3.4 716 197 21.0% 0.20 [-0.00, 0.39] —
Subtotal (95% CI) 587 579 62.2% 0.13[0.01, 0.24] .
Heterogeneity: Chi=0.81,df= 2 (P=067);P=0%
Testfor overall effect Z=213{FP =0.03)
1.3.2 Mild to moderate AD
Dwsken 2014 -14.98 1311 142 -16.96 1313 140 18.0% 0.15 [F0.08, 0.38] T
FPorsteinsson 2008 51.8 1589 214 a2 16.7 23 228% -0.01 [-0.20,0.18] I
Subtotal (95% CI) 356 353 37.8% 0.05 [-0.10, 0.20] -
Heterogeneity: Chif=1.13,df=1 (P=028);F=11%
Testfor overall effect Z=0.69 (F = 0.45)
Total {(95% CI) 943 932 100.0% 0.10[0.01, 0.19] L 4
Heterogeneity, Chif= 2.52, df= 4 (P = 0.643; F= 0% 5_1 —DI p p 055 15
Test for averall effec.t: Z=211F : 0.04) Fé\rours ChEl Favours co-hrescriptinn
Test for subaroup differences: Chif= 058, df=1 (P=044, F=0%

CIBIC plus

Co-prescription Cholinesterase inhibitor Mean Difference Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.4.1 Moderate to severe AD
Grossherg 2013 38 1.2 333 a1 1.2 328 348% -0.30[0.48,-012] —
Tariot 2004 441 1.04 1498 4 66 1.05 197 31.0% -0.25 [0.46,-0.04] —
Subtotal {95% CI) 531 525 65.7% -0.28[-0.41,-0.14] -
Heterogeneity, Tau®=0.00; Chi*= 013, df=1 (P=0.72);, F= 0%
Testfor overall effect: Z=3.98 (P = 0.0001)
1.4.2 Mild to moderate AD
Porsteinsson 2008 4.38 1 214 442 0.96 213 343%  -0.04 [0.23,0.14] 1
Subtotal {95% CI) 214 213 343%  -0.04[-0.23,0.15]
Heterogeneity: Mat applicable
Testfor averall effect Z=0.42 (P =067}
Total {95% CI) 715 738 100.0% -0.20 [-0.36, -0.04] e
Heterogeneity Tau*= 0.01; Chi*= 421, df=2 (P =0.12); F= 52% 5 i 5 o' "
Test for overall effec.t: F=238(F ; 002 Favours cu-.prescription Favaurs ChEI
Testfor subgroup differences: Chi*= 4.08, df= 1 (P=0.04), F=75.5%

NPI

Co-prescription Cholinesterase inhibitor Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
1.5.1 Moderate to severe AD
Grosshearg 2013 -43 146 3B 1.6 12.7 321 351% -2.70[4.82,-0.58] ——
Howard 2012 1.4 19.01 58 617 2118 54 28% 47711225 271 ¢
Tariat 2004 -0 1361 193 ar 13.61 189 21.2% -3.80[6.53,-1.07] e —
Subtotal {95% CI) 569 564 59.1% -3.19 [-4.83, -1.56] -l
Heterogeneity: Chi#= 087, df= 2 {P=079), F=0%
Test for overall effect 2= 3.83 (P = 0.0001)
1.5.2 Mild to moderate AD
Dysken 2014 1.87 1192 142 2.26 11.95 140 204% -0.39[-3.18, 2.40] —
Porsteinsson 2008 129 1448 M2 126 14.56 209 205%  0.30[-2.47 3.07] s —
Subtotal {95% Cl) 354 349  40.9% -0.04 [-2.01,1.92] e
Heterogeneity: Chi*=012 df=1{P=073); F=0%
Test for overall effect: Z=0.04 (F=0.87)
Total {95% Cl) 923 913 100.0% -1.91[-3.16, -0.65] B
Heterogeneity: Ghi®= 6.52, df= 4 (P = 016); F= 39% M * 5 t o
Testfor overall effect: 7= 2.87 (F = 0.003) Favours co-prescription  Favours ChEI
Test for subgroup differences: Chi*= 583, df=1(P=002), F=828%
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SiB

Co-prescription Cholinesterase inhibitor Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I/, Random, 95% CI
1.7.1 Moderate to severe AD
Grosshery 2013 27 112 332 0.3 11.4 327 41.3% 2.40[0.67,4.13] ——
Tariot 2004 067 943 1938 0.649 9.66 1896 4838% -0.02 1.91,1.87]
Subtotal (95% Cl 530 523 100.0% 1.22[-1.15, 3.59]
Heterogeneity: Tau®= 2.07; Chi®= 3.43, df=1 (P =0.06); F=71%
Testfor averall effect Z=1.01 (P=0.31)
Total (95% CI) 530 523 100.0% 1.22[-1.15, 3.59]
Heterogeneity, Tau®= 2.07, Chi*= 3.43, df= 1 (P = 0.06), F=71% 5_1 2 5 5 5 1u=
Test for overall effec.t: Z=1.01{p= D.31? Faviurs co-prescription Favours GhEl
Testfor subgroup differences: Mot applicable
Total number of adverse events
Co-prescription  Cholinesterase inhibitor Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI1
1.11.1 Moderate to severe AD
Grossherg 2013 214 341 214 335 54.4% 0.88[0.88,1.10]
Tariot 2004 158 202 156 201 39.4% 1.01[0.91,1.12]
Subtotal {95% Cl) 543 536 93.9%  0.99[0.92, 1.08]
Total events 372 aro
Heterogeneity, Chi= 011, df=1 (P =074}, F=0%
Test for overall effect £= 017 (P = 0.86)
1.11.2 Mild to moderate AD
Dysken 2014 249 154 24 182 B1% 1.181[0.72,1.94]
Subtotal (95% CI) 155 152 6.1%  1.18[0.72, 1.94] e —
Total events 249 24
Heterogeneity: Mot applicable
Test for overall effect: Z= 0.68 (P = 0.50)
Total (95% CI) 698 688 100.0%  1.00[0.93, 1.09] -
Total events 401 394
Heterogeneity, Chi*= 0.58, df= 2 (P = 0.75); F= 0% IEI.S D?T 1?5 25
Testfor averall effect Z=0.12 (P =0.81) Favours co-prescription Favours ChEI
Test for subgroup differences: Chi*= 0.48, df=1 (P = 0.49), F= 0%
Total number of serious adverse events
Co-prescription  Cholinesterase inhibitor Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.12.1 Moderate to severe AD
Grossherg 2013 28 341 21 335 181% 1.31[0.76, 2.26] I
Howard 2012 40 7h 46 73 40.0% 0.84 [0.63,1.10] —&T
Subtotal {95% Cl) 417 408 58.0%  0.98 [0.76, 1.28] S
Total events 62 6y
Heterogeneity Chif= 2,40, df=1{F=0.12), F= 58%
Test for overall effect Z= 013 (P =0.90)
1.12.2 Mild to moderate AD
Dysken 2014 18 155 19 152 16.3% 0.93[0.591,1.70] —
Porsteinsson 2008 27 217 an 216 25.6% 0.80 [0.55, 1.45] —
Subtotal (95% CI) 372 368 42.0%  0.91[0.62, 1.33] -
Total events 44 45
Heterogeneity, Chif=0.01, df=1{P =093}, F= 0%
Test for overall effect Z= 050 (P =062}
Total (95% CI) 780 776 100.0%  0.95[0.76, 1.19] -
Total events 113 116
Heterogeneity, Chif=2.24, df= 3 (P =0.52), F= 0% o= 05 % & 0

Test for overall effect Z£=0.44 (P = 0.66)
Test for subgroup differences: Chi*= 011, df=1 (P=0.74), F= 0%
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H.7.2.2

Adverse events to discontinuation

Co-prescription  Cholineterase inhibitor 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 Moderate to severe AD
Grogsherg 2013 34 3 21 335 36.4% 1.59[0.94, 2.68] T
Tariot 2004 14 202 25 201 33.3% 0.60[0.32,1.10] — &
Subtotal {95% Clj 543 536 69.7% 0.99[0.38, 2.58] ———
Total events 44 46
Heterogeneity: Tau®=0.40; Chi*= 572, di=1 {P=0.02); *=83%
Test for overall effect 2= 0.03 {P = 0.98)
1.13.2 Mild to moderate AD
Parsteinsson 2008 13 217 17 216 30.3% 0.76[0.38, 1.53] .
Subtotal (95% Cly 217 216 30.3% 0.76 [0.38, 1.53] -*-—
Total events 13 17
Heterogeneity: Mot applicable
Test for overall effect Z2=077 (P =0.44)
Total (95% Cly 60 752 100.0% 0.92 [0.49, 1.71] -*—
Total events B2 63
Heterogeneity: Tau®= 0.21; Chi*= .34, df= 2 (P = 0.043; = 68% Im 0?2 0?5 2 5 10’
Testfor overall efiect 2= 0.27 (P = 0.79) Favours co-prescription Favours ChE
Test for subaroup differences: Chi*= 018, df=1 (P = 0.67), "= 0%

Mortality

Co-prescription  Cholinesterase inhibitor Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.14.1 Moderate to severe AD
Grossherg 2013 4 3 a 335 104% 0.79[0.21, 2.890]
Howard 2012 10 76 10 73 21.0% 0.896[0.42 217] e I—
Subtotal (95% CI) 417 408 31.4%  0.90[0.45, 1.80] ~eoli—
Total events 14 15
Heterogeneity: Chi®= 007, df=1 {F =080}, F= 0%
Testfor overall effect Z=0.28 (P=077)
1.14.2 Mild to moderate AD
Dysken 2014 39 155 3 152 B4.5%  1.23[0.81,1.87] —i—
Porsteinsson 2008 3 217 216 41% 1.49[0.25, 8.85]
Subtotal {95% Cly 372 368 68.6%  1.25[0.83, 1.87] L
Total events 42 33
Heterageneity: Chi*=0.04, df=1 (P =084 F=0%
Test for overall effect Z=1.08 (P = 0.28)
Total (95% CI) 780 776 100.0%  1.14[0.80, 1.62] -l
Total events a6 48
Heterageneity: Chi*= 0.71, df= 3 (F = 0873 F= 0% Iu.1 0?2 0?5 2 5 P

Testfor overall effect Z= 074 (F = 0.46)
Test for subgroup differences: Chi*= 0.63, df=1 (P =0.43), F=0%

Favours co-prescription  Favours ChEl

Any AChEI + memantine versus AChEI + placebo (subdivided)

Clinical Global: post-hoc within-trial subgroup analyses

Co-prescription

Chaolinesterase inhibitor

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fized, 95% CI IV, Fized, 95% CI
16.1.1 severe (MMSE <10)

Tariot 2004 (MD-02) 467 1.0377 84 49 1.0182 72 100.0% -0.22 [-0.53, 0.09] i—
Subtotal (95% CI) 89 72 100.0% -0.22 [-0.53, 0.09] p—
Heterageneity: Mot applicable

Testfor overall effect: £=1.40 (P = 0.16)

16.1.2 moderate (MMSE 10-20)

Parsteingson 2008{MD-1235 {13 447 0498 135 4.51 0.98 125 831% -0.04 [0.28, 0.20] ——
Tariot 2004 (MD-023 419 1.044 108 4452 1.0022 124 46.9% -0.32 [-0.58,-0.0€] ——
Subtotal (95% CI) 244 249  100.0% -0.17 [-0.35, 0.00] -
Heterogeneity: Chi*= 2.40, df=1 (P = 0.123; F= 58%

Testfor averall effect: Z=1.91 (P = 0.06)

16.1.3 mild (MMSE =20)

Parsteinsson 2008{MD-12)5 41 1.04 57 4149 0.89 64 100.0% -0.09 [-0.45, 0.26] 1—
Subtotal (95% CI) a7 64 100.0% -0.09 [-0.45, 0.26]

Heterogeneity: Mot applicable
Test for overall effect: Z=0.51 (P = 0.61)

Testfor subgroup differences: Chi*= 029 df=2 (P =087), F=0%
Footnotes
(13 OC fromWinblad 2007; CIBIC+; on stable ChEI
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Cognitive Function: post-hoc within-trial subgroup analyses

Co-prescription Cholinesterase inhibitor Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl IV, Fized, 95% CI
16.2.1 severe (MMSE <10)
Howard 2012 (DOMING-AD) 3.61 2.98 k| 4.31 31 26 27.2% -0.23 0.7, 0.29] e E—
Tariat 2004 (MD-02) 0.29 9.0566 piit] 6.52 8.7398 71 718% -070[1.02,-0.38 +——
Subtotal (95% Cly 120 98 100.0% -0.57 [-0.84, -0.30] i
Heterogeneity: Chi®=2.23,df=1(P=0.14);F=55%
Test for overall effect: 7= 4 .08 (P = 0.0001)
16.2.2 moderate {(MMSE 10-20)
Drysken 2014 SG {13 3.05 T.a7 50 B.63 7.3 B3 16.7% -0.48 [-0.86,-0.10] —_—
Howard 2012 {DOMING-AD) 3.44 4.28 a7 3.32 4.65 28 8.5% 0.03 [-0.50, 0.56] I
Forsteingson 2008{MD-12)8 (2) 0.85 5.95 133 1.99 877 123 39.2% -0.149 [-0.44, 0.08] —
Tariot 2004 {MD-02) -1.92 8.6655 108 0.04  B.6857 124 35.6% -0.23 [-0.48, 0.03] —
Subtotal (95% Cly 3190 338 100.0% -0.23[-0.39, -0.08] e
Heterogeneity: Chi*= 267, df= 3 (P=0.45); F=0%
Test for overall effect: Z= 2.98 (P=0.003)
16.2.4 mild (MMSE >20)
Drysken 2014 5G (3) 0.48 707 105 0.78 7T 89 61.9% -0.04 [-0.32, 0.24]
Faorsteinsson 2008{MD-12)5 (4) -1.98 7.66 a7 -1.49 7.04 G4 38.59% -0.07 [-0.42, 0.29]
Subtotal (95% Cly 162 153 100.0% -0.05 [-0.27, 0.17]
Heterogeneity, ChP=0.01, df=1 (P=0.92); F= 0%
Testfor overall effect: Z= 045 (P = 0.65)

- -05 0 [

Test for subgroup difierences; Chi*= 8.34, df = 2 (P = 0.02), F= 76.0%

Footnotes

(13 ADAS-Cog, moderate severity subgroup; Currently taking an AChEL haseline not stated for subgroup
(23 OC from Winblad 2007; ADAS-Cog; on stable ChEl baseline 27.9 and 26.8

(3 Mild subgroup {data provided by authors)

(43 Mild subgroup {data calculated)

Favours co-prescription Favours ChEl

Decline in Activities of Daily Living: post-hoc within-trial subgroup analyses

Co-prescription Cholinesterase inhibitor Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean sD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
16.3.1 severe (MMSE <10)
Howard 2012 (DOMING-AD) 735 9.458 k| 11.27 8.54 26 26.0% -042[-088, 0100 ————— [
Tariat 2004 (MD-02) 2.93 6.2264 piit] 48 B.27TH 77 740% -0.30 [-0.61, 0.01] ——
Subtotal (95% Cly 120 98 100.0% -0.33 [-0.60, -0.06] el
Heterogeneity, Chf= 016, df=1 (P= 0.69); F= 0%
Test for overall effect 7= 241 (P=002)
16.3.2 moderate {(MMSE 10-20)
Drysken 2014 SG {13 363 1117 50 B.6E 10.87 B3 16.8% -0.27 [-0.65, 0.10] N
Haoweard 2012 (DOMINO-AD) 10,37 6.52 27 8.5 8.43 28 8.3% 0.24 [-0.29, 0.77] e
Forsteingson 2008{MD-12)8 (2) 363 701 136 3.86 T.H9 125 39.6% -0.03 [-0.27, 0.21] —
Tariot 2004 {MD-02) 112 6.2642 108 242 B.261 125 38.3% -0.21 [-0.46, 0.08] —
Subtotal (95% Cly 322 341 100.0% -0.11 [-0.26, 0.04] -
Heterogeneity: Chi*= 340, df=3(P=0.33);F=12%
Test for overall effect: Z=1.42 (P=016)
16.3.3 mild (MMSE >20)
Dysken 2014 86 (3) 1.86 1096 105 302 11.04 89 B1.5% -0.11 [-0.39, 0.18] ——
Forsteinsson 2008(MD-12)5 (4) -0.83 1218 a7 -1.34 9.34 G4 38.5% 0.07 [-0.28, 0.43] I e E—
Subtotal (95% Cly 162 153 100.0% -0.04 [-0.26, 0.19] el
Heterogeneity, ChP = 0.60, df=1 (P = 0.44); F= 0%
Testfor overall effect 2= 032 (F=0.75)

i -0 0 05

Test for subgroup difierences; Chi*= 2.90, df = 2 (P = 0.24), F= 30.9%
Footnotes

(1Y ADCE-ADLZ23 - Currently taking an AChE!

(23 From Winblad 2007 - ADCS-ADL23; on stable ChE

(3 Mild subgroup; data from authors

(43 Mild subgroup, calculated
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NPI: post-hoc within-trial subgroup analyses

Co-prescription Cholinesterase inhibitor Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
16.4.1 severe (MMSE <10}
Howeard 2012 (DOMING-AD) 0.68 19.51 31 1092 19.14 26 100.0% -10.24 [20.30,-0.18] i
Subtotal (95% CI) 31 26 100.0% -10.24[-20.30,-0.18]

Heterogeneity: Mot applicahle
Test for overall effect Z2=1.99 (P = 0.08)

16.4.2 moderate (MMSE 10-20)
Howeard 2012 (DOMING-AD) 222 1876 27 1.75 22.37 28 100.0% 047 1043, 11.37] i
Subtotal (95% CI) 27 28 100.0% 047 [-10.43, 11.37]

Heterogeneity: Mot applicahle

Testfor overall effect Z=0.08 (P=0.593)

-20 -10 0 10 20
; ; Favours co-prescription Favours ChEl
Testfor subgroup differences: Chi®=2.00, df=1 (P =016}, F=50.1%

DEMQOL: post-hoc within-trial subgroup analyses

Co-prascriplion Cholingsterase inhibitor Maan Differenca Bhean Dalerence
Stuidy or Suligroup Mean S0 Toial  Mean SO Total Weight IV, Fisad, 05% C1 IV, Flaoad, 95% CI
16.5.1 severe (MMSE <10)
Howard 201 2 (DOMING-AD) 161 10034 £l 112 14.03 26 10000% 0AS 60T, 7.00]
‘Subtotal (95% CI) 1} 26 100U0% 049 |-6.02, T.00]

Hateragenaity. Mot applicabile

Test fior owerall effect 2= 015 (F = 0L8E)

16.5.2 moderabe (MESE 10-20)

Horweard 201 2 [DOMIMO-AD) o3 1149z 7 475 1411 B 1000% 4451134, 2.44) i_
Subiotal (05% C) 27 B 100u0%  -4.45[-11.34, 2.44) —
Heterogeneity. Mot applicable

Test for owerall effect Z=1.27 (F=0.21)

(]

-3 10 10 20
Favouss CREl Fawiurs co-presciglion

Tasd far suboroup difgrences: Chif= 104, di=1 P=031LPF=41%

GHQ-12: post-hoc within-trial subgroup analyses

Co-prescription Cholinesterase inhibitor Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fized, 95% Cl IV, Fixed, 95% CI
16.6.1 severe (MMSE <10)
Howard 2012 (DOMINO-AD) -0 212 30 a 2.35 23 100.0% -010[1.32,1.12]
Subtotal (95% CIy 30 23 100.0% -0.10[-1.32, 1.12]

Heterogeneity: Mot applicahle
Testfor averall effect: 2= 016 (P = 0.87)

16.6.2 moderate (MMSE 10-20)
Howard 2012 (DOMIMO-AD) -0.08 302 24 -0.39 297 28 1000% 0.31[1.32,1.94]

Subtotal (95% CI) 24 28 100.0% 0.31[-1.32, 1.94] ——+—
Heterogeneity. Mot applicahle

Testfor averall effect: Z= 037 (P =071}

22 R 0 1 2
Favours ChEl Favours co-prescription

Testfor subaroup differences: Chi*= 015, df=1 (P=069), F=0%

H.7.2.3 Any AChEI + memantine versus AChEI monotherapy

MMSE
Co-prescription Cholinesterase inhibitor Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% Cl
2.1.1 Donepezil (moderate to severe AD)
Araki 2014 -0.83 252 12 -3.38 3.25 13 435% 2.55[0.28, 4.82] —a—
Subtotal {95% CI) 12 13 43.5% 2.55[0.28, 4.82] —~ i

Heterogeneity, Mot applicable
Testfor averall effect Z=220(P=0.03)

2.1.2 Rivastigmine {(mild to moderate AD)

Choi 2011 -0.3 24 84 0.1 28 T4 AB5%  -0.40[1.29, 0.49] :
Subtotal {95% CI) 84 74 56.5% -0.40[-1.29,0.49]

Heterogeneity: Mot applicable

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

Total (95% CI) 96 87 100.0%  0.88[-1.98,3.75] -?-—

Heterogeneity: Tau®= 3.58; Chi®= 562, df=1{P=0.02); F=82% k T L T |
Testf Il effect: Z= 0.60 (P = 0.55 1o = v 5 10

estioroverall & ec.. =0.60 - ] Favours ChEl Favours co-prescription
Testfor subgroup differences: Chi®= 5.62, df=1 (P= 002, F=82.2%
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MMSE

Co-prescription
Study or Subgroup  Mean  SD_ Total

Memantine
Mean SD Total

Mean Difference

Weight IV, Fized, 95% CI

H.7.2.4 Any AChEI + memantine versus memantine + placebo

Mean Difference
IV, Fixed, 95% CI

3.1.1 Donepezil {mild to moderate AD)

Shao 2015 1927 2.22 22
Subtotal (95% CI) 22

Heterogeneity, Mot applicable
Testfar averall effect Z=0.51 (P =061}

3.1.2 Rivastigmine {mild to moderate AD)

Shao 2015 19.31 2.8 22
Subtotal (95% CI) 22

Heterogeneity: Mot applicable
Testfor overall effect Z=0.51 (P =061}

3.1.3 Galantamine {mild to moderate AD)

Shao 2014 1972 218 22
Subtotal (95% CI) 22
Heterogeneity: Mot applicable

Testfor overall effect Z=1.15(F = 0.25)
Total (95% CI) 66

139 2.54 22
22

139 2.54 22
22

139 2.54 22
22

Heterogeneity: Chi*=0.24, df= 2 (P = 0.89); F=0%

Testfor overall effect Z=1.27 (P =0.20)

356% 0.37[1.04,1.78]
35.6% 0.37[-1.04, 1.78]

283% 041 [1.17,1.89]
28.3% 0.41[-1.17, 1.99]

361% 0.82[-0.58, 2.22]
36.1% 0.82[-0.58, 2.22]

100.0% 0.54 [-0.30, 1.38]

Testfar subgroup differences: Chif=0.24, df=2{P =085, F=0%

ADCS-ADL

Co-prescription
Study or Subgroup  Mean SD Total

Memantine
Mean SD Total

Weight

Mean Difference
I, Fixed, 95% Cl

I

-10

} ) }
-5 i L]
Favaurs memantine Favours co-prescription

Mean Difference
I, Fixed, 95% CI

3.2.1 Donepezil {mild to moderate AD)

Shao 2015 314 236 22
Subtotal (95% CI) 22

Heterogeneity: Mot applicable
Test for overall effect Z=1.01 {F=0.31)

3.2.2 Rivastigmine {mild to moderate AD)

Shao 2015 31.86  2.37 22
Subtotal (95% CI) 22

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

3.2.3 Galantamine {mild to moderate AD)

Shao 2015 308 261 22
Subtotal (95% CI) 22

Heterageneity: Mot applicahle
Test for overall effect: Z=1.68 (F=0.09)

Total (95% Cly 66

3204 1.1 22
22

3204 1.1 22
22

32.04 1.3 22
22

Heterageneity: Chi®=1.07, df=2 (P =059, F=0%

Test for overall effect £=1.69 {F=0.09)

34.8%
34.8%

34.6%
34.6%

30.5%
30.5%

100.0%

Test for subaroup differences: Chi*=1.07, df= 2 (P =059, F= 0%

-0.64 [-1.88, 0.60]
-0.64 [-1.88, 0.60]

-0.18 [-1.43,1.07]
-0.18 [-1.43, 1.07]

-1.14 [2.47,0.18]
-114[-2.47,0.19]

-0.63[-1.37, 0.10]
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Number of adverse events

Co-prescription  Memantine Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fized, 95% CI
3.3.1 Donepezil (mild to moderate AD)
Shao 2015 7 22 a 22 333% 1.40[0.52, 3.74] —
Subtotal (95% Cly 22 22 33.3% 1.40 [0.52, 3.74] ~il—
Total events 7 a
Heterogeneity: Mot applicable
Test for overall effect: Z= 067 (P = 0.50)
3.3.2 Rivastigmine {mild to moderate AD}
Shao 20145 g 22 4 22 33.3% 1.60[0.62, 4.13] — -
Subtotal {95% Cly 22 22 33.3% 1.60 [0.62, 4.13] el
Total events g i
Heterogeneity: Mot applicable
Test for owverall effect: Z= 087 (P =0.33)
3.3.3 Galantamine {mild to moderate AD)
Shao 2015 3] 22 i 22 333% 1.20[0.43, 3.36] t
Subtotal (95% Cly 22 22 33.5% 1.20 [0.43, 3.36]
Total events 3] i
Heterogeneity: Mat applicable
Test for overall effect Z=035 (FP=0.73)
Total {95% CI) 66 66 100.0% 1.40 [0.79, 2.47] -
Total events 21 15

Heterogeneity, Chi*= 016, df= 2 (P=0492) F=0%

10

01

o N 0.01 100
Testfor overall eﬁec.t. Z=1.16(F - 025 Fawours memantine  Favours co-prescription
Testfor subaroup differences: Chif= 016, df =2 (P=092), F=0%
H.7.2.5 Cholinesterase inhibitor withdrawal
MMSE
Wittt awial Continuation Mean DifTerence Mean Differ ence
Study or Subgroup  Mean  SD Tolal Mean SD Tolal Weight I, Random, 946% CI I, Random, 95% CI
1.1.1 mnder ate
Howeand 201 2 -704 367 26 -332 455 I8 303®  -3T2582-1.53 —
Subtotal (95% CIj 26 MBI RT2[5092, 152 i
Hetarogeneity. Mot applicable
Tiest for cvierall @fect 2= 3.32 (F = 0.000%)
1.1.2 moderate to severe
Herrmann 2016 -1 4 19 07 I N Me% 170393 053 —_—
Subtotal (95% Cij 19 M OH0%  AT0[-3.93 053] i
Hataraganaity. Not applicable
Test for overall efect 2=149 (F=014)
1.1.3 severe
Horweand 201 2 482 208 I8 41 I 26 FaT% <051 F1.93 001) -l
Subtotal (95% CI i) A6 3% W05 [-1.03, 0.91] -
Heterogeneily. Mol applicable
Testfor overall effact Z= 0070 (= 0.48)
Taotal (95% C1) 73 75 10000 1,84 [-3.74, 0.06] i
Heterogenaity, Tau™= 1.84; Chit= 581, df= 2 (P = 0,05); F = 66% 0 5 5 3 0

Test for overall effect Z= 190 (P = 0.06)
Testfor subgroup diferences; Chi'= 581, df=2 (F=005), F= 65 6%
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H.7.3

H.7.3.1

Pharmacological management of dementia with Lewy bodies

e What is the comparative effectiveness of donepezil, galantamine, memantine and
rivastigmine for cognitive enhancement in dementia associated with Parkinson’s disease?

PDD

Cholinesterase inhibitor vs placebo: any adverse events (proportion of participants
experiencing 21)

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Donepezil
Aarsland 2002 12 14 9 12 27% 1.14 [0.77, 1.69] -
Dubois 2012 283 T 123 173 47.2% 1.06[0.94,1.18]
Ravina 2005 1 il 9 20 26% 116 ([0.62,219) T
Subtotal (95% CI) 412 205 52.5% 1.07 [0.986, 1.19] ¢
Total events 306 141

Heterogenelty, Chi®= 022, df= 2 (P = 0.89), *= 0%
Testfor averall effect 2= 116 (F = 0.24)

1.1.2 Rivastigmine

Ermre 2004 303 362 127 179 47.5% 1.18[1.08, 1.31] | ]

Subtotal (95% CI) 362 179 47.5% 1.18 [1.06, 1.31] *

Total events 303 127

Heterogeneity. Mot applicable

Test for overall effect 2= 311 (P =0.002)

Total (95% CI) 774 384 100.0% 1.12[1.04, 1.21] +

Total events 609 268

H itw: h ol = T: P = N |}: I | + i
eterogeneity: Chi*= 2.06, d'= 3 (P = 0.56); 0% b0 02 : 20

Testfor overall effect: £= 2.97 (P = 0.003)

. . Favours medication Favours placebo
Testfor subaroup differences: Chi*= 1,78, df=1 (P=018), F= 43.9%

Cholinesterase inhibitor vs placebo: serious adverse events (proportion of
participants experiencing 21)

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.2.1 Donepezil
Duboig 2012 67 377 22 173 4949% 1.40[0.89, 2.18] T
Subtotal (95% CI) 377 173 49.9% 1.40 [0.89, 2.18] -
Tatal events 67 22

Heterogeneity: Mot applicahble
Testfor overall effect Z=147 (P=014)

1.2.2 Rivastigmine

Ermre 2004 47 362 26 178 A01% 0.89[0.57,1.39] 1
Subtotal (95% CI) 362 179 50.1% 0.89 [0.57, 1.39]
Total events 47 26

Heterogeneity: Mot applicable
Testfor overall effect 7=049 (P =062)

Total {95% Cly 730 352 100.0% 1.12[0.72,1.73] -
Total events 114 48

Heterogeneity: Tau®= 0.05; Chi*=1.94, df=1 (P = 0.16), F= 458%
Testfor overall effect 7=049 (P =062)
Test for subaroup differences: Chi®=1.93, df=1 {P=016), F= 48.3%

0.05 0z 5 20
Favours medication  Favours placebo

© NICE 2018. All rights reserved. See Notice of rights


https://www.nice.org.uk/terms-and-conditions

Cholinesterase inhibitor vs placebo: adverse events requiring treatment withdrawal

(proportion of participants experiencing) — forest plot

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 Donepezil
Aarsland 2002 2 14 0 12 1.2% 4.33[0.23,82.31] *
Cubois 2012 58 T 19 173 57.5% 1.40[0.86, 2.28] -
Subtotal (95% CI) 391 185 58.7% 1.46 [0.91, 2.35] -
Total events &0 19
Heterogeneity Chi#= 055, df=1 (P = 0.46); F=0%
Testfor averall effect Z= 155 (F=012)
1.3.2 Rivastigmine
Emre 2004 62 362 14 179 41.3% 2.19[1.26, 3.80] ——
Subtotal (95% CI) 362 179 41.3% 2.19[1.26, 3.80] -~
Total events 62 14
Heterogeneity, Mot applicable
Testfor overall effect Z= 2.79 (F = 0.005)
Total (95% CI) 753 364 100.0%  1.76[1.23, 2.53] -
Total events 122 33
Heterogeneity, Chif=1.81, df= 2 (P = 0.40); F= 0% k f f {
Teslfa?werzleﬂecl:zz 3:.03 cpiuuaz) g 0.0s ) 02 it . 5 0
N - Favours medication Favours placebo
Testfor subagroup differences: Chi®=1.19,df=1 (P=028), F=15.7%
Cholinesterase inhibitor vs placebo: hallucinations (proportion of participants
experiencing) — forest plot
Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 Donepezil
Dubnis 2012 18 arv 14 173 458% 0.59[0.30,1.16] ——
Subtotal (95% CI) 377 173 45.8%  0.59[0.30, 1.16] ~elf-
Total events 18 14
Heterogeneity: Mot applicable
Test for averall effect Z=1.83{P=013)
1.4.2 Rivastigmine
Ermre 2004 17 362 17179 94.2% 0.49[0.26, 0.93] ——
Subtotal (95% CI) 362 179 54.2%  0.49[0.26, 0.95] e
Total events 17 17
Heterogeneity: Mot applicable
Testfor averall effect Z= 213 {F=0.03)
Total (95% CI) 739 352 100.0%  0.54 [0.34, 0.86] il
Total events 35 kil
Heterogeneity: Chi*=0.14, df=1 {P=0.71); F= 0% I f t {
Testfﬂ?uvergll effect Z= ZZ:.EIJ (F'i 0.009) ’ 0.05 D'.2 P~ — 5 a
A - Favours medication Favours placeho
Test for subgraup diffierences: Chi*= 014, df=1 {P=071), F=0%
Cholinesterase inhibitor vs placebo: MMSE
Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.5.1 Donepezil
Aarsland 2002 228 3T 12 21 |3 12 1.4% 1.80[1.72 5837 I
Dubois 2012 22874 3.009 386 21427 3009 170 57.4% 1.55[1.00,2.09] k 3
Ravina 2005 245 32 14 225 3.7 14 3.5% 2.00[-0.20,4.20] T
Subtotal (95% Cl) 1117 201 62.3% 1.58[1.06,2.10] L 2
Heterogeneity: Chif= 017, df=2{P=0892), F=0%
Testfor overall effect: Z= 593 (P = 0.00001)
1.5.2 Rivastigmine
Emre 2004 0.8 38 335 -0.2 345 166 3T.7%  1.00[0.33,1.67] L
Subtotal (95% CI) 335 166 37.7% 1.00[0.33, 1.67] L 2
Heterogeneity: Mot applicable
Testfor overall effect Z=2.92 (P=0.003)
Total (95% CI) 752 367 100.0% 1.36[0.95, 1.77] [
Heterogeneity: Chi®=1.895, df= 3 (P =0.58), F=0% '—10 -5 o é 10'

Test for overall effect: £= 6.48 (P = 0.00001)
Testfor subaroup differences: Chif=1.78,df=1 (P=0.18), F= 43.8%

© NICE 2018. All rights reserved. See Notice of rights

Favours placebo  Favours medication


https://www.nice.org.uk/terms-and-conditions

Cholinesterase inhibitor vs placebo: ADAS-cog

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Stuidy or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.6.1 Donepezil
Duhois 2012 19.77 10165 341 2122 10165 166 357% -1.45[3.34 0.44] — &
Ravina 2005 225 6.9 19 244 9.4 19 46%  -1.90[7.14 3.34]
Subtotal (95% CI) 360 185 40.3% -1.50 [-3.28, 0.27] i
Heterogeneity: Chi®=0.03, df=1{P=0.87), F=0%
Test for overall effect Z=1.66 (F=0.10)
1.6.2 Rivastigmine
Emre 2004 -21 8.2 328 07 7A 161 597% -280[4.26-1.34] ——
Subtotal (95% CI) 329 161  59.7% -2.80[-4.26, -1.34] il
Heterogeneity: Mot applicable
Test for overall effect: Z=3.76 (P = 0.0002)
Total (95% CI) 689 346 100.0% -2.28[-3.40,-1.15] S -
Heterogeneity: Chif=1.25 df=2{(P=0453), F=0% '—1D _-5 b é 10'

Testfor overall effect: Z2=3.96 (P = 0.0001)

Test for subaroup differences: Chi*f=1.23,df=1 {P=027).F=186%

Cholinesterase inhibitor vs placebo: MDRS (total score)

Favours medication Favours placebo

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% C1
1.7.1 Donepezil
Ravina 2005 108.3 1713 19 10845 182 19 440% -020[11.44,11.04]
Subtotal (95% CI) 19 19 44.0% -0.20[-11.44, 11.04]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.03 (P =047
1.7.2 Rivastigmine
Emre 2004 5.79 1299 16 -042 1354 12 56.0% 6.21 [-3.75,16.17] —
Subtotal (95% CI) 16 12 56.0%  6.21[-3.75, 16.17] ——nEIR—
Heterogeneity: Mot applicable
Testfor overall effect £=1.22 (P=0.22)
04 LT
Total (95% CI) 35 31 100.0%  3.39 [-4.06, 10.84] ?—I

Heterogeneity, Chi®= 070, df=1 (P=0.40); F= 0%
Testfor overall effect Z=0.89 (P =0.37)

Testfar subgroup differences: Chi*=0.70,df=1 (P = 0400, F=0%

Cholinesterase inhibitor vs placebo: global function

-20

-10 0 1l
Favours placeho

Favours medication

Cholinesterase inhibitor Placeho Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.15.1 Donepezil
Aarsland 2002 3.3 ng 12 41 08 12 2.3% -0.91 [-1.76,-0.08]
Dubois 2012 365 1.2 347 39 1.27 170 48.0% -0.20 [-0.39,-0.02] L
Ravina 2005 3.48 077 19 3495 085 19 38% -0.45[-1.09, 0.20] T
Subtotal (95% CIy 378 201 54.2% -0.25[-0.42, -0.08] ¢
Heterogeneity: Chi®= 290 df=2 {P=0.23);, F=31%
Testfor averall effect 2= 2.84 (P=0.0058)
1.15.2 Rivastigmine
Ernre 2004 38 1.4 329 43 15 165 458% -0.35 [-0.54,-0.16] =
Subtotal (95% CI) 329 165 45.8% -0.35[-0.54, -0.16] L ]
Heterageneity: Mot applicable
Testfor averall effect 2= 3.62 (P=0.0003)
Total (95% CI) 707 366 100.0% -0.30[-0.42, -0.17] []
Heterogeneity: Chi= 246, df= 3 (P = 0.33); F=13% 54 52 ) é i

Testfor overall effect 2=4.54 (P = 0.00001)

Testfor subgroup differences: Chi*= 056, df=1 (P = 0.46), F= 0%

© NICE 2018. All rights reserved. See Notice of rights
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Cholinesterase inhibitor vs placebo: global response (at least minimal improvement)

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.16.1 Donepezil
Aarsland 2002 ] 12 2 12 1.3% 2.50[0.60, 10.48]
Dubnis 2012 185 347 68 170 &7.6% 1.12[0.90,1.39] t
Subtotal (95% CI) 359 182 58.8% 1.15[0.92, 1.42]
Total events 160 Ta
Heterageneity: Chi*=1.20, df=1 (P = 0.27), F=16%
Testfor overall effect 2=1.24 (F=021)
1.16.2 Rivastigmine
Ermre 2004 134 324 49 165 4#1.2% 1.37 [1.05,1.79] ——
Subtotal (95% CI) 329 165  41.2% 1.37 [1.05, 1.79] <
Total events 134 49
Heterageneity: Mat applicahle
Testfor overall effect Z=2.31 (F=0.03
Total (95% CI) 688 347 100.0% 1.24[1.05, 1.47] &>
Total events 284 119
_I?etnta;ugeneltyl:l C;| T;ESE ig:SEPD:D?.S'I); F=15% 05 0= s o0

Estioroveral eect. 2= 2 ( T ) Favours placebo  Favours medication
Testfor subgroup differences: Chif=1.04, df=1 (P=031), F= 4.0%
Cholinesterase inhibitor (donepezil) vs placebo: CIBIC+

Cholinesterase inhibitor Placebho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight NI, Random, 95% CI IV, Random, 95% CI
1.17.1 Donepezil
Aarsland 2002 3.3 0.9 12 41 08 12 323% -080[1.48-012] ——|
Dubois 2012 3.65 1.2 347 38 127 70 BY7%  -0.25[0.48,-002)]
Subtotal (95% CI) 359 182 100.0%  -0.43[-0.93, 0.08]
Heterogeneity: Tau®= 008, Chi®=2.25, df=1 {F=013), F= 56%
Test for averall effect Z=1.66 (P =0.10)
Total (95% CI) 359 182 100.0%  -0.43[-0.93,0.08]
Heterogeneity: Tau® = 0.08; Chi*= 225, df=1 (P = 013; F= 56% 54 52 5 é 31
Testfor overall eﬁec_t: Z=166(F=01 U_) Favours medication Favours placeho
Test for suboroup differences: Mot apnlicable

Cholinesterase inhibitor vs placebo: ADL (different measures)
Favours placebo Placeho Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fized, 95% Cl IV, Fixed, 95% CI
1.21.1 Donepezil
Dubois 2012 0 14386 351 -2.26 14386 170 51.0% 016 [-0.03, 0.34] ril—
Subtotal (95% CI) 351 170 51.0% 0.16 [-0.03, 0.34] o
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.68 (P =0.08)
1.21.2 Rivastigmine
Emre 2004 -1 12.6 333 -38 103 165 49.0% 0.21 [0.02, 0.40] ——
Subtotal {95% CI) 333 165  49.0% 0.21 [0.02, D.40] £ 3
Heterogeneity: Mot applicahble
Testfor overall effect: Z= 220 (F=0.03)
Total (95% CI) 684 335 100.0% 0.18 [0.05, D.31] L 3
Heterogeneity: Chif= 016, df=1 (P = 0.6 F= 0% 5_2 51 5 15 25

Testfor overall effect: Z=2.74 (P = 0.00&)
Testfor subaroup diferences: Chi*= 016, df=1 (P = 0.69), F= 0%
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Cholinesterase inhibitor vs placebo: NPI-10 item

Cholinesterase inhibitor Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.26.1 Donepezil
Dubois 2012 11.711 10,32 354 13085 1032 170 506% -1.34[3.23 054 —
Subtotal (95% CI) 354 170 50.6% -1.34[-3.23, 0.54] L
Heterogeneity: Mot applicable
Testfor overall effect Z=1.40 (P =0.16)
1.26.2 Rivastigmine
Ernre 2004 -2 10 334 0 104 166 494% -2.00[-3.91,-009] —
Subtotal (95% CI) 334 166  49.4% -2.00[-3.91,-0.09] i
Heterogeneity: Mot applicable
Testfor overall effect. £=2.05 (P = 0.04)
Total (95% CI) 688 336 100.0% -1.67[-3.01,-0.32] . 3
Heterngeneity: Chi®= 023, df=1 (P = 061 F= 0% 5_20 _150 B 150 205

Testfor overall effect Z=2.43 (P =0.01}
Testfor subgroup differences: Chi*=0.23, df=1 (P =063, F=0%

Cholinesterase inhibitor vs placebo: UPDRS lli

Favours medication Favours placebo

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
1.27.1 Donepexzil
Aarsland 2002 38 16.4 12351 841 12 41.9% -330[13.14,6.54] —
Ravina 2005 40.3 13.6 21 405 137 20 581% -0.20[-8.56, 8.16] f
Subtotal (95% CI) 33 32 100.0% -1.50([-7.87, 4.87]
Heterogeneity: Chi*=0.22 df=1{F = 0.64); F= 0%
Test for overall effect: 2= 0.46 (P = 0.64)
Total (95% CI) 33 32 100.0% -1.50[-7.87, 4.87]

Heterogeneity: ChiF=0.22, df=1 (P =064), F=0%
Test for overall effect: 2= 046 (P = 0.64)
Testfar subgroup differences: Mot applicable

Memantine vs placebo: any adverse events (proportion of participants experiencing

-

, , | |
20 10 0 10 20
Favours medication Favours placeho

>1)
Memantine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Ermre 2010 28 62 26 58 T7.2% 1.01 [0.68, 1.50]
Leroi 2009 6 11 9 14 228% 0.85[0.44, 1.65] —
Total (95% CI) 73 72 100.0% 097 [0.69, 1.37] -
Tatal events 34 35
Het ity Chi*=019, df=1 (P = 0.66); F= 0% , } 4 {
Te ?;u?anelty]'[ TT| oo D. il PE b &), 0.0s 0.2 5 20
estior overall eflect == P= Favours medication Favours placebo
Memantine vs placebo: ZBI
Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD_Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Erre 2010 -05 120003 B0 2.4 118491 56 TB.4% -2.90[7.26,1.46] —
Leroi 2009 295 B5 11 345 116 14 236% -500[-12.84, 284] —_—
Total (95% Cl) 71 70 100.0% -3.40[-7.21,0.42] e
Heterogeneity; Chi*= 0,21, df= 1 (P = 0.65); = 0% L f + {
. _ -20 -10 0 10 20
Testfor overall effect Z=1.75 (P = 0.08) Favours medication Fawvours placebo
Memantine vs placebo: UPDRS llI
Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
Emre 2010 1.5 96776 60 1 100821 A6 B0.2% 050310 4.10]
Lerai 2009 243 a8 10 218 91 14 19.8% 2.40[-4.84 964]
Total (95% CI) 70 70 100.0% 0.88[-2.35,4.10]

Heterogeneity: Chi®= 0.21, df=1 (P = 0.65); F=0%
Testfor overall effect: £= 053 (P = 0.59)
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H.7.3.2 DLB

Cholinesterase inhibitor vs placebo: any adverse events (proportion of participants
experiencing 21)

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.1.1 Donepezil
lkeda 2015 64 98 kil 46 340%  099[0.77,1.26)
Mori 2012 a3 105 24 34 204% 112088 147
Subtotal (95% CI) 201 80 63.3%  1.05[0.88, 1.25]
Tatal events 147 55
Heterogeneity. Chi*= 0.51, df=1 (P = 0.48), F= 0%
Testfor overall effect Z= 0.56 (P = 0.58)
4.1.2 Rivastigmine
Mekeith 2000 54 54 46 61 367% 1.21[1.03,1.43] el
Subtotal (95% CI) 59 61  36.7%  1.21[1.03, 1.43] L 3
Total events 54 46
Heterogeneity. Not applicable
Testfor overall effect 2= 2.33 (P = 0.02)
Total (95% CI) 260 141 100.0%  1.11[0.98, 1.25] »
Total events m 10
Heterogeneity, Chi*= 2.00, df= 2 (P = 0.37), P = 0% 'U.EIS B.'E 5

Testfor overall eflect Z=1.67 (F=010)

’ . Favours medication Favours placebo
Testfor subgroup differences: Chif=1.44 df=1 (P=023), F= 30.8%

Cholinesterase inhibitor vs placebo: serious adverse events (proportion of
participants experiencing 21)

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Ewvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.2.1 Donepezil
|keda 2015 5 96 5 46 38.3% 0.48[0.15, 1.57] —
Mori 2012 8 105 2 31 171% 1.301(0.29,5.81)
Subtotal (95% CI) 201 80 554%  0.73[0.30, 1.81] e —
Total events 13 7

Heterogeneity Chi*=1.04, dfi=1 FP=031) F=4%
Test for overall effect: Z= 0.68 (P = 0.50)

4.2.2 Rivastigmine
Mchkéeith 2000 10 59 8 Bl 44B%  1.29[0.55, 3.05) — 1
Subtotal (95% CI) 59 61 44.6% 1.29 [0.55, 3.05] *
Total events 10 g
Heterogeneity: Mot applicable
Testfor overall effect Z= 0.59 (P = 0.56)

i

Total (95% CI) 260 141 100.0%  0.98[0.53, 1.82]
Total events 23 15

Heterogeneity: Chi*=1.92, df= 2 (P = 0.38); F= 0% =uus cr:z 5
Test for overall eﬁec,t Z=0.06 (P =0.35) Favours medication Favours placebo
Test for subgroup differences: Chif= 080, df=1 {(P=0237) F=0%
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Cholinesterase inhibitor vs placebo: adverse events requiring treatment withdrawal

(proportion of participants experiencing)

Cholinesterase inhibitor Placebo

Risk Ratio

Risk Ratio

Study or Subgroup EBvents Total Eweits Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.3.1 Donepezil

Ikeda 2015 11 96 5 46 34.3% 1.05 [0.39, 2.86]

Mori 2012 7 105 4 34 30.7% 0.57[0.18,1.82)

Subtotal (95% CI) 201 80 65.0%  0.82[0.39, 1.74]

Total events 18 a

Heterogeneity: Chi*= 0,63, df=1 (P=043);F= 0%

Test for overall effect Z=0.51 (P = 0.61)

4.3.2 Rivastigmine

Mckeith 2000 7 59 T 61 350% 1.03[0.39, 2.77)

Subtotal (95% CI) 59 61 35.0% 1.03 [0.39, 2.77]

Tolal events 7 7

Heterogeneity: Mot applicable

Test for overall effect Z= 0,07 (P =0,95)

Total (95% CI) 260 141 100.0%  0.90 [0.49, 1.63] e
Total events 25 16

Heterogeneity: Chi¥= 0.78, df= 2 (F = 0.68), F = 0%

0.2 5

D05 20
Testfor overall effect Z= 036 (P =072 " /i
Testfor subgroup differences: ChiF= 013, df=1 (P=072), F=0% Faours medication Favours placebo
Cholinesterase inhibitor vs placebo: MMSE

Cholinesterase inhibitor Placeho Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.4.1 Donepezil
lkeda 2015 1.817 31577 94 0B 3 44 M8%  1.22[012,2.31] ——
Wiori 2012 2,299 34988 103 -04 27 MOIET%R 2T0[1.53, 3.87] ——
Subtotal (95% CI) 197 75 785% 1.91[1.11,2.71] 8
Heterageneity: Chi®= 3.30, df=1 (P =007, F=70%
Testfar averall effect: 2= 4 B9 (P < 0.00001}
4.4.2 Rivastigmine
Mekleith 2000 0.67 4.26 A9 -047 426 61 214% 1.24[0.28 276 T
Subtotal (95% CI) 59 61 21.5% 1.24[-0.28, 2.76] e
Heterogeneity: Mot applicable
Testfor overall effect Z=1589 (P=011)
Total (95% CI) 256 136 100.0% 1.77 [1.06, 2.47] &»
Heterageneity: Chi®= 3.89, df= 2 (P = 0143 F= 49% 5_1 P 55 : é 10:

Testfor overall effect £= 4 .90 (P = 0.00001)
Testfor subgroup differences: Chi*= 058, df=1 (P=045, F=0%

Cholinesterase inhibitor (donepezil) vs

placebo: ZBI

Favours placebo  Favours medication

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SO Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.7.1 Donepexzil
Ikeda 2015 -28562 122368 96  -01 1221 46 538%  -2T7G[7.05 1.54] —
Mori 2012 -23116 141638 95 42 104 3 4B.2% -6.51 F11.15,-1.87] ——
Subtotal (95% CI) 191 7 100.0% -4.49[-7.64,-1.34] <
Heterogeneity. Chi*= 1.36, df=1 (P = 0.24), F= 26%
Testfor overall eflect: Z= 2.79 (P = 0.005)
Total (95% CI) 191 7 100,0% -4.49[-7.64,-1.34] i
Heterogeneity, Chi®=1.36, df=1 (P = 0.24); F= 26% En T " H

Testfor overall effiect: Z= 2.75 (P = 0.005)
Testfor subgroun differences: Mot applicable
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Cholinesterase inhibitor vs placebo: NPI-10 item

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Stuscly or Subgroup Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% C1
4.9.1 Donepezil
Mari 2012 -38312 B147 102 -03 85 32 #16% -359[6.93,-0.25 ——
Subtotal (95% CI) 102 32 416% -3.59[-6.93,-0.25] e ot

Heteragengity: Mol applicable
Testfor overall effact 7= 211 (P=0.04)

4.9.2 Rivastigmine

Mekeillh 2000 -25 8.4 58 -08 7.3 61 584% -1.70F452,117 —r
Subtotal (95% CI) 59 61 58.4% -1.70[-4.52, 1.12] e
Heterogeneity; Mot applicable

Test for overall efect Z= 118 (P=0.24)

Total (95% CI) 161 93 100.0% -2.49[-4.64,-0.33] R
Heterogeneity: Chi*= 0.72, df=1 (P=040); F= 0% F —F }
Test for overall effect 2= 226 (P=0.02) 0 1o 0 0 n

Favours medication Favours placebo
Test for subgroup differences; Chit*= 072, dl=1 (P=040), F=0%

Cholinesterase inhibitor vs placebo: NPI-4 item

Chelinesterase inhibitor Placebo Mean Difference Mean Difference
Stucly or Subgroup Mean S0 Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
4.9.1 Donepezil
Wori 2012 -38912 8147 102 -03 85 32 #1.6% -3509[6.93,-0.15 ——
Subtotal (95% I 102 32 416% -3.59[-6.93,.0.25] o

Heterogeneity. Mot applicable
Test for overall effect Z= 211 (P=0.04)

4.9.2 Rivastigmine

Wekeith 2000 25 8.4 59 -08 7.3 Bl 584% -1.70F4.52,117 ——-

Subtotal (95% Cl) 59 61 584% -1.70[-4.52, 1.12] i

Heterogenaity; Mot applicable

Test for overall effect 2= 1,18 (P=024)

Total (95% CI) 161 93 100.0% -2.49[-4.64,-0.33] L 2

Heterogeneity, Chi*= 0.72, df= 1 (= 0.40); F= 0% e o 5 i 0

Test for overall efect 2= 2.26 (P = 0.02)

Favours medication Favours placebo
Test for subgroup diferences, Chi*= 072, dl=1 (P=040), F= 0%

Cholinesterase inhibitor (donepezil) vs placebo: NPI-2 item

Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean sSD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
4.10.1 Donepezil
Ikeda 2015 -2.3255 4519 94 -2 432 44 519% -033}1.87,1.22)
Mor 2012 -3.3343 50689 102 1.1 &7 32 481%  -443[664,-2.23] ——
Subtotal (95% CI) 196 76 100.0%  -2.30[-6.32, 1.72]

Heterogeneity: Tau® = 7.50; Chi®= 595, df =1 (P = 0.003), F=89%
Testfor overall effect Z=1.12 (P = 0.26)

Total (95% CI) 196 76 1000%  -2.30[-6.32, 1.72]

Heterogeneity: Tau® = 7.50; Chi*= 8.95, df= 1 (P = 0.003), F= 89%
Testfor overall effect Z=1.12 (P =0.26)
Testfor subaroup differences: Not applicable

-20 -10 0 10 20
Favours medication Favours placebo

Cholinesterase inhibitor (donepezil) vs placebo: UPDRS Il

Cholinesterase inhibitor Placeho Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.11.1 Donepexzil
Ikeda 2015 -06281 6.2929 96 -0.9 B2 46 423% 0.27[1.89,244)
Mori 2012 -066G7 65098 99 07 38 31 577% -1.37[322,049)
Subtotal (95% CI) 195 77 100.0% -0.67[-2.08,0.73]

Heterogeneity: Chi®=1.27, df=1 (P = 0.26), F= 1%
Testfor overall effect Z= 0.94 (P = 0.35)

Total {95% CI) 195 77 100.0% -0.67 [-2.08, 0.73]

Heterogeneity, Chi®= 1,27, df=1 (P = 0.26); P= 21%
Testfor overall effect Z= 0.34 (P = 0.35)
Test for subgroup differences: Mot applicable

20 Ao 0 10 20
Favours medication Fawours placebo
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H.7.3.3 Mixed population (PDD or DLB)

PDD/DLB - cholinesterase inhibitor vs placebo: any adverse events (proportion of
participants experiencing 21)

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.1.1 PDD
Aarsland 2002 12 14 ] 12 20% 114 077, 1.649] T
Dubais 2012 283 iy 123 173 381% 1.06 [0.94,1.18] L
Emre 2004 303 362 127 173 383% 118 [1.06,1.31] =
Rawina 2005 11 il ] 0 19% 116 062, 2.19] 1
Subtotal (95% CI) 774 384 T43%  1.12[1.04,1.21] (]
Total events 604 268

Heterageneity: Chi®= 2.06, df=3 (F = 0.86); F= 0%
Testfar overall effect =2 87 (F = 0.003)

6.1.2 DLB

lkeda 2015 64 a6 kil 46 8.T% 0.95 [0.77,1.26] -
hckeith 2000 a4 a4 45 61 9.4% 1.21[1.03,1.43] "
hari 2012 a3 104 24 34 7.A8% 1.12[0.83,1.42] T
Subtotal (95% CI) 260 141 25.7% 1.11[0.98, 1.25] »
Total events 20 101

Heterogeneity: Chi#= 2.00, df= 2 (P = 0.37); F= 0%

Testfor overall effect Z=1.67 (F=0.10)

Total (95% CI) 1034 525 100.0% 1.12 [1.05, 1.19] (]
Total events a10 364

Heterageneity: Chit= 4.00, df = 6 (P = 0.68); F= 0% =D Py 052 :55 205

Test for overall effect 2= 3.41 (P =0.0007})

) - Favours medication Favours placebo
Testfor subgroup differences: Chi*= 001, df=1 {P=090), F=0%

PDD/DLB - cholinesterase inhibitor vs placebo: serious adverse events (proportion of
participants experiencing 21)

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.2.1 PDD
Dubois 2012 67 3FT 22173 364% 1.40[0.89, 2.18] T
Ernre 2004 47 362 6 179 421% 0.85 [0.47,1.39] At
Subtotal (95% Cl) 739 352 78.6%  1.13[0.82, 1.54]
Tatal events 114 LR

Heterogeneity Chi*=1.94, df=1 (P=016); F= 48%
Testfor averall effect Z=0.75 (F=0.45)

6.2.2 DLB

Ikeda 2015 5 96 5 46 8.2% 0.48[0.145,1.587] e
Mckeith 2000 10 549 g g1 9.48% 1.28 [0.54, 3.09] I e —
Mori 2012 ] 105 2 34 3T 1.30[0.29, 5.81]

Subtotal (95% Cl) 260 141 21.4%  0.98[0.53, 1.82] i
Total events 23 14

Heterogeneity: Chi*=1.92 df=2 {(P=038); F=0%
Testfor averall effect: 7= 0.0 (F = 0.99)

Total (95% CI) 999 493 100.0%  1.10[0.83, 1.45] <

Total events 137 63

?etﬂogenew;:l CQI T;?Dﬂ gf;:EPD:Sg.AH); F=0% s o : 0
estioroverall etecl = = L. ( s ) Favours medication Favours placebo

Testfor subgroup differences: Chif=014, df=1 (P = 0.68), F=0%
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PDD/DLB - cholinesterase inhibitor vs placebo: adverse events requiring treatment

withdrawal (proportion of participants experiencing)

Cholinesterase inhibitor Placeho Risk Ratio Risk Ratio
Study or Subgroup Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.3.1 PDD
Aarsland 2002 2 14 i 12 0.8% 4.33[0.23, 82.31] 4
Dubois 2012 58 v 19 173 401% 1.40[0.86, 2.28] T
Emre 2004 G2 362 14 179 28.8% 2191[1.26, 3.80] —
Subtotal (95% CI) 753 364 69.7% 1.76 [1.23, 2.53] -
Total events 122 33
Heterageneity, Chi*=1.81, df= 2 (F=0.40); F=0%
Test for overall effect Z=3.08 (P=0.002)
6.3.2 DLB
lkeda 2014 11 £l ] 46 10.4% 1.05[0.38, 2.86] -
Mckeith 2000 7 59 7 61 10.6% 1.03[0.38,2.77] —
Mari 2012 7 105 4 34 9.3% 0.57 [0.18,1.82] —_— T
Subtotal (95% CI) 260 141 30.3%  0.90[0.49, 1.63] e
Total events 28 16
Heterogeneity: Chi*= 078, df=2 (P =0.68); F= 0%
Test for overall effect Z=0.36(F=0.72)
Total (95% CI) 1013 505 100.0% 1.50[1.10, 2.04] <
Total events 147 49
Heterogeneity: Chi®= .09, df=5 (P =0.30); F=18% f f f 1
Testfn?over}:fll effact 7= QI.ED (Pi 0.00a) s 0.08 , D'.2 it U 5 2
) ) Favours medication Favours placebo
Testfaor subgroup differences: Chi*= 361, df =1 (P = 0.06), F=72.3%
PDD/DLB - cholinesterase inhibitor vs placebo: MMSE
Cholinesterase inhibitor Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.4.1 PDD
Aarsland 2002 228 a7 12 21 ] 12 1.0% 1.80[1.72 532 —
Dubois 2012 224974 3.008 386 21427 3009 170 428% 1.55[1.00 2.09] -
Erre 2004 0.8 38 335 -0.2 358 166 281% 1.00[0.33,1.67] -
Ravina 2005 248 3.2 14 224 T 14 2.6% 2.00[-0.20, 4.20] b
Subtotal (95% CI) 752 367 74.7% 1.36[0.95, 1.77] L 2
Heterogeneity: Chif=1.95 df=3 (P =0.58), F=0%
Test for overall effect £= 6.48 (P = 0.00001)
6.4.2 DLB
lkeda 20158 1.817 31877 94 0.6 3 44 10E6% 1.22[012, 2.31] —
McKeith 2000 0.67 426 59  -0.87 436 g1 5.4% 1.24[-0.28 2.76] T
ori 2012 2299 344988 103 -0.4 27 )| 93% 2.70[1.53 3.87] —
Subtotal (95% CI) 256 136 25.3% 1.77[1.06, 2.47] L 2
Heterogeneity: Chi®= 3.89, df=2 (P = 0.14); F= 49%
Test for overall effect: £=4.90 (P = 0.00001)
Total (95% CI) 1008 503 100.0% 1.46[1.11, 1.82] +
Heterogeneity, Chif= 678, di= 6 (P = 0.34); F= 12% =-1U 15 h é 1U=

Test for overall effect: £= 8.06 (P < 0.00001)
Testfor subgroup differences: Chi®= 095 df=1 {FP=0.33,F=10

PDD/DLB - cholinesterase inhibitor vs placebo: global function (different measures)

%

Favours placebo  Favours medication

Cholinesterase inhibitor Placebho Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
6.5.1 PDD
Aarsland 2002 33 IR} 12 41 (IR 12 81% -0.91 [-1.76,-0.08]
Dwbois 2012 365 1.2 347 389 127 170 306% -0.20 [-0.39,-0.02] bl
Emre 2004 38 1.4 328 43 1.5 165 304% -0.35 [-0.54,-0.18] =
Ravina 2005 3488 077 19 385 085 19 12.0% -0.45 [1.08, 0.20] T
Subtotal (95% CI) 707 366 B1.1% -0.30 [-0.45, -0.15] [
Heterogeneity: Tau®= 0.00; Chi*= 346, df= 3 (P=033); F=13%
Test for overall effect: Z=4.00 (F = 0.0001)
6.5.2DLB
Mari 2012 3.0897 11512 91 427 1197 30 18.48% -1.00 [-1.43,-0.57] ——
Subtotal (95% CI) 91 30 18.9% -1.00 [-1.43, -0.57] L
Heterogeneity: Mot applicable
Test for overall effect: Z=4.54 (P = 0.00001)
Total (95% CI) 708 396 100.0% -0.48 [-0.76, -0.21] L 2
Heterogeneity, Tau® = 0.06; Chi*= 12,87, df = 4 (P = 0.01); F= 69% 2 ? 2 4

Test for overall effect: 2= 3.45 (P = 0.0008)

Test for subaroup differences: Chi*= 8.96, df=1 (P =0.003), F=88.8%

© NICE 2018. All rights reserved. See

|
}

-4
Favours medication Favours placeho


https://www.nice.org.uk/terms-and-conditions

PDD/DLB - cholinesterase inhibitor vs placebo: global response (at least minimal

improvement)

Cholinesterase inhibitor Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.6.1 PDD
Aarsland 2002 ] 12 2 12 1.2% 2.50([0.60,10.46]
Dubois 2012 185 347 62 170 92.6% 1.12[0.90,1.29] -
Ermre 2004 134 324 49 165 3I7E% 1.37[1.05,1.79] ——
Subtotal (95% CI) 688 347 91.3% 1.24[1.05, 1.47] &
Total events 284 119
Heterageneity, Chi®=2.35,df =2 (P =0.31); F=15%
Testfor overall effect: Z=2.49 (P =0.01)
6.6.2 DLB
hiari 2012 G2 91 10 o BT% 2.041.21, 3.46] —
Subtotal (95% CI) 91 30 8.7%  2.04[1.21, 3.46] il
Total events 62 10
Heterogeneity: Mot applicahle
Test for overall effect: Z= 2.67 (P =0.008)
Total (95% CI) 779 377 100.0% 1.31[1.12, 1.54] L 2
Total events 356 124
Teettor aral et 2= 326 (= 00010 N

- ' o Favours placebo  Favours medication
Testfar subgroup differences: Chif= 316, df=1 (P=008), F= 65.4%
PDD/DLB - cholinesterase inhibitor vs placebo: NPI-10 item

Cholinesterase inhibitor Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.8.1 PDD
Dubois 2012 11.711 10.32 354 13.085 1032 170 407% -1.34[-3.23 054 —
Ernre 2004 -2 10 334 0 104 166 396% -2.00[-3.91,-0.09] —
Subtotal (95% CI) 688 336 80.3% -1.67[-3.01,-0.32] L 2
Heterogeneity, Chi®=0.23, df=1 (P=063, F=0%
Testfor overall effect Z=2.43 (P =0.01)
6.8.2 DLB
lkeda 2015 -4.4468 9.618 94 -4 995 44 11.T7% 1.95 [-1.57, 5.48] T
hickeith 2000 -f 16.2 47 1.2 107 K] 4.9%  -3.80[-9.25,1.69] —
hori 2012 -5.8088 15.3238 102 03 174 32 3.2% -6.11[-12.86, 0.64] e
Subtotal (95% CI) 243 129 19.7% -0.77 [-3.48, 1.94] 4‘-
Heterogeneity: Chi®= 5.88, df= 2 (P = 0.05); F=66%
Testfor overall effect, 2= 0.56 (P = 0.58)
Total (95% CI) 931 465 100.0% -1.49 [-2.69, -0.29] L 2
Heterogeneity: Chi®=6.45, dfi=4 (P=017); F=38% '-QD -1'0 b 1'D 20.

Testfor overall effect Z=2.43 (P =002

Testfor subgroup differences: Chi®= 0.34, df=1 (P = 0,56, F= 0%

PDD/DLB - cholinesterase inhibitor vs placebo: UPDRS llI

SD Total Weight

Mean Difference
IV, Fixed, 95% CI

Favours medication Favours placeho

Mean Difference
IV, Fixed, 95% CI

Cholinesterase inhibitor Placeho
Study or Subgroup Mean SD Total Mean
6.9.1PDD
Aarsland 2002 Ch:] 15.4 12 351 841
Ravina 2005 40.3 136 21 405 137
Subtotal (95% CI) 33
Heterogeneity: Chi®=0.22 df=1 (F=0E4), F=0%
Test for overall effect £= 046 (F = 0.64)
6.9.2DLB
lkeda 2015 -0B281 62929 96  -09 &1
Mari 2012 -0.BBEY  6.5098 99 07 38
Subtotal (95% CI) 195
Heterogeneity: Chi®=1.27, df =1 (F=026), F=21%
Testfor overall effect £=0%94 (P =0.35)
Total (95% Cl) 228
Heterageneity: Chi®=1.85, df= 3 (P = 0.67); F= 0%
Test for overall effect Z=1.02(F =0.31)
Testfor subdgraun differences: Chi®=0.06,df=1 (P =080, F= 0%

12
20
32

46

77

109

2.0%
2.7%
4.7%

40.3%
55.1%
95.3%

100.0%
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-0.67 [-2.08, 0.73]
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PDD/DLB — memantine vs placebo: any adverse events (proportion of participants

experiencing 21)

Memantine Placeho Risk Ratio Risk Ratio
Study or Subgroup  EBvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
7.1.1 PDD
Lerai 2009 4 11 ] 14 15.8% 0.85 [0.44, 1.65] — T
Subtotal (95% CI) 11 14 15.8%  0.85[0.44, 1.65] =i
Total events 4 ]
Heterogeneity: Mot applicahle
Testfor overall effect Z=048 (P=0.63)
7.1.2DLB
Emre 2010 46 96 43 99 94.2% 1.10[0.81,1.50] 1
Subtotal (95% CI) 96 99 B4.2% 1.10 [0.81, 1.50]
Total events 45 43
Heterogeneity: Mot applicahle
Testfor averall effect Z= 063 (P =0.53)
Total (95% CI) 107 113 100.0% 1.06 [0.80, 1.41] <P
Total events al a2

Heterageneity, Chi®= 0,50, df=1 {(F=048), F= 0%
Testfor overall effect Z=043 (P=0.67)

0.05

Testfor subgroup diferences: Chi*= 048, df=1 (P =0.43), F= 0%

1
T
0.z
Favours medication

5 20
Favours placebo

PDD/DLB — memantine vs placebo: serious adverse events (proportion of participants

experiencing 21)

Memantine Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Ewvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
7.2.1 PDD
Leroi 2009 1 11 1 14 8.2% 1.27[0.08,18.14]
Subtotal (95% CI) 1 14 82% 1.27[0.09, 18.14] e —
Total events 1 1
Heterogeneity, Mot applicable
Testfor overall effect: Z= 018 (P = 0.86)
7.2.2 DLB
Ermre 2010 14 96 10 93 91.8% 1.44 [0.67, 3.09] —t
Subtotal (95% CI) 96 93  91.8% 1.44 [0.67, 3.09]
Total events 14 10
Heterogeneity, Mot applicable
Testfor overall effect Z= 095 (P =0.34)
Total (95% CI) 107 113 100.0% 1.43 [0.69, 2.97] -
Total events 15 11

Heterogeneity: Chi*=0.01, df=1 (P =0.83); F= 0%
Testfor overall effect: Z= 096 (P = 0.34)

0.04

Testfor subgroup differences: Chif=0.01, df=1(P=093 F=0%
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PDD/DLB — memantine vs placebo: adverse events requiring treatment withdrawal
(proportion of participants experiencing)

Memantine Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
7.3.1DLB
Emre 2010 11 495 12 93 58.2% 0.95[0.44, 2.04]
Subtotal (95% CI) 96 99 582%  0.95[0.44, 2.04]
Total events 11 12
Heterogeneity, Mot applicahle
Testfor overall effect: Z=0.14 (P = 0.89)
7.3.2 Mixed
Aarsland 2009 7 34 ] 38 41.8% 0.87 [0.36, 2.08] —
Subtotal (95% CI) 34 38 41.8%  0.87 [0.36, 2.08] i
Total events T q
Heterogeneity, Mot applicable
Testfor overall effect Z=0.31 (P =0.748)
Total (95% CI) 130 137 100.0%  0.91[0.51, 1.63] B
Total events 18 al

Heterogeneity, Chi*=0.02, df=1 (F=0.858), F=0%

02

- N 0.05 5 20
Testfor overall effec.t. £=0.31(P y 0.78) Favours medication  Favours placebo
Testfor subgroup differences: Chi®= 002, df=1 (P =089, F=0%
PDD/DLB — memantine vs placebo: MMSE
Memantine Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.4.1PDD
Leroi 2009 199 6.3 10 208 6 14 11.8% -1.00[-6.01,4.01]
Subtotal (95% Cl) 10 14 11.8% -1.00[-6.01,4.01] ——e i ———
Heterogeneity: Mot applicable
Testfor overall effect Z=039 (F=0.70)
7.4.2 Mixed
Aarsland 2009 14 32 o -05 42 33 88.2%  1.80([0.07,3.73] t
Subtotal (95% CI) 30 33 88.2% 1.90[0.07, 3.73]
Heterogeneity: Mot applicable
Testfor overall effect Z=2.03 (F=0.04)
Total (95% CI) 40 47 100.0% 1.56[-0.17, 3.28] -
Heterogeneity: Chif=113, df=1{P=029); F=12% '—1D '5 b é 1D'

Testfor overall effect Z=1.77 (F =0.08)

Testfor subaroup differences: Chif=1.13, df=1 (F=0.28), F=11.8%

Favours placebo  Favours medication

PDD/DLB — memantine vs placebo: global function (different measures)

Memantine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI1 IV, Fixed, 95% CI
7.5.1DLB
Ernre 2010 3.5 1.4567 93 3.8 1.4885 497 TAE% -0.20 [F0.49, 0.08]
Subtotal (95% CI) 93 97  75.6% -0.20 [-0.49, 0.08]
Heterogeneity: Not applicable
Testfor overall effect Z=1.389 (P =016}
7.5.2 Mixed
Aarsland 2009 35 15 30 4.2 1.4 33 24.4% -0.46 [0.96, 0.04] —
Subtotal (95% CI) 30 33 24.4% -0.46 [-0.96, 0.04] L 2
Heterogeneity: Mot applicable
Testfor averall effect Z=1.80 (P = 0.07)
Total (95% CI) 123 130 100.0% -0.27 [-0.51, -0.02] L 2
Heterogeneity, Chi*= 0,77, df=1 (P = 0.38); F= 0% 4 2 p 2 4

Testfor overall effect Z=210{F=0.04)

Testfor subdgroup differences: Chi*= 0.77, df=1 (P =0.38), F=0%

© NICE 2018. All rights reserved. See Notice of rights
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PDD/DLB - memantine vs placebo: activities of daily living (different measures)

Memantine Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
7.6.1DLB
Ermre 2010 o 13.11m 93 -1.1 133965 97 75.3% 0.08 [-0.20, 0.37]
Subtotal (95% CI) 93 97 75.3% 0.08 [-0.20, 0.37]
Heterogeneity: Mot applicahle
Testfor averall effect: Z= 0.57 (P=0.57)
7.6.2 Mixed
Aarsland 2009 -1 6.4 30 -14 4.6 33 247% 0.27 [-0.23,0.76] =
Subtotal (95% CI) 30 33 24.7% 0.27 [-0.23, 0.76] S
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.06 (P = 0.25)
Total (95% CI) 123 130 100.0% 0.13 [-0.12, 0.38] ?

Heterogeneity: Chif= 040, df=1{P=0.53); F=0%

Testfor overall effect: Z=1.02 (F =0.31)

Testfor subgroup diferences: Chi*=0.40, df=1 (P = 0.53), F=0%

PDD/DLB — memantine vs placebo: ZBI

VA ;
Favours placebo  Favours medicatio

4
n

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.7.1PDD
Leroi 2009 295 8.5 11 345 11.5 14 17E6% -5.00[12.84, 2.84] —
Subtotal (95% CI) 11 14  17.6% -5.00 [-12.84, 2.84] R E R
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.25(F=0.21)
7.7.2DLB
Ernre 2010 -0.3 126246 93 1.8 12.9004 97 B24% -2.20[5.83,1.43] —-
Subtotal (95% CI) 93 97 824% -2.20[-5.83, 1.43] g 2
Heterogeneity: Mot applicahle
Test for averall effect: Z=118{F=0.23)
Total (95% CI) 104 111 100.0% -2.69 [-5.99, 0.60] -
Heterogeneity: Chi*= 040, df=1 (P=0453); F=0% 0 10 b 10 20

Test for averall effect: Z=1.60(F=0.11)

Testfar subaraup differences: Chi*= 040, df=1 (P=053), F=0%

Favours medication Favours placeho

PDD/DLB — memantine vs placebo: NPI (different measures)

Memantine Placeho Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.8.1DLB
Erre 2010 -2.6 13.9957 93 0.4 143889 97 T75.4% -0.21 F0.50, 0.07]
Subtotal (95% CI) 97  75.4% -0.21[-0.50, 0.07] &
Heterogeneity: Mot applicable
Testfor overall effect Z=1.47 (F=0.14)
7.8.2 Mixed
Aarsland 2009 -1.48 10.8 9 -14 106 33 246% -0.01 F0.51, 0.48] &
Subtotal (95% CI) 29 33 24.6% -0.01[-0.51, 0.49] <
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.04 (P = 0.97)
Total (95% CI) 122 130 100.0% -0.16 [-0.41, 0.08]

Heterogeneity, Chi®= 048, df =1 (P=048);F=0%

Testfor overall effect, Z=1.28 (P =0.20)

Testfor subaroup differences: Chi*=0.48, df=1 (F=0.49), F= 0%

© NICE 2018. All rights reserved. See Notice of rights

. *«

M
Favours medication Favours placebo

P


https://www.nice.org.uk/terms-and-conditions

PDD/DLB - memantine vs placebo: UPDRS lll

Memantine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
7.9.1PDD
Leroi 2009 24.3 a.8 1m0 219 4.1 14 47% 2.40[4.84 9.64] ]
Subtotal (95% CI) 10 14 4.7% 2.40[-4.84, 9.64] —eng——
Heterageneity: Mot applicahle
Testfor overall effect: Z= 065 (P =0.52)
7.9.2DLB
Erre 2010 1.2 10.1968 93 1.3 1041495 97  28.6% -0.10[-3.03 283 I
Subtotal (95% Cl) 93 97 28.6% -0.10[-3.03, 2.83]
Heterogeneity: Mot applicable
Testfor averall effect: Z= 0.07 {F = 0.95)
7.9.3 Mixed
Aarsland 2009 0.3 31 28 i 43 30 BE7%  0.30[1.62 2279 t
Subtotal (95% Cl) 28 30 66.7% 0.30[-1.62, 2.22]
Heterogeneity: Mot applicable
Test far averall effect: Z=0.31 (P = 0.76)
Total (95% CI) 131 141 100.0% 0.28 [-1.28, 1.85]

Heterogeneity: Chi®= 039, df=2 (P=082) F=0%

Testfor overall effect: 7=

0,35 (P =0.72)

Testfor subgroup differences: Chi*= 039, df= 2 (P = 0.82), F= 0%

Network meta-analyses

PDD/DLB - any adverse events — FE model

Treatment

FPlacebo
Memanting
Chl
Donepezil
Fivastigmine

RR

|
0.8

Lower values favour treatment

1

|
1.25

?

20 -10

0 10 20

Favours medication Favours placebo

95%-Cl

Differences between treatments — relative risk and 95% confidence interval

Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine | 1.05(0.80, 1.39) | N/A
Chl 1.14 (1.07,1.22) | 1.08 (0.81, 1.44) | N/A
Donepezil | 1.06 (0.97,1.16) | 1.01(0.75,1.35) | N/A | N/A
Rivastigmine | 1.19 (1.09, 1.30) | 1.13 (0.84,1.51) | N/A | 1.12(0.99, 1.27) | N/A

Quantifying heterogeneity/inconsistency:

tau? < 0.0001; |

2= 0%

Test of heterogeneity/inconsistency:

Q
1.31

d.f.
6

p.value

0.971

© NICE 2018. All rights reserved. See
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Network graph:

- Donepezil

Memantine

Rivastigmine

Placebo

PDD/DLB - serious adverse events — FE model

FPlacebo

Memantine
Chl
Donepezil
Rivastigmine

0.5 1 2 3

Loweer wvalues favour treatment

[0.69; 2.97]
[0.82: 144]
[0.82: 1.84]
[ ]

1.00
143
1.09
1.23
097 [065; 143

Differences between treatments — relative risk and 95% confidence interval

Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine | 1.43 (0.69, 2.97) | N/A
Chl 1.09 (0.82, 1.44) | 0.76 (0.35, 1.67) | N/A
Donepezil | 1.23 (0.82,1.84) | 0.86(0.37,1.98) | N/A | N/A
Rivastigmine | 0.97 (0.65, 1.43) | 0.68 (0.29, 1.55) | N/A | 0.79 (0.45, 1.38) | N/A

Quantifying heterogeneity/inconsistency:

tau? < 0.0001;

|2 =0%

Test of heterogeneity/inconsistency:

p.value

0.5087

Q d.f.
3.3 4
Network graph:

© NICE 2018. All rights reserved. See
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- Donepezil

Memantine

Rivastigmine

Placsbo

PDD/DLB - adverse events requiring treatment withdrawal — FE model

Treatment RR 95%-ClI
Flacebo 1.00
Memantine : 091 [051;162]
Chl — 145 [1.06; 1.97]
Donepezil = 122 [0.82 1.84]
Fivastigmine 183 [1.13; 2.96]
| | |
05 1 2 3

Lower values favour treatment

Differences between treatments — relative risk and 95% confidence interval

Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine | 0.91 (0.51, 1.62) N/A
Chl 1.45(1.06, 1.97) | 1.59(0.82, 3.05) | N/A
Donepezil 1.22 (0.82,1.84) | 1.34(0.66, 2.72) | N/A N/A
Rivastigmine | 1.83 (1.13,2.96) | 2.01(0.95,4.26) | N/A | 1.50 (0.80, 2.80) N/A

Quantifying heterogeneity/inconsistency:
tau? < 0.0001; I = 0%

Test of heterogeneity/inconsistency:

Q d.f. p.value

449 5 0.4819

© NICE 2018. All rights reserved. See
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Network graph:

Memantine

- Donepezil

Placebo

PDD/DLB — MMSE - FE model

Rivastigmine

Treatment MD 95%-ClI
Flacebo 0.00
Memantine 156 [-0.17, 3.28]
Chl —. 146 [1.11,1.582]
Donepezil — 168 [1.24, 2.11]
Fivastigmine —— 1.04 [043; 165]
| | | | |
-1 0 1 2 3 4

Higher values favour treatment

Differences between treatments — mean difference and 95% confidence interval

Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine | 1.56 (-0.17, 3.28) N/A
Chl 1.46 (1.11,1.82) | -0.09 (-1.85,1.66) | N/A
Donepezil 1.68 (1.24,2.11) | 0.12(-1.66, 1.90) | N/A N/A
Rivastigmine | 1.04 (0.43, 1.65) | -0.52(-2.35,1.31) | N/A | -0.64 (-1.39, 0.11) N/A

Quantifying heterogeneity/inconsistency:

tau? < 0.0001; 1> = 0%

Test of heterogeneity/inconsistency:

Q
515 ©6 0

d.f.

p.value

5243

© NICE 2018. All rights reserved. See



https://www.nice.org.uk/terms-and-conditions

Network graph:

- Donepezil

Wemantine

Rivastigmine

Placebo

PDD/DLB - global function — RE model

Treatment

Flacebo
Memantine
hl — .
Donepezil
Fivastigmine

1 1 1 1 1
-1 -08-06-04-02 0 0204

SMD 95%-ClI

.00

-031 [078 016
-0.50 [-0.81,-0.14
-056 [-093; -020
-035 [0492, 023

—_—

Lower values favour treatment

Differences between treatments — standardised mean difference and 95% confidence

interval
Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine -0.31 (-0.78, 0.16) N/A
Chl -0.50 (-0.81,-0.19) | -0.19 (-0.76, 0.37) | N/A
Donepezil -0.56 (-0.93, -0.20) | -0.25(-0.85,0.34) | N/A N/A
Rivastigmine | -0.35(-0.92, 0.23) | -0.04 (-0.78,0.70) | N/A | 0.21(-0.47, 0.90) N/A

Quantifying heterogeneity/inconsistency:
tau? = 0.1182; 1> = 70.7%
Test of heterogeneity/inconsistency:

Q d.f. p.value

© NICE 2018. All rights reserved. See
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13.63 4

0.0086

Network graph:

hemanting

- Donepexzil

Rivastigmine
Placebo
PDD/DLB - NPI — FE model
Treatment SMD 95%.-Cl
Flacebo 0.00
femantine 016 041, 0.08]
Zhl — 015 027, -0.04]
Donepezil 011 [F026 0.04]
Fivastigmine -0.271 [[0.38; -0.04]
| | I I | |

-05-04-03-02-01

0 01 02

Lower values favour treatment

Differences between treatments — standardised mean difference and 95% confidence

interval
Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine -0.16 (-0.41, 0.08) N/A
Chl -0.15 (-0.27,-0.04) | 0.01(-0.26, 0.28) | N/A
Donepezil -0.11 (-0.26, 0.04) 0.06 (-0.23,0.35) | N/A N/A
Rivastigmine | -0.21 (-0.38, -0.04) | -0.05(-0.35,0.25) | N/A | -0.10(-0.33, 0.12) N/A

Quantifying heterogeneity/inconsistency:

tau? = 0.0090; I = 24.7%

Test of heterogeneity/inconsistency:

Q d.f.

© NICE 2018. All
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531 4 0.2565

Network graph:

- Donepezil

Memantine

Rivastigmine
Placeho
PDD/DLB — UPDRS Il - FE model
Treatment MD 95%-ClI
Flacebo .00
Memantine : 028 [-[1.28 1.85]
Zhl = 0071 [F2.09 0.66]
Donepezil = -0.71 [-2.0%9 0.66]
[ [ | |

-2 - 0 1 2
L owier values favour treatment

Differences between treatments — mean difference and 95% confidence interval

Placebo Memantine Chl Donepezil
Placebo N/A
Memantine 0.28 (-1.28, 1.85) N/A
Chl -0.71 (-2.09, 0.66) | -1.00 (-3.08, 1.09) | N/A
Donepezil -0.71 (-2.09, 0.66) | -1.00 (-3.08, 1.09) | N/A N/A

Quantifying heterogeneity/inconsistency:
tau? < 0.0001; I = 0%

Test of heterogeneity/inconsistency:

Q d.f. p.value

195 5 0.8566

© NICE 2018. All rights reserved. See
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Network graph:

Donepezil

Placebo

hMemantine

PDD/DLB - UPDRS lll sensitivity analysis — FE model

For this sensitivity analysis, in the 3 studies where the UPDRS Il was measured but reported
only as “non-significant”, an effect size of 0 was assumed, and a SD imputed based on the
pooled SD from the other trials of cholinesterase inhibitors versus placebo.

Treatment MD 95%-ClI

Flacebo 0.00

Memantine = 028 [[1.28 1.85]

Chl — -0.21 [-0.95% 053]

Donepezil — T -0.34 129 061]

Fivastigmine = 0.00 [-1.18, 1.15]
| [ | |

-2 -1 0] 1 2
Lower values favour treatment

Differences between treatments — mean difference and 95% confidence interval

Placebo Memantine Chl Donepezil Rivastigmine
Placebo N/A
Memantine 0.28 (-1.28, 1.85) N/A
Chl -0.21 (-0.95,0.53) | -0.49(-2.22,1.24) | N/A
Donepezil -0.34 (-1.29,0.61) | -0.63 (-2.46, 1.21) | N/A N/A
Rivastigmine | 0.00 (-1.18, 1.18) -0.28 (-2.24,1.68) | N/A | 0.34 (-1.17, 1.86) N/A

Quantifying heterogeneity/inconsistency:
tau® < 0.0001; I = 0%
Test of heterogeneity/inconsistency:

Q d.f. p.value

© NICE 2018. All rights reserved. See
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Donepezil

248 7 0.9284
Network graph:
Memantine

Placebo

Rivastigmine
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H.7.4 Cholinesterase inhibitors and memantine for types of dementia other than
typical Alzheimer’s disease

How effective are cholinesterase inhibitors and memantine for types of dementia other

H.7.4.1

than typical Alzheimer’s disease?

Vascular dementia

Cholinesterase inhibitors versus placebo

MMSE

AChEls Placeho Mean Difference Mean Difference
Stuidy or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
1.3.1 Donepezil
Black 2003 1.319 3272 404 087 339 199 249% 075[018,1.32] —
Raman 2010 0gEs 322 B2 018 3268 3 422% 047[003, 091] i
Subtotal (95% CI) 1032 520 67.1% 0.57[0.23, 0.92] &
Heterogeneity, Chi*= 058, df=1 (P =0.45), F=0%
Test for owerall effect 2= 3.24 (P = 0.001)
1.3.2 Rivastigmine
Ballard 2008 04 344 365 -02 334 345 324%  0EBO[0A0,1.100 —=—
Wak 2007 136 a8 0 1348 6B 18 0.4% 010[-3.88, 4.08]
Subtotal (95% Cl) 385 364 329% 0.509[0.10, 1.09] <
Heterogeneity, Chi*=0.06, df=1{F=081), F=0%
Test for overall effect 2= 235 (P =0.02)
Total {(95% Cl) 1417 884 100.0% 0.58[0.30, 0.86] L 2
Heterageneity: Chif= 0.65, df= 3 {F = 0.89); F= 0% 54 52 p é i
Test far overall eﬁec.t Z=400(F d 0.0001) Favours placebn Favours ACHE
Testfor subagroup difierences: Chif=0.00, df=1 (P =0.88), F=0%

ADAS-cog

AChEls Placebho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
1.2.1 Donepezil
Black 2003 -1.778 6259 404 034 AA64 189 F34% -ZAZ[311,-1.413] —
Roman 2010 104 A826 A28 -033 42 33 HME% -071[1.41,-001] —
Wilkinson 2003 -233 53584 327 -088 526 15T 231%  -1.7S[276-0.74] —
Subtotal (95% Cly 1350 677 FB.0% -1.47[-2.37,-0.57] -"'-
Heterogeneity: Tau®=0.42; Chi®=6.09, df= 2 (P =0.08), F=67T%
Test for overall effect: 2= 319 {F = 0.001)
1.2.2 Rivastigmine
Ballard 2008 -0.7 T2 30 04 G889 338 220% -110[-215,-009] — &
Subtotal (95% CI) 360 338 220% -1.10[-2.15,-0.05] -
Heterageneity: ot applicable
Test for overall effect: £= 205 (F =0.04)
Total (95% CIj 1719 1015 100.0% -1.36 [-2.03, -0.70] L 2
Heterogeneity: Tau®= 0.24; Chi®= .22, df= 3 (P= 0.10); F= 52% 54 !2 3 é j‘

Testfor overall effect: Z=4.01 (F = 0.0001;

Testfor subgroup differences: Chis= 027, df=1 (P = 0.600, F=0%

© NICE 2018. All rights reserved. See
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ADAS-cog-11

AChEls Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I/, Fixed, 95% CI
1.1.1 Galantamine
Auchus 2007 -1.8 Aa494 367 -03 B3 3IF3 BIE% -1.40[2.38 -0.67 —.—
Small 2003 -26 B33 118 -06 B.47 BY 174% -2.00[-3.92 -0.08] e —
Subtotal (95% Ch 486 440 100.0% -1.59[-2.39,-0.78] e
Heterogeneity: Chi®=0.21, df=1 (P= 064, F=0%
Test for overall effect: Z=3.88 (P =0.0001)
Total (95% Ch 486 440 100.0% -1.59[-2.39,-0.78] e
Heterogeneity: Chif=0.21, df=1 (P = 0.64); F= 0% _54 |2 ;) é i
Test for overall eﬁec.t: Z=388(P= D.DD.D1) Fawours ACHE Favours placeho
Testfor subgroup differences: Mot applicable
EXIT-25
AChEls Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
1.14.1 Donepezil
Rarman 2010 -0.86 501 628  -0.F 484 321 808%  -016[-0.82 050
Subtotal (95% CI) 628 321 50.9% -0.16[-D.82,0.50]
Heterageneity: Mat applicakle
Test for overall effect: Z=0.48 (P = 0.63)
1.14.2 Galartamine
Auchus 2007 -24 46 363 14 5 371 491%  -1.00[-1.69,-0.31] ——
Subtotal (95% CI) 363 3f1  494% -1.00[-1.69, -0.31] e 2
Heterageneity: Mat applicakle
Test for overall effect: =282 (P =0.0048)
Total {95% CI) 001 692 100.0%  -0.57[-1.40,0.25] e
Heterogeneity, Taus= 0.23; Chi®= 2.96, df=1 (P = 0.09); F= 66% f ; t f
Testfor overall effect Z=1.36 (P=0.17) 4 -2 D 2 4
- ) " Favours AChEl Favours placebn
Testfor subdroup differences: Chif= 2,96, df=1 (P = 0.09), F=66.2%
CDR-SB
AChEls Placebho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
1.16.1 Donepezil
Elack 2003 -0.278 1774 404 012 183 199 282% -0.40[0.71,-0.09] -
Raman 2010 0os 174 E2E 003 179 3 4B7%  002[-0.22 0.26 =
Wilkingaon 2003 -07 1.862  32¥ 008 1.75 157 24.8% -0.25[-0.58, 0.08] -
Subtotal (95% CI) 1350 677 090.8% -0.17[-0.33, -0.00] L]
Heterogeneity: Chi*= 477, df=2 (P=0.089); F= 58%
Testfor averall effect Z=1.98 (P = 0.05)
1.16.3 Rivastigmine
Mak 2007 94 5.4 20 45 454 19 0.2% -010[-3.52, 3.34]
Subtotal (95% CI) 20 19 02% -0.10[-3.52,3.32] ——en N ——
Heterogeneity: Mot applicable
Testfor averall effect: Z=0.06 (P = 0.95)
Total (95% Cly 1379 696 100.0% -0.17[-0.33, -0.00] +
Heterogeneity; Chif= 4.77, df= 3 (P= 019y F= 37% 54 52 3 é ji
Testfor averall effeclt £=11858 (F':. 0.08) Favours AChEl Favaurs placebo
Testfor subagroup differences: Chi*= 0.00, df=1 (P =0.87), F=0%
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ADCS-ADL

AChEIs Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fized, 95% CI
1.7.1 Galantamine
Auchus 2007 0.7 8.8 363 1.3 94 3¥1 B1.1% -0.60[-1.92 0.74] —
Subtotal (95% CI) 363 371 611% -0.60[-1.92,0.72] et
Heterogeneity: Mot applicable
Testfor averall effect Z=0.89 (P =037}
1.7.2 Rivastigmine
Eallard 2008 -0 1127 35 -07 1114 345 38.9%  0.60[-1.05, 2.29] — T
Subtotal (95% CI) 365 345 389% 0.60[-1.05, 2.25] —agi—
Heterogeneity: Mot applicable
Testfor averall effect Z=0.71 (P = 0.48)
Total (95% Cly 728 716 100.0% -0.13[-1.16, 0.90] -*-
Heterogeneity; Chif=1.24, df=1 (P=0.27); F= 20% 54 52 3 é ji
Testfor overall effeclt Z=01245 (F':. n.am Favours placebn Favaurs AChEI
Testfor subaroup differences: Chif=1.24, df=1 (P=027), F=19.5%
IADL
AChEls Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% CI
1.10.1 Donepezil
Black 2003 -0.038 42 404 089 422 198 274% -1.03[1.86,-0.20) —
Wilkinson 2003 -0183 4035 327 027 341 1487 31.5%  -0.4a4[1.15 029 —
Subtotal (95% CI) FEd] 356 58.9% -0.70[-1.25,-0.14] <
Heterogeneity Tau®=0.01; Chi*=1.07, df=1 {F=030), F=7%
Testfor overall effect: 2= 2. 45 (F = 0.01)
1.10.2 Rivastigmine
Mok 2007 23 05 20 22 08 19 H1% 0.10[F0.32,0.52] I
Subtotal (95% CI) 20 19 4.1% 0.10[-0.32, 0.52]
Heterogeneity: Mot applicable
Testfor overall effect: Z= 047 (F =0.64)
Total (95% CI) 751 375 10000%  -0.38[-1.04,0.27] L
Heterogeneity: Tau®= 0.22; Chi*= 6.25, df= 2 (P = 0.04); F= GR% 54 =2 3 é j‘
Testfor overall effect Z= 115 (P = 0.25) Favours ACHEl Favours Placehn

Testfor subgroup differences: Chif= 498 df=1 (P=0.03), F=78.9%

ADFACS
AChEls Placeho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% CI
1.13.1 Donepezil
Elack 2003 0.37 a84a 404 168 649 199 526% -1.31[2.38,-0.24] —i—
Wilkinson 2003 -0.291 5638 166 027 464 157 4T74%  -0.56[1.68 0.56] —
Subtotal (95% CI) 570 356 100.0% -0.95[-1.73,-0.18] .
Heterogeneity: Chi®=0.90, df=1 (P =0.34); F= 0%
Testfor averall effect Z=2.42(P=0.02%)
Total {95% Cl) 570 356 100.0% -0.95[-1.73,-0.18] .
Heterogeneity; Chi*= 0.90, df=1 (P = 0.34); F= 0% 54 52 3 é ji
Testfor averall effect Z=2.42(P=0.02%) Favours AChEl Favaurs placebo

Testfor subaroup differences: Mot applicable
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NPI

AChEls Placebho

Mean Difference

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

Mean Difference
IV, Fixed, 95% CI

1.8.1 Galantamine

Auchus 2007 06 106 356 -12 101 362 949% 1.80[029 3.31] t
Subtotal (95% Cly 356 362 94.9% 1.80[0.29,3.31]
Heterogeneity: kot applicable
Testfor overall effect Z2=233 (P=002
1.8.2 Rivastigmine
Mak 2007 114 94 20 104 113 19  51% 1.00[-554,7.54]
Subtotal (95% Cl) 20 19 5.1% 1.00 [-5.54, 7.54] ——e N —
Heterogeneity, Mot applicable
Test for overall effect, Z= 030 (F=0.76)
Total (95% CI) 376 381 100.0% 1.76[0.28, 3.24] -
Heterogeneity: Chi*= 0.05, df=1 (P =0.82); F=0% |_1 0 |5 ;) % 1DI
Testfor overall effect Z2=234 (P=002 Favours AChEl Favours placeho
Test for subaroup differences: Chi*=0.05,df=1 (P=082), F=0%
Any adverse events
AChEls Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.15.1 Donepezil
Black 2003 371 404 176 199 21.6% 1.04 [0.98, 1.10] ol
Roman 2010 823 EB4B 253 326 308% 1.04 [0.97,1.11] =
Wilkinson 2003 385 423 167 193 21.0% 1.05[0.93, 112 il
Subtotal (95% CI) 1475 18 734% 1.04 [1.00, 1.08] "
Total events 12749 AHE
Heterogeneity: Chi®= 010, df= 2 (F=0.99); F=0%
Testfor overall effect Z2=213{F=0.03
1.15.2 Galantamine
Auchus 2007 301 3496 2TE 390 257% 1.07 [0.98, 1.18] ;
Subtotal (95% Cl) 396 390 25.7% 1.07 [0.98, 1.16]
Total events 30 278
Heterogeneity: Mot applicahle
Testfor averall effect £=1.480FP=013)
1.15.3 Rivastigmine
Mok 2007 12 20 10 20 0.9% 1.20 [0.68, 2.11] e
Subtotal (95% Cl) 20 20 0.9% 1.20 [D.68, 2.11] —ni
Total events 12 10
Heterogeneity: Mot applicahle
Testfor overall effect F= 063 {(P=043)
Total {95% CI) 1891 1128 100.0% 1.05 [1.01, 1.09] ]
Total events 15582 ag4
Heterageneity: Chir= 057, df= 4 (P =0.97); F= 0% lﬂ 2 D=5 é 55
Testfor overall effect: £= 2.68 (P=0.007) ’ Fa\fnﬁrs AChEl Favours placebo

Testfor subdgroup differences: Chi*= 045, df= 2 (P =080, F=0%
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Serious adverse events

AChEls Placebo Risk Ratio Risk Ratio
Study or Subgroup  Fvents Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CIl
1.12.1 Donepexzil
Black 2003 7404 0 199 16.2% 1.26 [0.86, 1.86] T
Raman 2010 94  R48 47 326 25.2% 1.01[0.73,1.39]
Wilkingon 2003 31 208 33193 13.8% 0.87 [0.56,1.37] %
Subtotal (95% CI) 1260 718  55.1% 1.05 [0.84, 1.30]
Total events 202 110
Heterogeneity: Chif= 161, dfi= 2 (F=0.44), F=0%
Testfor overall effect 7= 043 (P =0.67)
1.12.2 Galantamine
Auchus 2007 80 3496 T2 3490 292% 1.09[0.82 1.46) t
Subtotal (95% CI) 396 Jon 29.2% 1.09 [0.82, 1.46]
Total events an T2
Heterogeneity: Mot applicahle
Testfor overall effect £=0.62 (P=0.94)
1.12.3 Rivastigmine
Ballard 2008 55 363 I/ 344 15T% 1.37[0.93, 2.07] T
Subtotal (95% CI) 363 344 15.7% 1.37 [0.93, 2.02] L
Total events a5 38
Heterogeneity: Mot applicable
Testfor overall effect Z=1.60FP=011)
Total (95% CI) 2019 1452 100.0% 1.11[0.95, 1.30] »
Total events 337 220
Heterogeneity: Chi#= 3.06, df= 4 (P = 0.55); F= 0% ) f f ) t |
Testfor averall effec.t: =133 (P; 018 01 Dleavnurg'iChEl Favnufs placebg 1o
Testfor subdgroup differences: Chi®=1.43, df= 2(P =04, F=0%
Adverse events leading to discontinuation
AChEls Placebo Risk Ratio Risk Ratio
Study or Subgroup  EBvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.17.1 Galantamine
Auchus 2007 50 396 25 390 B0.6% 197 [1.24, 312 —.—
Subtotal (95% CI) 306 3o0  80.6% 1.97 [1.24, 3.12] -
Total events a0 25
Heterogeneity: Mot applicahle
Testfor overall effect, 2= 2.89 (P =0.004)
1.17.2 Rivastigmine
Ballard 2008 20 363 3 344 949% £.32[1.89 21.07] —_—*
Mak 2007 f 20 3 20 9.6% 2.00[0.58, 6.91]
Subtotal (95% CI) 383 364 194%  4.19[1.77,9.90] —eeal
Total events 26 B
Heterogeneity: Chit=1.81, df=1(F=018); F=45%
Testfor overall effect, 2= 2,26 (P =0.001)
Total (95% CI) Frl 754 100.0%  2.40[1.61, 3.59] -
Total events TH KXl
Heterogeneity: Chi*=3.28 df=2 (P=0149); F= 39% F f f t t i
Testfu?nvergll effect £= 4I.28 P i D.IZIDD1))I 01 8z 0.5 : 5 1o
Favaurs AChEl Favaurs placeba

Testfor subgroup differences: Chi*= 230, df=1{(P=013,F=565%
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Mortality

AChElIs Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.18.1 Donepezil
Black 2003 a 404 7198 266% .86 [0.21,1.43] — &
Raman 2010 11 648 o 326 7.3%  11.59[0.69 196.04] +
Wilkinsan 2003 a 423 1 183 11.3% 228027, 18.40]
Subtotal (95% CI) 1475 718 45.2% 1.77 [0.28, 11.19] —ee——
Total events 24 g
Heterageneity: Tau®=1.68; Chi®= 947, df= 2 (F=0.06); F= 64%
Test for overall effect: £= 060 (F=0.5%9)
1.18.2 Galantamine
Auchus 2007 a 356 11 380 257% 045016, 1.28] — &
Subtotal (95% CI) 396 300 25.7% 0.445[0.16, 1.28] —aglifiins--
Total events g "
Heterageneity: Mot applicahle
Testfor overall effect £=180(F=0.13)
1.18.3 Rivastigmine
Ballard 2008 2 363 4 344 230% 1.90[0.58, 6.24] N
Mok 2007 a 20 1 20 G.1% 0.33[0.0,7.74]
Subtotal (95% CI) 383 364 20.1% 1.49 [0.46, 1.82] —aii———
Total events a8 A
Heterogeneity: Tau®=0.04; Chi*=1.03, df=1 (P=0.31); F= 3%
Test for overall effect: £= 067 (F=0.450)
Total (95% CI) 2254 1472 100.0% 0.99 [0.43, 2.30] B
Total events ar 24
Heterogeneity: Tau?= 0.43; Chi*= 8.74, df= 5 (P=0.12); F= 43% IIZI 1 IZII1 1ID 1DDI
Testfor overall effect: £=0.02 {F = 0.99) ' Fav'nurs ACRE! Favours placehn
Testfor subgroup differences: CGhi®= 293, df=2 (P=0.23), F=31.8%
Memantine versus placebo
ADAS-cog
Memantine Placebho Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, FiZed, 95% Cl I, Fized, 95% Cl
Orgogozo 2002 -1.25 532 111 1488 642 114 403% -283[4.37,-1.29) —
Wiilcock 2002 0.3 702 266 228 777 261 597% -1.75[-3.02,-0.48 —i—
Total {95% CI) 377 375 100.0% -2.19[-3.16,-1.21] el
Heterogeneity: Chif=113, di=1 (P=0.20); F=11% 54 52 1 é j‘
Testfor overall effect: Z=4.38 (P = 0.0001) Favours memanting Favours placeho
GBS
Memarntine Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Orgogozo 2002 -036 1538 114 338 1634 118 343% -3T4[TEZ 034 - &
Wilcack 2002 1.65 12 187 248 1585 166 BAT% -083[3.78 217 ——
Total {(95% CI) in 284 100.0% -1.83[-4.22,0.56] —~i-
Heterogeneity, Chir=1.28, df=1 (P = 0.26); F= 22% =-1D 55 ] é 1D=
Testfor overall effect Z=1.50 (P=0.13) Favours memantine Fawours placebn
NOSGER
Memanting Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Orgogozo 2002 273 1167 104 3Z6 1295 01 34.2% -0A3[3.91, 289 ——
Wilcack 2002 232 1112 171 345 1108 149 BAB% -113[3.457,1.31)] ——
Total {(95% CI) 275 250 100.0% -0.92[-2.90,1.05] -q-
Heterogeneity, Chi*=0.08, df=1(P=0.78),F=0% I_1 0 I:S B :IS 1D=

Testfor overall effect: Z=0.92 (P = 0.36)
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Network meta-analyses (comparison of cholinesterase inhibitors, memantine and

placebo)
MMSE
Treatment Fixed Effect Model MD  95%-Cl
ACHEI . 055 030 086]
Memantine 1.23 023 223
Flacebo 0.00
| | | |
-2 -1 1 2
Pairwise mean differences from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI 0.58 (0.30, 0.86) N/A
Memantine 1.23 (0.23, 2.23) 0.65 (-0.39, 1.69) N/A
Quantifying heterogeneity/inconsistency:
tau”2 < 0.0001; 12 = 0%
ADAS-cog
Treatment Random Effects Model MD 959/, |
AChE] — . -1.36 [-2.01;-0.71]
Memanting —+—— -222 [[339 -1.04]
Flacebo 0.00
— [ T |
A2 100 2 3
Pairwise mean differences from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI -1.36 (-2.01, -0.71) N/A
Memantine -2.22 (-3.39, -1.04) 0.85 (-0.49, 2.20) N/A
Quantifying heterogeneity/inconsistency:
tau*2 = 0.2166; 1"2 = 45.6%
Any adverse events
Treatment Fixed Effect Model RR  95%-CI
ACHEI 1.05 [1.01; 1.08]
Memantine 1.03 [0.94: 1.13]
Flacebo 1.00
| |
09 11
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H.7.4.2

Pairwise relative risks from NMA

Placebo AChEI Memantine
Placebo N/A
AChEI 1.05 (1.01, 1.08) N/A
Memantine 1.03 (0.94, 1.13) 0.98 (0.89, 1.08) N/A
Quantifying heterogeneity/inconsistency:
tau”2 <0.0001; 12 = 0%
Serious adverse events
Treatment Fixed Effect Model RR  95%-Cl
AIChEI — T [0.9%; 1.30]
Memantine 0497 [06% 1.36]
Flacebo 1.00
| |
0.8 1 125
Pairwise relative risks from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI 1.11 (0.95, 1.30) N/A
Memantine 0.97 (0.69, 1.36) 0.87 (0.60, 1.27) N/A

Quantifying heterogeneity/inconsistency:

tau”2 <0.0001; 1"2 = 0%

Frontotemporal dementia (behavioural variant)

Memantine versus placebo

MMSE
Memantine Placebho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Fixed, 95% Cl I, Fized, 95% CI
Baoxer 2013 -1.2 454 3 -08 337 33 T3I3% -030[227, 167
Wercelletto 2011 -35 A4 19 -5 81 22 26T7% 1A0[1.76 4.76]
Total (95% Cly a0 hH 100.0% 0.18 [-1.51, 1.87]
Heterageneity: Chi®=0.86, df=1 (P =0.34); F=0% T = 5 z 10

Testfor averall effect: Z=0.21 (F=0.83)

Favaurs placeho Favours memanting

NPI
Memantine Placeho Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
Boxer 2013 -24 1183 31 0.3 1378 33 527%  -2F0[9.00 360
Wercelletto 2011 19 138 17 741581 23 4¥3%  11.60[2.50, 20.70] —
Total (95% Cly 418 55 100.0% 4.06[-9.93, 18.05]
Heterogeneity: Tau®= 86.29, Chi®= 6.41, df=1 (P =0.01), F= 4% 30 0 b 1 P

Testfor overall effect: Z= 0457 (P =0.57)
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Serious adverse events

Memantine Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CIl
Baoxer 2013 1 il 4 33 340% 0.27[0.03, 2.25] = '
Vercelletto 2011 3] 23 8 26 FBB.0% 0.85[0.35, 2.08]
Total (95% CI) 54 59 100.0%  0.65[0.29, 1.48]
Total events T 12

Heterogeneity: Chif=1.01,df=1 (P =032, F=1%
Testfor overall effect 2= 1.03 (F=0.30)

Network meta-analyses (comparison of cholinesterase inhibitors, memantine and

0.01 01

Favours memantine  Favours placeho

1

10

100

placebo)
MMSE
Treatment Fixed Effect Model MD 95%-ClI
AChHEI 440 102 987
Memantine — 018 [1.51,1.87]
FPlacebo Q.00
| |
-5 5
Pairwise mean differences from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI 4.40 (-1.02, 9.82) N/A
Memantine 0.18 (-1.51, 1.87) -4.22 (-9.90, 1.46) N/A
Quantifying heterogeneity/inconsistency:
tau”2 <0.0001; 12 = 0%
NPI
Treatment Random Effects Model MD 95%,.C|
AChEI 580 [[1660; 28 20]
Memantine 406 [-993; 18.05]
Flacebo 0.00
| | | |

20 1000 1 20
Pairwise mean differences from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI 5.80 (-16.60, 28.20) N/A
Memantine 4.06 (-9.93, 18.05) -1.74 (-28.16, 24.67) N/A

Quantifying heterogeneity/inconsistency:

tau"2 = 86.2891; 12 = 84.4%
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Any adverse events

Treatment Random Effects Model RR 95%-Cl

AChEI : 0.8 [0.26 25
Memantine : 09043 19
Flacebo 1.0
| |
05 1 2
Pairwise relative risks from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI 0.80 (0.26, 2.50) N/A
Memantine 0.90 (0.43, 1.90) 1.13(0.29, 4.41) N/A

Quantifying heterogeneity/inconsistency:

tau”2 <0.0001; I"2 = 100%

Adverse events leading to discontinuation

Treatment Random Effects Model RR 95%, |
AChEI ; 1.00 [0.07, 14.79]
Memantine ! 113 [0.2% 506]
Flacebo 1.00
| I |
0.1 o5 1 2 10
Pairwise relative risks from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI 1.00 (0.07, 14.79) N/A
Memantine 1.13 (0.25, 5.06) 1.13 (0.05, 24.66) N/A

Quantifying heterogeneity/inconsistency:

tau”2 <0.0001; 12 = 100%
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H.7.4.3 Cognitive impairment in people with multiple sclerosis

Cholinesterase inhibitors versus placebo

SRT

AChEIs Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.1.1 Donepezil
Krupp 2011 16 75 B 17 T2 58 1BT% -0.10[273 2.53]
Subtotal (95% CI) 61 50 16.7% -0.10 [2.73,2.53] —ee R ——

Heterogeneity: Mot applicable
Test for averall effect 2= 0.07 (P = 0.94)

6.1.2 Rivastigmine

Maurer 20132 0.47 267 43 -032 272 38 833% 0.79[0.39,1.97) -
Subtotal (95% Cl) 43 38 83.3% 0.79 [0.39, 1.97] -
Heterageneity: Mot applicable

Testfor overall effect Z=1.32 (F=0.19)

Total (95% €Iy 104 97 100.0% 0.64[-0.43,1.72] -’-—

Heterogeneity: Chi*=0.37, df=1 (P=054); F=0%
Test for overall effect Z=1.17 (P=0.24)
Testfor subgraup diferences: Chis= 037, df=1(F =054, F=0%

- N
Favours placebo  Favaurs AChEI

Tt

SDMT

AChEls Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Fixed, 95% Cl I, Fixed, 95% CI
6.2.1 Donepezil
Krupp 2011 06 64 Bl 2 G4 859 TOT% -1.40[-3.68,0.89] —l—
Subtotal (95% Cl) 61 h0  70.7% -1.40[-3.69, 0.89] e

Heterogeneity: Mot applicable
Testfor averall effect Z=120(P=0.23)

6.2.2 Rivastigmine
Maurar 2012 186 B.13 43 326 944 38 28.3% -1.40[-4.96 216 —
Subtotal (95% Cl) 43 38 293% -1.40[-4.96, 2.16] -~

Hetarogeneaity: Mat applicabla
Testfor overall effect Z= 077 (P=0.44)

Total (95% CI) 104 97 100.0% -1.40[-3.33,0.53] -
1

Heterogeneity: Chi*=0.00, df=1 {F=1.00); F= 0% 5_1 0 _% b :
Test for averall eﬁec_t: =142 (F':. 0.14) Favours placebo  Favours ACHEI
Test for subgroup differences: Chi*=0.00, df=1(F=1.00), F=0%

Network meta-analyses (comparison of cholinesterase inhibitors, memantine and

placebo)
PASAT
Treatment Random Effects Model MD 95%,.C|
AChE ' 171 [-141, 483]
Memantine - 070 851 511]
Flacebo 0.00
| | | | | |

6 4 2 0 2 4 6

Pairwise mean differences from NMA

Placebo AChEI Memantine
Placebo N/A
AChEI 1.71 (-1.41, 4.83) N/A
Memantine -0.70 (-6.51, 5.11) -2.41 (-9.00, 4.18) N/A
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Quantifying heterogeneity/inconsistency:

tau”2 <0.0001; 12 = 100%

Any adverse events

Treatment Random Effects Model RR  95%.-Cl
AChEI T 118 [0.90; 1.55]
femantine ——— 356 [1.88 6.74]
Flacebo 1.00
| | | |
02 05 ? G
Pairwise relative risks from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI 1.18 (0.90, 1.55) N/A
Memantine 3.56 (1.88, 6.74) 3.02 (1.51, 6.03) N/A
Quantifying heterogeneity/inconsistency:
tau*2 <0.0001; 12 = 100%
Adverse events leading to discontinuation
Treatment Random Effects Model RR 95%,-C|
AChEI 243 [069 5.5%5]
femantine 317 071, 14.0%]
Flacebo 1.00
| | |
0.1 05 1 2 10
Pairwise relative risks from NMA
Placebo AChEI Memantine
Placebo N/A
AChEI 2.43 (0.69, 8.55) N/A
Memantine 3.17 (0.71, 14.05) 1.30 (0.19, 9.16) N/A

Quantifying heterogeneity/inconsistency:

tau”2 <0.0001; I"2 = 100%
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H.8 Drugs that may worsen cognitive decline

H.8.1 Drugs that may cause cognitive decline

o What drugs that may worsen cognitive decline are commonly prescribed in people
diagnosed with dementia?

¢ What are the most effective tools to identify whether drugs may be the cause of cognitive
decline in someone suspected of having dementia?

No meta-analyses were performed

© NICE 2018. All rights reserved. See


https://www.nice.org.uk/terms-and-conditions

H.9 Non-pharmacological interventions for dementia

H.9.1

H.9.1.1

Non-pharmacological interventions for people living with dementia

What are the most effective non-pharmacological interventions for supporting cognitive

functioning in people living with dementia?

What are the most effective non-pharmacological interventions for supporting functional

ability in people living with dementia?

What are the most effective non-pharmacological interventions to support wellbeing in

people living with dementia?

What are the most effective methods of supporting people living with dementia to reduce
harm and stay independent?

Cognitive stimulation therapy

Outcomes stratified by dementia severity

MMSE (post-intervention)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI|
1.1.1 Mild
Baldelli1993 34073 13 -44 6709 10 2.2% T.A40[2.69,12.11]
Baldelli 2002 234 3439 71 -012 3635 16 5.3% 246 [0.51, 4.41] —_—
Botting 2005 083 3207 B -1.43 3747 ¥ 3.0% 226 [1.52, 6.04] e
Breuil 1994 1.4 2T 29 -07 31 T E 210[0.57, 363 -
Buschert 2011 05 2352 8 -08 21 T 5.5% 1.40 [-0.85, 3.64] T
Camargo 2015 1.43 249349 T o114 3478 T 35% 257 [0.80, 5.94] T
Cowe 2014 -0.33 434 21 -0.78 3.223 21 5.4% 0.45 [1.86, 2.76] -1
Onder 2005 0.2 3347 0 <11 3374 g7 8.5% 1.30[0.19, 2.41] -
Orgeta 20145 -061 3236 130 -014 32486 138 93%  -047[1.25 03] -
Requena 2006 1.5 5217 20 -3.37 7.ATa 30 3.3% 487 [1.32,8.47] —
Requens 2006 245 8.058 18 -6.285 5.4a7 18 2.3% 8.73[4.23,13.27]
Subtotal (95% Cly 303 348 56.7% 2.28 [1.01, 3.56] &
Heterageneity: Tauw®= 293, Chi®= 42.66, df=10 (P = 0.000013; F=77%
Test for owerall effect: 7= 3.51 (F=0.0005)
1.1.2 Moderate
Alves 2014 3 21z 5 4487 33 T 44%  -1.87 [4.38,1.28] e
Coen 2011 0e 36 14 21 25 11 5.2% 2.80[0.50, 5.300 I
kim 2016 053 5481 32 181 B8535 21 33% 244 110, 5.98] B E—
Mapelli 2013 28 3847 10 -0.3 27048 10 4.4% 3.20[0.36, 6.04] —
Orrell 2014 -1.46 4464 123 -231 4464 113 8.4% 0.84 [0.249, 1.949] .
Spector 2001 31 5041 17 0 5.041 10 2.9% 310[0.84, 7.04] D —
Spector 2003 0.74 2.7HS 47 -04 2765 70 9.1% 1.14[0.29,1.949] ™
Yamanaka 2013 1.63 4.232 26 -04 42117 30 5.6% 203019, 4.249] —
Subtotal {95% Cl) 328 272 43.3% 1.42 [0.60, 2.24] L
Heterogeneity: Tau®= 0.36; Chi®= 977, df= 7 (F=0.20); F= 28%
Test for owerall effect: 2= 3.40 (F = 0.0007)
Total {95% CIy F21 620 100.0% 1.84 [1.06, 2.62] +
Heterogeneity: Tau®=1.56; Chi®= 53.06, df=18 (P = 0.0001); IF= 6E% _150 o 150 0

Testfor overall effect: Z=4.61 (P = 0.00001)
Testfor subgroup differences: Chi*=1.25df=1 (P =0.26), F= 20.3%
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MMSE (follow-up)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
1.2.1 Mild
Baldelli 1983 0.8 537122 13 -56 858021 10 8.0% 6.50[0.43,12.57] - *
Chapman 2004 -1.25 3.88 26 -2.14 5.91 28 31.0% 0.89 [-1.66, 3.44] —
Subtotal {(95% CI) 30 38 39.0% 2.909]-2.33, 8.31] ——--——
Heterogeneity: Tau*=10.10; Chi®= 279, df=1 (P =0.09); F= 64%
Testfor overall effect Z=110 (P = 0.27)
1.2.2 Moderate
Crrell 2014 085 4463593 123 0 4463583 113 61.0% 0.85 [-0.29,1.99] -
Suhtotal {95% Cl) 113 61.0% 0.85[-0.29, 1.99] -
Heterogeneity: Mot applicable
Testfor averall effect Z=1.46 (P =014}
Total {95% CI) 162 151 100.0% 1.32 [-0.50, 3.13] -
Heterogeneity: Tau?=1.06; Chi*= 3.23, df= 2 (P = 0.20); F= 38% 5_1 0 55 ) é 1D=
Testfor averall effect Z=142 (P =015) Favaurs contral Fawours CST
Testfor subgroup differences: Chi*=0.58, df=1 (P=0.44), F=0%
Cognition (post-intervention)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight NIV, Random, 95% CI IV, Random, 95% C1
1.3.1 Mild
Baldelli 1993 3 4073 13 -44 B.709 10 28% 1.33[0.40, 2.26] e —
Baldelli 2002 234 3439 71 -012 3635 16 5.4% 0.70[0.15,1.28] I
Battina 2005 083 3.207 6 -1.43 3747 TO21% 0.60[0.53,1.72]
Ereuil 15494 1.4 27 8 07 31 7 55% 0.71[017,1.26] e —
Buschert 2011 0.5 2352 g -04 2.1 vo23% 0.59 [-0.46, 1.63]
Camargo 2015 1.43  2.939 7o-1.14 3478 T22% 0.75 [0.35, 1.84]
Cove 2014 -0.33 0 4341 21 -0.78 3.223 21 4.59% 012049, 0.73] I
Ferrario 1931 -1.23 2645 13 0 2086 6 2E% -0.47 [-1.45,0.51] —
Onder 2005 0.2 3.347 70 -11 3274 67 T.H% 0.39[0.05, 0.73] —
Orgeta 2014 -061 3286 130 -014 3256 138 9.1% -0.14 [-0.38,0.10] I
Reguena 2006 1.5 8227 20 -3.37 FATS a0 581% 0.711[0.13,1.29] e —
Reguena 2006 245 B.0A5B 18 -6.28 54457 18 4.0% 1.24 [0.42, 1.96] —
Subtotal (95% CI) 406 354  53.0% 0.50 [0.19, 0.81] -l
Heterogeneity, Tau®= 017, Chi®= 34.81, df= 11 (P = 0.0003); F= 68%
Testfor overall effect Z2=319 (P =0.001)
1.3.2 Moderate
Alves 2014 3 212 9 457 3N 7To2a% -0.55[-1.56, 0.46]
Baines 1987 1.4 3286 ] 01 4268 5 1.7% 0.31 [0.94, 1.56]
Coen 2011 0.8 36 14 -24 25 11 3.3% 0.881[0.05 1.73] —
Kim 2016 053 5.4# 32 -1.91 B.4985 2 a.4% 0.39 016, 0.95] B E—
Mapelli 2013 2.9 3.697 10 -0.3 2.705 10 2.8% 0.95[0.01, 1.88]
Orrell 2014 -1.46 4464 123 -2.31 4464 113 9.0% 0.19[0.07, 0.45] T
Spectar 2001 31 5041 17 o 5041 10 35% 0.60 [0.20,1.40] -1
Spector 2003 0r4 2765 97 0.4 2765 70 B3% 0.411[010,0.72] I
Wiallis 1983 5.9 25183 10 1.7 19.15 9 249% 0.18[0.72,1.08]
Woods 1979 47 9114 ] 39 47493 4 1.3% 1.01 [0.44, 2.46] >
Yamanaka 2013 1.63 4232 26 04 4217 30 56% 0.47 [0.06, 1.01] D —
Subtotal (95% CI) 348 200  46.1% 0.34 [0.19, 0.50] < >
Heterogeneity, Tau®= 0.00; Chi®=9.36, df=10{F = 0.0}, F=0%
Testfor overall effect £2= 426 (P = 0.0001)
Total {(95% Cl) 754 644 100.0% 0.44 [0.26, 0.62] <9
Heterogeneity: Tau®= 0.08; Chi®= 44 41, df= 22 (P = 0.003); F=50% 5_2 51 b 25

Testfor overall effect 2= 4 77 (P = 0.00001)
Testfar subaroup differences: Chi#= 0.81, df=1 {(P=0.37), F= 0%
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Cognition (follow-up)

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fizxed, 95% CI I, Fizxed, 95% CI
1.4.1 Mild
Baldelli 1993 0.9 537122 13 -56 843021 10 19.9% 0.90[0.03,1.78] —
Chapman 2004 -1.25 .98 26 -2.14 5.508 28 52.9% 0.18[-0.35,0.72] —
Subtotal (95% Cly 30 38 728% 0.38 [-0.08, 0.83] --*-
Heterogeneity: Chi*=1.91, df=1 (P =017}, F= 48%
Test for overall effect Z=1.63 (F=0.10)
1.4.2 Moderate
Baines 1987 -0.2 37T 5 -3 428 5 94% 050 [0.77,1.77]
Wallis 1983 8.5 26043 10 -49 21.861 9 17.8% 0.53[-0.39,1.459] e
Subtotal {95% Clj 15 14 27.2% 0.52 [-0.22, 1.27] ~e
Heterogeneity, Chi®= 000, df="1 (P =047} F=0%
Test for overall effect Z=1.37 (P=017)
Total {95% CIy 54 52 100.0% 0.42 [0.03, 0.81] e
Heterogeneity: Chif= 202, df= 3P =087 F= 0% 5_2 51 1 15 25
Test for overall effect Z= 210 (P =0.04) Fawours contral  Fawvours CST
Test for subgroup differences: Chi*= 010, df=1 (P=0.79), F= 0%
ADL (post-intervention)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl I, Fixed, 95% Cl
1.7.1 Mild
Baldelli 1933 1.5 28177 13 -89 27.565 10 3.0% 0.36 [0.48,1.19] ]
Baldelli 2002 165.42 24739 71 11.88 28688 16 T.0% 0.14 [0.41, 0.68] I E—
Bottino 2005 1 2385 B 015 2125 7 1.7% 0.35 [F0.74, 1.45]
Ferrario 1991 -0 017 13 -0.33 4169 5] 2.2% 0.00 [0.96, 0.97]
Onder 2005 -0.8 8367 0 -28 8185 67 18.3% 0.24 010, 0.58] T
Orgeta 2015 10.73 5898 131 1007 5895 138 361% 011 F0.13,0.358] -
Subtotal (95% Cl) 304 244  68.3% 0.16 [-0.01, 0.34] L
Heterogeneity: Chif=081, df=5{P =098 F=0%
Testfor averall effect Z=1.82 (P=0.07)
1.7.2 Moderate
Qrrell 2014 1.79 11.668 123 085 11.668 113 3N.7% 0.08 [0.18,0.34] t
Subtotal (95% Cl) 123 13 31.7% 0.08 [-0.18, 0.34]
Heterogeneity: Mot applicable
Testfor averall effect Z= 062 (P=054)
Total (95% CIy 427 357 100.0% 0.14 [-0.01, 0.28] >
Heterogeneity: Chi=1.08, df= 6 (P = 0.98); F= 0% 5_2 51 3 15 25
Testfar averall effect: Z=1.85 (P = 0.06) Favours contral  Favours GST
Testfor subgroup differences: Chi*= 027, df=1 (P = 0.60), F= 0%
CDR (post-intervention)
CST Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I/, Fixed, 95% CI
1.9.1 Moderate
Kim 2016 001 046 32 023 0845 21 5Y8% -0.22[-062 0.18] ——
Wapelli 2013 -0.25 0.54 10 0 042 10 42323% -0.26[-0.71,0.21] . E—
Subtotal (95% Cl) 42 31 100.0% -0.23[-0.53,0.07] ——-
Heterogeneity: Chi==0.01,df=1 (F=0492), F= 0%
Testfor overall effect Z=151(P=013)
Total {95% CI) 42 31 100.0% -0.23[-0.53,0.07] —a—-
Hs =2 — —_ —_ LR = 1 1 1 ]
Heterageneity: Chi*=0.01,df=1 {P=092); F=0% |_1 —D'.:S o D!S 1|

Testfor overall effect £=151{P=013)
Test for subgroup differences: Mot applicable
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NPI (post-intervention)

CST Control

Mean Difference

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
1.10.1 Mild
Onder 2005 0.9 158497 TO  -25 17189 67 127% 3.40[-2.15, 8.495]
Orgeta 2015 0.28 10224 133 06 10224 138 B58% -032[2.75 2.11] t
Subtotal (95% CI) 203 205 78.5% 0.28[-1.95, 2.51]
Heterogeneity: Chi*=1.45 df=1{P=0.23), F=31%
Testfor overall effect: Z=0.25 (P =0.81)
1.10.2 Moderate
Orrell 2014 747 1666 123 905 16668 113 21.5% -1.58[5.83 267 e E—
Subtotal (95% CI) 123 113 21.5% -1.58[-5.83, 2.67] ———
Heterogeneity: Mat applicable
Testfor overall effect 2= 073 (P=047)
Total (95% Cl) 326 318 100.0% -0.12[-2.10, 1.85] -’-—
Heterogeneity, Chi®= 2.02, df= 2 (P = 0.36); F= 1% =-1D 55 3 % 1E|=
Testfor overall effect: Z=0.12 (P =0.90) Favours CST  Favours contral
Test for subgroup differences: Chi*= 058, dfi=1 (P =0.45), F= 0%
BPSD (post-intervention)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight N, Random, 95% Cl IV, Random, 95% CI
1.12.1 Mild
Ferrario 1991 0.649 2.06 13 016 5013 6 40% 016 [F0.81,1.13] [ —
Onder 2005 -0.8 158497 7o 25 17188 67 17.9% -0.20 [-0.54,0.13] -
Orgeta 2015 -0.28 10224 133 -06 10224 138 233% 0.03 [F0.21,0.27] -+
Subtotal {95% Cl) 216 211 45.2% -0.04 [-0.23, 0.15] L
Heterogeneity: Tau®= 0.00; Chi®=1.42, df= 2 (P = 0.49); F= 0%
Testfor overall effect Z=0.41 (P = 0.68)
1.12.2 Moderate
Baines 1987 48 2747 5 -1.2 73588 5 21% 098 [0.38, 2.33] =
Wapelli 2013 T2 TET 1m -25 4305 10 37% 1.49[0.48, 2.51] —
Orrell 2014 -r47 1666 123 -9.09 1666 113 223% 0.09 [0.16, 0.34] ™
Spector 2001 -1 4.303 17 -06 A5.003 10 5.8% -0.11 [-0.89, 0.68] I
Spector 2003 03 4635 115 0.7 4635 86 20.9% -0.08 [-0.37,0.149] -
Subtotal (95% CI) 270 224  54.8% 0.21[-0.17, 0.59]
Heterageneity: Tau®= 0.09; Chi*= 10.66, df=4 (P =0.03); F=62%
Testfor overall effect: Z=1.07 (F=0.28)
Total (95% CI) 486 435 100.0% 0.05 [-0.16, 0.26]
Heterngeneity: Tau®= 0.03; Chi*=12.75, df= 7 (P = 0.08); F= 45% 54 52 D é j‘
Testfor overall effect 2= 0.48 (P = 0.63) Favours contral  Favours CST
Testfor subgroup differences: Chif=1.31,df=1 (P=0.258), F= 23.5%
BPSD (follow-up)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
1.13.1 Mild
Chapman 2004 2.25 14335 26 -218 16.335 28 85.9% 0.29 [0.24,0.83] i
Subtotal (95% CI) 26 28 B5.9% 0.29 [-0.24, 0.83]
Heterogeneity: Mot applicable
Testfor overall effect: 2=1.07 (P = 0.28)
1.13.2 Moderate
Baines 1987 35 3828 g 0 3.887 5 141% 0.82 [0.50, 2.14] +
Subtotal (95% CI) 5 5 14.1% 0.82 [-0.50, 2.14] e —
Heterageneity: Mot applicable
Testfor overall effect 2=1.21 (F=0.22)
Total (95% CI) 3 33 100.0% 0.37 [-0.13, 0.87] e
Heterngeneity: Chif=0.52, df=1 (P =047y, F=0% 5_2 51 D 25

Testfor averall effect Z=1.45(P=015)
Testfor subgroup diferences: Chif= 052, df=1 (P=047), F=0%
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CSDD (post-intervention)

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI|
1.14.2 Moderate
Spectar 2001 26 B.05 17 =22 714 10 34.5% 0.60 [-0.20, 1.40] N L
Spectar 2003 o 62 yr 0.4 T 7O B5.5% -0.08 [-0.38, 0.23]
Subtotal {95% CI) 114 80 100.0% 0.16 [-0.47, 0.79]

Heterogeneity: Tau®= 0,13, Chi*= 239, df=1 (P=0.12); "= 58%

Test for averall effect; £= 0,49 (F = 0.62)

Total (95% CI) 114

Heterogeneity: Tau*=0.13; Chi*= 239, df=1 (P=012); F= 58%

Testfor overall effect 2= 049 (F = 0.62)
Test for subaroup differences: Mot applicable

Depression (post-intervention)

80 100.0%

0.16 [-0.47, 0.79]

-2

——
y

1
t
-1
Favaurs contral

1
1
Favours CET

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
1.15.1 Mild
Ealdelli 1993 21 461 13 -2.3 4.89 10 2.9% 0.89[0.02,1.76]
Baldelli 2002 321 T.98 T 2AT 10 16 7.6% 0.08 [-0.47, 0.62]  E—
Buschert 2011 1.4 5.33 g -04 6.4 7T21% 0.31[0.72,1.33] e
Ferrario 1991 1.08 9.5 13 147 4.62 B 2.4% -0.01 [0.98, 0.96] I E—
Qrgeta 2014 002 2021827 126 0 2021827 136 379% 0.01 [-0.23, 0.24]
Reguena 2006 5.6 787 20 203 9.07 30 6.8% 0.41 [-0.16, 0.98] %
Subtotal (95% CI) 251 205 59.6% 0.12 [-0.08, 0.31]
Heterogeneity: Chi®=4.97 df= 5 (P =042);, F= 0%
Testfor overall effect Z=118(F=0.24)
1.15.2 Moderate
Alves 2014 -02 4 96 10 -014 24 T 2.4% -0.01 [F0.98, 0.95]
Coen 2011 -0.9 3 13 0.1 1.9 13 37% -0.39 F1.16, 0.39] I — R
Kim 2016 1.43 T.64 3200 6.75 1 73% 019 [-0.36,0.74] I
Spector 2001 16 a.05 17 22 718 10 3.5% 0.60 [-0.20,1.40] 7
Spector 2003 ] 6.2 ar 0.4 7 70 23.5% -0.08 [0.38,0.23] —
Subtotal (95% CI) 169 121 40.4% 0.01[-0.23, 0.24] L 3
Heterogeneity: Chi®= 3.80, df=4 (P=043); F= 0%
Testfor averall effect Z=0.05 (P = 0.96)
Total (95% Cl) 420 326 100.0% 0.07 [-0.08, 0.22] ?
Heterageneity, Chit= 9.28, df=10 (P = 0.51%; F= 0% 5_2 51 ) 15 3
Testfor overall effect: Z=0.94 (F=0.38) Favours contral  Fawours CST
Test for subaroup differences: Chi*= 051, df=1 (P = 048, F=0%

QoL-AD (post-intervention)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.16.1 Mild
Buschert 2011 -0.4 10.61 g -049 5.52 7 06% 0480791, 8491]
Cove 2014 -0.7T 5.44 21 054 5.81 21 3T7% -1.31 [-4.62, 2.00] e
Orgeta 20145 -0.02 4290351 133 0 4290351 139 391% -0.02[1.04 1.00] 1
Subtotal (95% CI) 162 167 43.4% -0.12[-1.09, 0.84]
Heterageneity: Chi*= 055 df =2 (P=076), F=0%
Testfor overall effect: Z=0.25 (P = 0.80)
1.16.2 Moderate
Alves 2014 -23 521 10 047 435 T 20% -287[7.43 189 —
Coen 2011 36 aT 14 0.s 4.4 13 43%  310([0.02,6.18] —
Kim 2016 0.4 53 32 023 6.5 21 37% 017316, 3.50] e —
Orrell 2014 032 4698519 123 0 4698519 113 28.2% 0.32[-088 157 -
Spector 2003 1.3 5.1 97  -08 5.6 70 14.8%  210([0.44, 3.76] e —
Yamanaka 2013 0149 G.067E 26 -0.43 6.5727 30 37% 062268 3483 e —
Subtatal (95% CI) 302 254 56.6% 0.90[0.05,1.74] -
Heterogeneity: Chi*=7.71, df= 8 {P=0.17), F= 35%
Testfor overall effect: £=2.07 (P =0.04)
Total {95% Cl) 464 421 100.0% 0.45[-0.18, 1.09] P
Heterogeneity: Chi*= 1067, df=8 (P=0.22); F=25% I—'ID 55 b % 10

Testfor overall effect: £=1.38 (F=0.16)

Testfor subaroup differences: Chi*= 241, df=1 (P=012), F= 58.4%
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QoL-AD (follow-up)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
1.17.1 Mild
Chapman 2004 204 5.98 26 -01 6.29 28 230% 215112, 5432 I e —
Subtotal {95% CI)y 26 28  23.0% 2.15[-1.12, 5.42] —ceai—
Heterogeneity: Mot applicahle
Testfor averall effect Z=1.28 (P =0.20)
1.17.2 Moderate
Orrell 2014 1.78 r.008624 123 0 7.008624 113 7T7.0% 1.78 [-0.01, 3.57] — il
Subtotal {(95% CI) 123 113 77.0% 1.78 [-0.01, 3.57] -’
Heterageneity: Mot applicahle
Testfor overall effect £=1.95 (P = 0.05)
Total {95% CI) 149 141 100.0% 1.87 [0.29, 3.44] B
Heterogeneity: Tau®= 0.00; Chi*= 0.04, df= 1 (F = 0.85); F= 0% 5_1 0 5 p 5 P
Testfor overall eﬁec.t =233 (P; 0.02) Favours control  Favours GST
Testfor subaroup diferences: Chi®=0.04, df=1 (P =085, F=0%

Quality of life (post-intervention)

CST Control Std. Mean Difference Stil. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
1.19.1 Mild
Buschert 2011 -0.4 10.61 g -04a 552 7TOO17% 0.05[-0.96,1.07]
Cowve 2014 -0.77 9.44 21 054 5.91 21 4.7% -0.23 [0.84, 0.37] e
Qrgeta 2014 -0.02 4.280351 133 0 4290351 139 3049% -0.00 [-0.24,0.23] :
Subtotal (95% CI) 162 167  37.3% -0.03 [-0.25, 0.19]
Heterageneity: Chi*= 051, df=2 (P =0.78); F=0%
Testfor overall effect Z=023 (F=0.78)
1.19.2 Moderate
Alves 2014 -2.3 .21 10 047 4.38 T 1.8% -0.56 [-1.485, 0.43] —
Baines 1387 -1.2 6.09 ] 0.z 4.64 5 11% -0.23 F1.48,1.01]
Coen 2011 36 a7 14 0.4 4.4 13 2.8% 0.74 [-0.04,1.53] b
Kim 2016 0.4 .3 32023 6.5 1 58% 0.03 [-0.42, 0.58] -
Orrell 2014 0.32 4698513 123 0 4/98519 113 267% 0.07 [-0.19,0.32] —
Spector 2003 1.3 5.1 ar 0.8 5.6 70 18.1% 0.39[0.08 0.70] e
amanaka 2013 0149 60678 26 -0.43 B.AT2T 30 B.3% 010043 0.62] T
Subtotal (95% CI) 307 250 62.7% 0.17 [0.00, 0.34] -
Heterogeneity: Chi®= 7. 45, df=6 (P = 0.28); F= 20%
Test for overall effect: Z=1.93 (F=0.08)
Total (95% Cly 469 426 100.0% 0.09 [-0.04, 0.23] ’
Heterageneity, Chi*=10.01, df= 9 (P = 0.35); F= 10% I_2 1 7 1 2
Test for averall effec.t £=1.40 (P; 0.16) Favours contral  Fawours CST
Test for subaroup differences: Chi*=2.05, df=1 (P =015, F=51.3%

Quality of life (follow-up)

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean %D Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
1.20.1 Mild
Chapman 2004 2058 5.98 26 -01 6.29 28 17.89% 0.34 [-0.13,0.88] T
Subtotal (95% CI) 26 28 17.9% 0.34 [-0.19, 0.88] -l*-
Heterogeneity: Mot applicable
Testfor overall effect £=1.26 (P=0.21)
1.20.2 Moderate
Baines 1987 -1.6 3.85 5 -14 7.44 i 34% -0.03 [-1.27,1.21]
Orrell 2014 178 7.008624 123 0 7.008624 113 78.7% 0.25[-0.00, 0.51] ——
Subtotal (95% CI) 128 118 821% 0.24 [-0.01, 0.49] "
Heterogeneity: ChiF=0.18, df=1 (P = 0.66); F= 0%
Test for overall effect Z2=1.89 (P = 0.06)
Total {(95% Cl) 154 146 100.0% 0.26 [0.03, 0.49] S -
Heterogeneity, Chit= 0.3, df= 2 (P = 0.86%; F= 0% 5_2 51 5 3

Testfor overall effect 2= 224 (P=0.03)

Testfor subgroup differences: Chif= 012, df=1(P=073, F=0%
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Carer burden (post-intervention)

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean %D Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
1.21.1 Mild
Onder 2005 -2 1.7 0 -1.3 12.3 67 31.7% -0.06 [-0.39, 0.28]
Orgeta 2014 003 1.931446 133 0 15931446 138 62.8% 0.05[-0.19,0.28]
Subtotal (95% CI) 203 205 94.5% 0.01[-0.18,0.21]
Heterogeneity: ChiF=0.25,df=1 (P =062);, F=0%
Test for overall effect Z=011 (F=0.81)
1.21.2 Moderate
Alves 2014 -0.7 422 10  2.86 5.79 7 3E% -0.69 [1.69, 0.31] e
Spectar 2001 38 291 5 -0.3 4.75 5  2.0% 0.84 [-0.41, 2.29] +
Subtotal (95% CI) 15 12 5.5% -0.11[-0.91, 0.69] ——e——
Heterogeneity: Chi®= 3.61, df=1 (P = 0.06); F=72%
Testfor overall effect Z=027 (F=0.79)
Total {95% Cl) 218 217 100.0% 0.00[-0.18, 0.19]

Heterogeneity: Chi®=3.94, df= 3 (F = 0.27); F= 24%

hd

- 0

Testfor overall effect £=0.05 (P = 0.96) Favours contral  Fawours C;T 2
Testfor subgroup differences: Chi*= 008, df=1(P=077, P=0%
Outcomes stratified by mode of delivery
MMSE (post-intervention)
CST Control Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% CI
2.1.1 Group
Alves 2014 3 212 y 4487 31N ¥ 4.4%  -1.87 [[4.39,1.249] T
Baldelli1993 34073 13 -44 6709 10 2.2% T.A40[2.69,12.11]
Baldelli 2002 234 3439 71 -012 3635 16 5.3% 246 [0.51, 4.41] —_—
Botting 2005 083 3207 B -1.43 3747 ¥ 3.0% 226 [1.52, 6.04] e
Breuil 1994 1.4 2T 29 -07 31 T E 210[0.57, 363 -
Buschert 2011 05 2352 8 -08 21 T 5.5% 1.40 [-0.85, 3.64] T
Zoen 2011 0e 36 14 -21 25 11 5.2% 2.80[0.50, 4.300 I
Cove 2014 -0.33 434 21 -0.78 3.223 21 5.4% 0.45 [1.86, 2.76] -1
kim 2016 053 5481 32 181 B8535 21 33% 244 110, 5.98] B E—
Mapelli 2013 28 3847 10 -0.3 27048 10 4.4% 3.20[0.36, 6.04] —
Orrell 2014 -1.46 4464 123 -231 4464 113 8.4% 0.84 [0.249, 1.949] .
Requena 2006 245 8.058 18 -B.28 5447 18 2.3% 8.73[4.23,13.23]
Requens 2006 1.5 5217 20 -3.37 F.AaTa 30 3.3% 487 [1.32,8.47] —
Spectar 2001 31 5041 17 0 5.041 10 2.9% 310[0.84, 7.04] T
Spector 2003 074 2765 97 -04 2765 70 9.1 % 1.14[0.29,1.849] ™
Yarmanaka 2013 1.63 4.232 26 -04 4.7 30 5.6% 203019, 4.249] —
Subtotal {95% Cly 514 408 78.7% 2.09[1.24, 2.92] L
Heterageneity: Tau®=1.24; Chi®= 31.90 df=15 (P= 0007}, F=53%
Testfor overall effect: Z=4.95 (P = 0.00001)
2.1.2 Individual
Camargo 2014 1.43 249349 7114 3478 ¥ 3.5% 287 [0.80, 5.94] T
Onder 2005 0.2 3347 0 <11 3374 g7 8.5% 1.3000.19, 2.41] -
Orgeta 20145 -0.61 32896 130 -0414 32896 138 3%  -047[1.25 03] -
Subtotal (95% Cl) 207 212 21.3% 0.72 [-0.90, 2.34] <5
Heterageneity: Tauw®=1.39; Chi®=8.51, df= 2 (P =0.013; F= 7%
Test for owerall effect: 7= 087 (F=0.39)
Total {95% Cl) 21 G20 100.0% 1.84 [1.06, 2.62] +

o 2 — . - - SR = ! 1 Il ]
Heterogeneity: Tau®=1.56; Chi®*=53.06, df=18 (P = 0.0001); F=EB6% |_20 -1'0 b 1'D 20'

Testfor overall effect: Z=4.61 (P = 0.00001)

Testfor subgroup differences: Chif=2.20,df=1 (P=014), F=54.5%
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MMSE (follow-up)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% CI
2.2.1 Group
Baldelli 1993 08 537122 13 -56 858021 10 3r.8% B.50 [0.43,12.57] . —
Chapman 2004 -1.24 3.98 26 -2.14 5.91 28 B2.9% 0.89 [-1.66, 3.44] — i
Suhtotal (95% Cl) 39 38 100.0% 2.99[-2.33,8.31] —een
Heterageneity: Tau*=10.10; Chi*= 2.78, df=1 (P = 0.049); F= 64%
Testfor overall effect Z=1.10{P = 0.27)
Total (95% CI) 30 38 100.0% 2.991-2.33, 8.31] ——e e —
Heterogeneity; Tau®=10.10; Chif= 2.79, df= 1 (P = 0.09); F= 64% 5_1 2 55 3 é 105
Testfor overall effect Z=110{F =0.27) Favours control  Favours CST
Testfor subaroup differences: Mot applicable
Cognition (post-intervention)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight Y, Random, 95% CI IV, Random, 95% CI
2.3.1 Group
Alves 2014 3 212 9 457 3N 7To2a% -0.55[-1.56, 0.46]
Baines 1987 1.4 3286 ] 01 4.268 5 1.7% 0.31 [0.94, 1.56]
Baldelli 19493 3 4073 13 -44 B.709 10 2.8% 1.33[0.40, 2.26] I —
Baldelli 2002 234 3439 71 -012 3635 16 5.4% 0.701[0.15,1.28] E—
Bottino 20045 083  3.207 6 -1.43 3747 T21% 0.60[0.53,1.72]
Ereuil 1994 14 27 28 07 31 27T 55% 0.71[0.17,1.26] -
Buschert 2011 05 2352 a -04 21 T23% 0.59 [0.46, 1.63]
Coen 2011 0.8 36 14 -21 25 11 3.3% 0.881[0.05,1.72] —_—
Cove 2014 -0.33 0 4341 21 -0.78 3223 21 4.9% 012[0.49 0.72]  —
Ferrario 1981 -1.23 1645 13 0 2086 B ZH% -0.47 [-1.45, 0.51] —
Kim 2016 053 5.4# 32 -1.91 B.4985 2 a.4% 0.39 016, 0.95] B E—
Mapelli 2013 2.9 3.697 10 -0.3 2.705 10 2.8% 0.95[0.01, 1.88]
Orrell 2014 -1.46 4464 123 -2.31 4464 113 9.0% 0.19[0.07, 0.45] T
Reguena 2006 245 B.0458 18 -6.28 5457 18 4.0% 1.24 [0.52,1.96] -
Reguena 2006 1.5 8227 20 -3.37 TATS a0 581% 0.711[0.13,1.29] -
Spectar 2001 31 5041 17 0 5041 10 35% 0.60[-0.20,1.40] S B —
Spectar 2003 074 2765 97 0.4 2765 70 B3% 0.41[010,0.72] —
Wialliz 1983 5.9 25183 10 1.7 18.15 9 249% 0.18[0.72 1.08]
VWWoods 1979 4.7 9114 ] 38 47493 4 1.3% 1.01 [0.44, 2.46] +
Yamanaka 2013 1.63 4232 26 0.4 4217 30 5.6% 0.47 [-0.08, 1.01] T
Subtotal {95% CI) 547 432 80.8% 0.49 [0.31, 0.66] L
Heterogeneity: Tau®= 0.04; Chi*= 2627, df =19 (P =012}, F= 28%
Testfor overall effect £=5.52 (P = 0.00001)
2.3.2 Individual
Carmargo 2015 1.43 2938 7114 3478 7To20% 0.75 [0.35,1.84]
Onder 2004 0.2 3.347 70 <11 3274 67 T.H% 0.39[0.05, 0.73] —
Orgeta 2015 -061 3296 130 -014 3256 138 9.2% -0.14[-0.38, 0.10] T
Subtotal {95% CI) 207 212 19.2% 0.20 [-0.29, 0.68] ~il—
Heterogeneity: Tau*=012; Chi*= 795, df=2 (F=002; F=75%
Testfor overall effect Z=0.81 (P=042)
Total (95% CI) 754 644 100.0% 0.44 [0.26, 0.62] <
Heterogeneity: Tau®= 0.08; Chi*= 44 41, df= 22 (P = 0.003); F=50% 5_2 51 b 15 25
Testfor overall effect Z=4.77 (P = 0.00001) Favours cantral  Favours GST
Test for subaroup differences: Chi#=1.20, df=1 {P=0.27), F=17.0%
Cognition (follow-up)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.4.1 Group
Baines 1987 -0z 3177 5 -23 4.28 5 95% 050 F0.F7,1.77]
Baldelli 19533 049 4078 13 -56 6199 10 18.45% 1.23[0.32,2.14)] s —
Chapman 2004 -1.25 3.98 26 -214 5508 28 53.8% 018 [0.35, 072 —i—
Wallis 1983 85 26.043 10 -489 21.861 9 18.2% 053 [0.39,1.45] e
Subtotal {95% Cl) hd 52 100.0% 0.47 [0.08, 0.86] -
Heterogeneity; Chi®= 380, df=3 P =028 F=21%
Testfor averall effect Z=2.34 (P=002)
Total (95% CI) 54 52 100.0% 0.47 [0.08, 0.86] .
Heterogeneity: Chiz= 3.80, df= 3 (P = 0.28); F= 21% 5_2 51 ? 25

Testfor overall effect: Z=2.34 (F=0.02)
Testfor subgroup differences: Mot applicable
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ADL (post-intervention)

Testfor overall effect: £=0.12 (P = 0.90)

Testfor subaroup differences: Chi®= 058, df=1 (P =045), F= 0%

© NICE 2018. All rights reserved. See

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl I, Fixed, 95% Cl
2.7.1 Group
Baldelli 1933 1.8 28177 13 -85 I7.965 10 3.0% 0.36 [-0.48,1.19] —
Baldelli 2002 1542 24738 71 11.88 28.688 16 7.0% 0.14 [-0.41, 0.68] I E—
Bottino 2005 1 2385 B 015 2125 TO1T% 0.35[-0.75, 1.44]
Ferrario 1991 -0.31 Tv 13 -0.33 4168 E 2% 0.00 [-0.96, 0.97]
rrell 2014 1.79 11668 123 0835 11668 113 31.7% 0.05 [0.18, 0.34] t
Subtotal (95% CI) 226 152  45.6% 0.11[-0.10, 0.33]
Heterogeneity: Chi®= 063, df=4 {P = 0,96 F=0%
Testfar averall effect Z=1.05 (P = 0.30)
2.7.2 Indivicual
Onder 2005 -08 8367 0 -28 B85 67 18.3% 0.24 010, 0.58] T
Orgeta 2015 1073 5858 131 1007 5898 138 361% 011 013, 0.358] *]:
Subtotal (95% Cl) 201 205  54.4% 0.15 [-0.04, 0.35]
Heterogeneity: Chif= 037, df=1{P =054 F=0%
Testfor averall effect Z=1586(FP=012)
Total (95% Cly 427 357 100.0% 014 [-0.01, 0.28] >
Heterngeneity: Chif=1.08, df= 6 (P = 0.98); F= 0% 5_2 51 3 15 25
Test far averall effec_t: =184 (P:_ 0.08) Favours contral  Favours GST
Testfor subgroup differences: Chi*=0.08, df=1 (P =0.78), F= 0%

CDR (post-intervention)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% C|
2.9.1 Group
ki 2016 001 046 32 023 085 21 5Y8% -0.22[-062 0.18] ——
Mapelli 2013 -0.25 0.54 10 0 052 10 423% -025[071,0.21] . E—
Subtotal (95% Cl) 42 31 100.0% -0.23[-0.53,0.07] ——-
Heterageneity: Chi*=0.01,df=1 {P=092); F=0%
Testfor overall effect Z=151(P=013)
Total {(95% CI) 42 31 100.0% -0.23[-0.53,0.07] —a—-
Heterageneity: Chi*= 0.01, df=1 (F=0.92% F= 0% f f f i
Test for overall effect Z=1.51 (P= 013 1 05 0 0.5 !

- . o Favours CST  Fawours control
Test for subgroup differences: Mot applicable
NPI (post-intervention)

CcsT Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I/, Fized, 95% CI
2.10.1 Group
Orrell 2014 747 IGEBE 123 9058 1666 113 215% -1.58[583 267 e A
Subtotal {95% CI) 123 113  21.5% -1.58[-5.83, 2.67] -~ ———
Heterogeneity: Mot applicable
Testfor averall effect Z= 073 (P =047
2.10.2 Individual
Onder 2005 0.8 158497 TO -25 17188 67 127% 340[2.115 8949
Orgeta 2015 0.28 10224 133 06 10224 138 B58% -032[275 211] t
Subtotal (95% CI) 203 205 785% 0.28[-1.95,251]
Heterogeneity. Chi*=1.45, df=1{P =023}, F=31%
Testfor averall effect Z=0.25 (P=081)
Total {(95% Cli 326 318 100.0% -0.12 [-2.10, 1.85] -’-
Heterogeneity; Chi*= 2.02, df= 2 (P = 0.36); F=1% I—1D 55 3 :IS 1E|=
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NPI (follow-up)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
2.11.1 Group
Chapman 2004 -2.25 14.33 26 219 15.33 28 224% -4.44[-12.35 3.47] — &
Orrell 2014 -1.58 1666016 123 0 1666016 113 77.6% -1.68[5.83, 267 ——
Subtotal (95% CI) 149 141 100.0% -2.22[-5.97, 1.53] i
Heterogeneity: Chi*= 039, df=1 (P =053}, F=0%
Testfor overall effect Z=116 (P =0.29)
Total {95% CI) 149 141 100.0% -2.22[-5.97, 1.53] -q-
Heterogeneity: Chi*=0.39, df=1 (P = 0.53%; F= 0% I—ED _150 b 150 205
Testfor overall effect Z=116 (F =0.24) Favours CST Favours control
Testfor subaroup diferences: Mot applicahle
BPSD (post-intervention)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
2.12.1 Group
Baines 1987 48 2747 5 -1.2 7358 5 2% 048 [0.38, 2.33] —
Ferrario 1591 0.69 2.06 13 016 6.013 6 4.0% 016 [F0.81,1.13]  —
Mapelli 2013 T2 TET 10 -25 4305 10 37% 1.49[0.48, 2.51]
Orrell 2014 -747  1BBE 123 -905 1666 113 22.3% 0.09 018, 0.35] *
Spectar 2001 -1 4.303 17 -06 5.003 10 58% -0.11 [-0.89, 0.68] T
Spectar 2003 0.3 4635 115 0.7 4635 86 20.9% -0.08 [-0.37,0.149] -
Subtotal {95% Cl) 283 230 58.8% 0.19[-0.15, 0.53]
Heterogeneity: Tau®*= 0.07; Chi*=10.69, df=5 (P =0.06), F=93%
Testfor averall effect Z=1.08 (P =0.28)
2.12.2 Individual
Onder 2005 -0.8 145897 Ta 25 17188 67 17.9% -0.20 [[0.54,0.13]
Orgeta 2015 -0.28 10224 133 -0 10224 138 233% 0.03 F0.21,0.27]
Subtotal (95% Cl) 203 205  41.2% -0.06 [-0.28, 0.17]
Heterogeneity: Tau®*=0.01; Chi*=1.26, df=1 (P = 0.26); F= 20%
Testfor averall effect Z=049 (P =062
Total (95% CIy 486 435 100.0% 0.05 [-0.16, 0.26]
Heterogeneity: Tau®= 0.03; Chi=12.75, df= 7 (P = 0.08); IF= 45% 54 i j é j‘
Testfor overall effect Z=0.43 (P =0.63) Favours contral  Favours GST
Testfor subgroup differences: Chi*=1.38, df=1 (P = 0.24), F= 27 3%
BPSD (follow-up)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.13.1 Group
Baines 1987 35 3825 ] 0 3.887 5 141% 0.82 [0.50,2.14]
Chapman 2004 2.25 14335 26 -2.18 15335 28 8549% 0.29 [0.24,0.83] —t
Subtotal {95% Cl) 31 33 100.0% 0.37 [-0.13, 0.87] -
Heterogeneity: Chi®=052 df=1{F=047y F=0%
Testfor averall effect Z=1.45(P=015)
Total (95% CIy 31 33 100.0% 0.37 [-0.13, 0.87] .
Heterogeneity: Chif= 0,82, df=1 (P = 0.47); F= 0% 5_2 51 3 15 25
Testforoverall effect Z=1.45(F=015) Favours contral  Favours GST
Testfor subgroup differences: Mot applicahle
CSDD (post-intervention)
CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight W, Random, 95% CI IV, Random, 95% CI
2.14.2 Group
Spector 2001 26 805 17 -22 7149 10 34.5% 0.60 [-0.20,1.40] I L E—
Spector 2003 o B2 97 05 T TO B55% -0.08 [-0.38,0.23] L
Subtotal {95% CI) 114 80 100.0% 0.16 [-0.47, 0.79]
Heterageneity: Tau®=0.13; Chi*= 2.39, df=1 (P=0.12); F= 58%
Testfor overall effect: 2= 049 (F = 0.62)
Total {95% CI) 114 80 100.0% 0.16 [-0.47, 0.79] —?—
Heterogeneity, Taw=0.13; Chi*= 2.39, df=1 (P = 0.12); F= 58% 5_2 51 3 25

Test for averall effect; £= 0,49 (F = 0.62)
Testfor subaroup differences: Mot applicable

© NICE 2018. All rights reserved. See

1
Favours cantral  Favours CST


https://www.nice.org.uk/terms-and-conditions

Depression (post-intervention)

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean %D Total Weight IV, Fixed, 95% CI IV, Fized, 95% CI
2.15.1 Group
Alves 2014 -0.2 4.96 10 -0.14 24 T 2.4% -0.01 [-0.98, 0.95]
Baldelli 1993 21 4 61 13 -23 4.89 10 2.9% 0.8a[0.02,1.76]
Ealdelli 2002 32 7.98 712487 10 16 7.6% 0.08 [0.47, 0.62] I p—
Buschert 2011 1.4 A.33 8 -04 6.4 T 21% 0.31 072, 1.33]
Coen 2011 -0.9 3 13 01 18 13 3.7% -0.39 F1.16, 0.39] i
Ferrario 1991 1.08 9.5 13 147 4.62 B 2.4% -0.01 [0.98, 0.96]
Kim 2016 1.43 T.64 3200 6.75 1 7.3% 019 [0.36,0.74] T
Reguena 2006 5.6 787 20 203 9.07 30 6.8% 0.41 [0.16, 0.98] T
Spector 2001 26 2.05 17 -22 719 10 3.5% 0.60 [0.20,1.40] I E—
Spector 2003 0 6.2 a7 0.4 T 7O 23.5% -0.08 [-0.38, 0.23] —
Subtotal (95% CI) 294 190 62.1% 0.11[-0.08, 0.30] -»
Heterageneity: Chi*=8.88, df=9 (P = 0.45); F=0%
Testfor overall effect Z=1.14 (F=0.26)
2.15.2 Individual
Qrgeta 2015 002 2021827 126 0 2021827 136 3749% 0.01 [-0.23, 0.25] 1
Subtotal (95% CI) 126 136 37.9% 0.01[-0.23, 0.25]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.08 (F=0.94)
Total (95% Cly 420 326 100.0% 0.07 [-0.08, 0.22] ?
Heterageneity, Chit= 9.28, df=10 (P = 0.51%; F= 0% 5_2 51 ? 15 3
Testfor overall effect: Z=0.94 (F=0.38) Favours control  Favaurs CST
Test for subaroup differences: Chi*= 040, df=1 (P =052, F=0%

QoL-AD (post-intervention)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.16.1 Group
Alves 2014 -2.3 5.21 10 047 435 T 20% -2.87[7.43,1.69] —
Buschert 2011 -0.4 10.61 g -04 5.52 7 06% 0480791, 8491]
Coen 2011 36 aT 14 0.s 4.4 13 43%  310([0.02,6.18] —
Cove 2014 -0.77 5.44 21 054 5.51 i 37% 1.3 [4.62, 2.00] — —
Kim 2016 0.4 53 32 023 6.5 21 3T% 017316, 3.50] -
Orrell 2014 0.32 4698519 123 0 4698519 113 282% 0.32[-088 157 -
Spector 2003 1.3 5.1 97  -08 5.6 7O 148%  210([0.44, 3.76] —
Yamanaka 2013 0149 6.0678 26 -0.43 6.5727 30 37% 062[-2.68 3483 I —
Subtotal (95% CI) 33 282 60.9% 0.76[-0.06, 1.57] P
Heterageneity: Chi*f=9.31, df=7 (P=0.23), F=25%
Testfor averall effect: Z=1.82 (P=0.07)
2.16.2 Individual
Qrgeta 20148 -0.02 4290351 133 0 4290351 139 391% -0.02[1.04,1.00] I
Subtotal (95% CI) 133 139 39.1% -0.02[-1.04, 1.00]
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.04 (F=0.97)
Total (95% CI) 164 421 100.0% 0.45[-0.18, 1.09] P
Heterogeneity: Chi®= 1067, df= 8 (P=0.22), F= 25% I-'ID 55 b % 10
Testfor overall effect: Z=1.39 (F = 0.16) Favours control  Favours CET
Testfor subaroup differences: Chi=1.36, df=1 (P = 0.24), F= 26.4%

QoL-AD (follow-up)

CST Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
2.17.1 Group
Chapman 2004 2.048 5.98 26 -01 6.29 28 230% 215112, 542 I . E—
Orrell 2014 1.78 7008624 123 0 7008624 113 T7.0% 1.78[-0.01, 3.57] —il—
Subtotal {95% Cl) 149 141 100.0% 1.87 [0.29, 3.44] B
Heterogeneity: Tau®= 0.00; Chi*=0.04, df=1 {P = 0.85); F= 0%
Testfor overall effect £= 233 (P = 0.02)
Total {95% CI) 149 141 100.0% 1.87 [0.29, 3.44] B
Heterogeneity: Tau?= 0.00; Chi= 0.04, df=1 (P = 0.88); F= 0% =_1 p =5 ; % 0

Testfor overall effect Z= 233 (F =002
Test for subaroup differences: Mot apnlicable
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Quality of life (post-intervention)

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean %D Total Weight IV, Fixed, 95% Cl I, Fixed, 95% CI
2.19.1 Group
Alves 2014 =23 4.1 10 047 4.35 T 1.8% -0.56 [-1.585, 0.43] —
Baines 1987 -1.2 6.09 ] 0.z 4.64 5 11% -0.23 F1.48,1.01]
Buschert 2011 -0.4 10061 8 -048 5.52 T 1.7% 0.05 [-0.96,1.07]
Coen 2011 3.6 3T 14 0.4 4.4 13 28% 0.74 [-0.04,1.53] T
Cove 2014 -0.77 5.44 21 054 5.51 21 47% -0.23 [0.84, 0.37] e
Kim 2016 0.4 5.3 32 023 6.5 21 5.8% 0.03[-0.52, 0,58 e
Qrrell 2014 0.32 4698518 123 0 4698519 113 267T% 0.0F [-0.13,0.32] -
Spector 2003 1.3 5.1 97 -0.8 5.6 70 18.1% 0.38[0.08 0.70] e
Yamanaka 2013 019 B.0678 26 -0.43 6.5727 a0 B3% 0.10[-0.43, 0.62] . —
Subtotal (95% CI) 336 287  69.1% 0.14 [-0.02, 0.30] &>
Heterogeneity: Chi®=9.06, df=8 (P=034);F=12%
Testfor averall effect Z=11.70 (P = 0.09)
2.19.2 Individual
Orgeta 2015 -0.02 4290351 133 0 4290351 139 30.9% -0.00 [0.24,0.23] t
Subtotal (95% CI) 133 139 30.9% -0.00[-0.24, 0.23]
Heterogeneity: Mot applicable
Testfor overall effect Z=10.04 (P = 0.97)
Total (95% Cl) 469 426 100.0% 0.09[-0.04, 0.23] ’
Heterageneity: Chi®=10.01, df= 9 {F = 0.38); F=10% 5_2 51 b 15 25
Testfor overall effect Z=1.40 (F=0.16) Favours contral  Fawours CST
Test for subaroup differences: Chi*= 0.96, df=1 (P =033, F=0%

Quality of life (follow-up)

CST Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
2.20.1 Group
Baines 1987 -1.6 3.85 5 -14 7.44 i 3.4% -0.03 [-1.27,1.21]
Chapman 2004 2.05 5.98 B -01 6.29 28 17.9% 0.34 [-0.19, 0.58] I e —
Qrrell 2014 1.78 7.008624 123 0 7.008624 113 F87% 0.25[-0.00,0.51] i
Subtotal (95% CI) 154 146 100.0% 0.26 [0.03, 0.49] S -
Heterogeneity: ChiF=0.31, df= 2 (P = 0.86); F= 0%
Test for overall effect 2= 224 (P=0.03)
Total {(95% Cl) 154 146 100.0% 0.26 [0.03, 0.49] S -
Heterogeneity, Chit= 0.3, df= 2 (P = 0.86%; F= 0% 5_2 51 5 1’ 25
Testfor overall effect 2= 224 (P=0.03) Favours contral  Favours CST
Test for subaroup differences: Not applicable

Carer burden (post-intervention)

CST Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight IV, Fized, 95% Cl IV, Fixed, 95% Cl
2.21.1 Group
Alves 2014 -0.7 422 10 286 5.79 T 36% -0.69 [-1.69, 0.31] —
Spector 2001 38 2. 5 -0.3 4.748 i 20% 0.94 [-0.41, 2.29] +
Subtotal (95% CI) 15 12 5.5% -0.11[-0.91, 0.69] —-*-—
Heterogeneity: Chi®= 3.61, df=1 (P = 0.06); F=72%
Testfor overall effect £=0.27 (P=0.74)
2.21.2 Individual
Qnder 2005 -2 1.7 o 1.3 12.3 BT 3.T7% -0.06 [-0.39, 0.28]
Orgeta 2014 003 1.931446 133 0 15931446 138 62.8% 0.05[-0.19,0.28] 4.'17’
Subtotal (95% CI) 203 205 94.5% 0.01[-0.18, 0.21]
Heterogeneity: ChiF=0.25,df=1 (P =062);, F=0%
Testfor overall effect Z=011 (F=0.81)
Total {95% Cl) 218 217 100.0% 0.00[-0.18, 0.19] ?
Heterogeneity: Chif= 3.94, df=3 (P =0.27);F= 24% 5_2 51 1 15 25
Testfor averall effect Z=0.05 (P = 0.96) Favours contral  Favours CST

Test for subgroup differences: Chi®= 0.08, df=1(P=0.77), F=0%
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H.9.1.2

Cognitive training
Outcomes stratified by dementia severity

MMSE (post-intervention)

Cognitive training Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Taotal Mean 5D Total Weight IV, Random, 95% CI I, Random, 95% CI
3.1.1 Mild
Bergarmaschi 2013 274 2608 16 -3.487 2E18 16 15.2% 5.32[4.51,813] —
Davis 2001 016 4107 19 022 4171 18 140%  -006[273, 2.61] i
de Luca 2016 27 085 10 -203 34 10 147% 4.73[2.54,6.97 -
Galante 2007 01 34568 ¥ 1.8 2458 4 125%  -1.70[5.28, 1.88)] .
Heiss 1993 -1.22 549837 18 -0484 5323 17 1223%  -0.28[-4.00, 3.44] I
kaltai 2001 -0 29 14 075 24 8 146% -096[3.21,1.29 i
Subtotal {95% Cly 84 73 831% 1.50 [-1.47, 4.47] L
Heterogeneity: Taw®=11.82, Chi*= 4110, df= 4 (P = 0.000013; F= 38%
Testfor averall effect. £= 099 (P=0.32)
3.1.2 Moderate
deWreese 1988 524 1503 9 173 2112 9 0% BBT[9.87, 2381
Lee 2013 133 242 g ? 082 To148%  -067[2.70,1.36] -
Subtotal {95% Cly 15 16  169% -0.56[-2.58, 1.45] <&
Heterogeneity: Tau®= 0.00; Chi®= 0.77, df=1 (P=038); F=0%
Test for overall effect: £=0.55 (P = 0.58)
Total (95% CI) it 89 100.0% 1.30[-1.29, 3.89]

Heterogeneity, Tau®= 10.53; Chi#= 49,26, di= 7 (P = 0.00001); = 86%

i

-10

Testfor averall effect. £= 0898 (P=0.323) -0 Fawours contral Favours1 CD:T <D
Testfor subgroup differences: Chi®=1.27, df=1 (P=0.26), 7= 21.0%
MMSE (follow-up)
Cognitive training Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Taotal Mean 5D Total Weight IV, Random, 95% CI I, Random, 95% CI
3.2.1 Mild
Galante 2007 -1.48 3503 ¥oo-4TF 2536 4 47.1% 3.20[-0.39,6.79]
Lee 2013 -1.33 0 314 f -029 2 T OBZE%  -1.04[4.04,1.80
Subtotal {95% Chy 13 11 100.0% 0.96 [-3.19, 5.11]
Heterogeneity Tau®= 614, Chi®= 315, df=1 (P = 0.08); = 65%
Test for overall effect £= 045 (P =0.65)
Total (95% CI) 13 11 100.0% 0.96 [-3.19, 5.11]
Heterogeneity: Tau®= 614, Chi®= 315, df=1 (P =0.08); F=68% 0 a5 b )5 a0

Testfor overall effect Z=0.45 (P = 0.65)
Testfor subgroup differences: Mot applicable
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Cognition (post-intervention)

Cognitive training Control Stid. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
3.3.1 Mild
Amieva 2016 -16.6 To15 17 T4 141 127% 006017, 0.29] -
Bergamaschi 2013 275 2608 16 -3.47 2618 16 7.2% 2.36([1.43 3.29)] —t
Cahn-\Weiner 2003 48 26154 17 -B6 27763 17 9.2% 0.41 [-0.27,1.09] I e —
Davig 2001 016 4107 19 022 4171 18 9.5% -0.01 [-0.66, 0.63] T
de Luca 2016 27 0.85 10 -2.03 341 10 B.2% 1.81[0.73,2.89] E—
Galante 2007 01 3.568 7 18 2458 4 A% -0.48[1.73,077]
Heiss 1993 -1.22 5.992 18 -0.94 5.23 17 9.3% -0.05 [-0.71, 0.61] — T
Kaltai 2001 -0.21 29 14 075 2.4 g  TE% -0.34 [-1.21, 0.54] -1
Loewenstein 2004 15.84 16.168 25 11.47 15712 19 9.9% 0.27 [[0.33, 0.87] T
Quayhagen 1995 33 11.853 25 -44 12841 25 101% 0.61[0.04,1.18] ——
Subtotal (95% CI) 302 275 86.8% 0.42 [D.01, D.83] et
Heterogeneity: Tau®= 0.25; Chi®= 36.78, df= 9 (F = 0.0001); = TH%
Testfor overall effect: Z=2.00 (P =0.05)
3.3.2 Moderate
deVreese 1998 524 1503 9 173 2112 9 TI% 0.36 [-0.57,1.30] I B —
Lee 2013 1.33 242 5 2 0.82 7 B0% -0.36 [-1.46,0.74]
Subtotal (95% CI) 15 16 13.2% 0.06 [-0.65, 0.77] g
Heterogeneity: Tau®=0.00; Chi®= 095, df=1 (P=033), F=0%
Testfor overall effect Z=017 (P=0.87)
Total {95% Cly 317 291 100.0% 0.36 [-0.00, 0.73] =
Heterogeneity: Tau®= 0.26; Chi*= 37.92 df= 11 (P = 0.0001); F=71% 5_2 51 b ,i 25
Testfor averall effect Z=1.95 (P =0.05) Favours contral Favours CT
Test for subagroup differences: Chi*=0.72, df=1 (P =040, F=0%
Cognition (follow-up)
Cognitive training Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
3.4.1 Mild
Amieva 2016 -22.71 12.3 124 -21.59 1002 109 61.4% -0.10 [-0.36, 0.16]
Cahn-Weiner 2003 2 26.3G68 17 1 30456 17 9.0% 0.03 [-0.64, 0.71] —
Galante 2007 -1.5 34503 7 -47 2436 4 23% 0.81 [-0.41,2.23] >
Loewenstein 2004 B.14 19974 25 A48 17.383 19 11.4% 0.03 [-0.56, 0.63] —
Quayhagen 1995 -2.2 133 25 -12.6 17.567 25 125% 0.65 [0.09,1.22] —
Subtotal (95% CI) 198 174 96.7% 0.05 [-0.15, 0.26] -
Heterogeneity: Chi*=714, df=4 (P=013); F= 44%
Testfor overall effect Z=0.49 (P =0.63)
3.4.2 Moderate
Lee 2013 -1.33 314 g6 -0.29 22 TO31% -0.36 [-1.46, 0.74]
Subtotal (95% CI) 6 7 3.3% -0.36 [-1.46, 0.74] e —
Heterogeneity: Mot applicable
Testfor overall effect Z=0.64 (F=0.52)
Total (95% CI) 204 181 100.0% 0.04 [-0.16, D.24] ?
Heteroeneity: Chi*= 7.66, df= 5 (P = 0.18); F= 35% 5_2 51 ) 25

Testfor overall effect Z=036 (P=072
Test for subgroup differences: Chif= 052, df=1 (P=047, F=0%
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ADL (post-intervention)

Cognitive training Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
3.5.1 Mild
Amieva 2016 -0.63 B.307 151 -1.29 8802 141 GBE% 0.08[0.15 0.31]
Bergamaschi 2013 -0.31 1.245 16 -1.43 1.546 16 B.7% 0.78[0.06, 1.50]
Cahn-YWeiner 2003 0.z a 17 0 4.851 17 7.8% 0.04 [-0.63, 0.71] e
Galante 2007 -06 21582 7 05 072 4 232% -0.86 [-1.82,0.71]
Loewenstein 2004 -06 1.931 25 -0.4 1.709 19 5.8% -0.046 [-0.64, 0.54] T
Subtotal {95% Cl) 216 197 93.2% 0.10[-0.10, 0.29] S -
Heterogeneity: Chi*=4.75, df=4 (P=0.31), F=16%
Testfar overall effect: 2= 0.96 (P = 0.34)
3.5.2 Moderate
deVreese 1998 1.33 4978 9 111 742 3 41% 0.27 [-0.66, 1.20] ]
Lee 2013 25 333 B 071 16 TO2T% 0.66 [-0.48,1.79]
Subtotal {95% CI) 15 16 6.8% 0.42[-0.29, 1.14] —
Heterageneity: Chi*= 027, df=1 (P =0.60), F=0%
Test far overall effect: Z=1 16 {F = 0.24)
Total (95% Cly 231 213 100.0% 0.12 [-0.07,0.31] ?
Heterogeneity, Chi*F=5.77, df=6 (P = 0.45); F= 0% 5_2 51 ? 15
Testfar overall effect: Z=1.23{P=022) Fawaurs control  Favaurs oT
Testfar subaroup differences: Chi*= 0.75, df=1 (P=0.39), F=0%

ADL (follow-up)

Cognitive training Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI|
3.6.1 Mild
Amieva 2016 -812 9666 124 -B.04 9852 109 G4.2% -0.01 [-0.27, 0.29]
Cahn-¥YWeiner 2003 -06 4903 17 0.5 46308 17 8.3% -0.21 [-0.88, 0.46] —
Galante 2007 -0.7 2.252 7 0.3 0557 4 2T% -0.49[-1.74, 0.76]
Loewenstein 2004 -0.8 1.868 % 1.1 2042 19 11.89% 015 [-0.45 0.75] I
Subtotal {95% CI) 173 149 88.1% -0.02 [-0.24, 0.20] -
Heterogeneity, Chi*=117, df=3 (P=0.76), F=0%
Test for overall effect 2= 0,20 {F = 0.84)
3.6.2 Moderate
Lee 2013 -0.8 1.868 % 1.1 2042 19 11.89% 016 [-0.45 0.75] 1
Subtotal {95% CI) 25 19 11.9% 0.15[-0.45, 0.75] e
Heterogeneity: Mot applicable
Testfor overall effect Z= 050 {F = 0.62)
Total {(95% Cly 198 168 100.0% -0.00[-0.21, 0.20] *
Heterogeneity, Chi®=1.46, df= 4 (P = 0.83); F= 0% 5_2 51 ? 15
Testfar overall effect: 2= 0.02 (P = 0.98) Fawaurs control  Favaurs oT
Testfor subgroup differences: Chi®=0.28, df=1 (P =059, *=0%

Depression (post-intervention)

Cognitive training Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
3.10.1 Mild
Amieva 2016 -20021 172 124 18481 171 109 BOT% -0.10 [0.36, 0.16]
Bergamaschi 2013 -1.07  4.87 16 044 773 16 8.3% -0.23 [-0.82, 0.47] ——
Davis 2001 032 336 19 047 983 18 97% 0.02 [F0.62, 0.66] I
Galante 2007 0s 205 7 -0.3 1.64 4 2E% 0.38 [0.86, 1.62]
Kaltai 2001 1.21 258 14 -0.13 3 8  81% 0.48 [-0.40, 1.36] I —
Loewenstein 2004 086 13.27 25 437 13749 19 11.2% -0.25 [-0.85, 0.39] — 1
Subtotal {95% Cly 205 174 97.7% -0.07 [-0.27, 0.13] <
Heterogeneity; Chi*= 2,66, df=8{F=079), F=0%
Testfar averall effect Z= 069 (P =0.48)
3.10.2 Moderate
Lee 2013 1.5 1.05 B -2 243 T23% 1.63[0.31, 2.99] _—
Subtotal {95% Cly 6 7 23% 1.63 [0.31, 2.95] —
Heterogeneity: Mot applicable
Testfor overall effect 2= 2.41 (P =0.02)
Total (95% CI) 211 181 100.0% -0.03 [-0.23, 0.17] *
Heterngeneity: Chi*= 8.86, df= 6 (P =0.18); 7= 32% 5_2 51 1

Testfor overall effect 7= 032 (P=0.74)
Testfor subgroup diferences: Chi*=6.20, df=1 (P =001}, F= 83.9%
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Carer burden (post-intervention)

Cognitive training Control

Std, Mean Difference

5td. Mean Difference

Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
3.14.1 Mild
Amieva 2016 -1.68 14.451 181 -023 16173 141 T78E% -0.09[-0.32,014]
Loewenstein 2004 063 2031 25 183 1394 19 11.7% -0.07 [-0.66, 0.53] e —
Quayhagen 2000 -1.34 1934 21 -0.26 6.3 15 945% -0.05 [-0.71, 0.62] ] —
Subtotal (95% CI) 197 175 100.0% -0.09[-0.29,0.12] -
Heterogeneity: Chi*= 002, df= 2 {P = 0.99); *= 0%
Test for averall effect: Z=0.83 (P =040
Total (95% CIy 197 175 100.0% -0.09[-0.29,0.12] *
Heterogeneity; Chi*= 0.02, df= 2 (P = 0.99); IF= 0% 5_2 51 3 ,i
Testfor overall effect: Z=083 (P=040) Favaurs contral Favours CT
Test for subdroup differences: Mot applicable

Outcomes stratified by mode of delivery

MMSE (post-intervention)

Cognitive training Control Mean Difference Mean Difference

Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% Cl
4.1.1 Group
Bergamaschi 2013 274 2608 16 -3.47 2618 16 18.2% f.32[4.51,813] —
Subtotal (95% Chy 16 16 15.2% 6.32 [4.51, B.13] <&
Heterogeneity: Mat applicable
Test for averall effect £=6.84 (P = 0.00001}
4.1.2 Groupindidual
kaltai 2001 -0 29 14 078 24 g8 146% -096[3.21,1.29 T
Subtotal {95% Cly 14 8 146% -0.96[-3.21, 1.29] L 3
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.84 (P = 0.40)
4.1.3 Individual
Draviz 2001 016 4107 19 022 4171 18 14.0%  -0.06[2.73, 2.61] i
de Luca 2016 27 085 10 -203 3.4 10 147% 473 (254,697 -
deVreese 19598 a24 1803 5 173 2112 9 20% BAT[9.87 2381
Galante 2007 0.1 34868 ¥ 1.8 24488 4 1258% -1.70[5.28, 1.89] ——
Heiss 1993 -1.22 549872 18 -0494 523 17 122%  -0.2B[-4.00,3.44] I
Lee 2013 133 242 ] 2 082 Too148% -067[F2.70,1.36] -
Subtotal (95% Chy 6o G5 70.3% 0.67 [-1.75, 3.10] <4
Heterogeneity: Tau®= 4571, Chi*=17.41, df =5 (P =0.004), F=71%
Test for averall effect. £= 055 (P =0.58)
Total (95% CI) ag 49 100.0% 1.30 [-1.29, 3.89] ?
Heterogeneity: Taw®=10.63; Chi®= 48.26, df = 7 {P = 0.000013; F= 86% _50 _150 b 150 QID
Testfor overall effect 7= 098 (P=0.32) Favours contral  Favours CT
Testfor subaroup differences: Chif= 2817, df=2 (P = 0.00001), F=828%

MMSE (follow-up)

Cognitive training Control Mean Difference Mean Difference

Study or Subgroup  Mean 5D Taotal Mean 5D Total Weight IV, Random, 95% CI I, Random, 95% CI
4.2.2 Individual
Galante 2007 -1.48 3503 ¥oo-4TF 2536 4 47.1% 3.20[-0.39,6.79] T
Lee 2013 -1.33 0 314 f -029 2 T 828%  -1.04[-4.04,1.96) ——
Subtotal {95% Chy 13 11 100.0% 0.96 [-3.19, 5.11] e ———
Heterogeneity: Tau®= 614, Chi®= 315, df=1 (P =0.08), F=BE%
Test for overall effect £= 045 (P =0.65)
Total (95% CI) 13 11 100.0% 0.96 [-3.19, 5.11]

Heterogeneity, Tau®=614; Chi*= 315, df=1 (P =0.08); F=E3% f 1

Testfor overall effect: = 0.45 (P = 0.65) -10 -5 0

5
) ; Fawours contral  Favours CT
Testfor subgroup differences: Mot applicable
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Cognition (post-intervention)

Cognitive training Control Stid. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
4.3.1 Group
Amieva 2016 -16.6 To15 17 T4 141 128% 006017, 0.29] -
Bergamaschi 2013 275 2608 16 -3.47 2618 16 7.0% 2.36([1.43 3.29)] —t
Cahn-\Weiner 2003 48 26154 17 -B6 27763 17 9.0% 0.41 [-0.27,1.09] e —
Subtotal (95% CI) 184 174  28.8% 0.87 [-0.28, 2.01] — e —
Heterogeneity: Tau®= 0.92; Chi*= 22.67, df= 2 (F = 0.0001); F=91%
Testfor averall effect Z=148{FP=0.14)
4.3.2 Groupindiidual
Kaltai 2001 -1.22 58492 18 -0.94 5.23 17 9.2% -0.05[-0.71, 0.61] — T
Subtotal (95% CI) 18 17 9.2% -0.05[-0.71, 0.61] —eii——
Heterogeneity: Mat applicable
Testfor overall effect Z=0.14 (F = 0.89)
4.3.3 Individual
Davis 2001 016 4107 19 022 4171 18 9.3% -0.01 [-0.66, 0.63] I E—
de Luca 2016 27 0.5 10 -2.03 341 10 6.0% 1.81[0.73, 2.89] ———
deVreese 1998 524 1503 9 -1.73 2112 9  T.0% 0.36 [-0.57,1.30] — T
Galante 2007 01 3.568 7 18 2458 4 a0% -0.48[-1.73,0.77]
Heiss 19493 -1.22 58492 18 -0.94 5.23 17 9.2% -0.05 [-0.71, 0.61] I E—
Lee 2013 1.33 242 5 2 0.82 T A% -0.36[-1.46,0.74]
Loewenstein 2004 1584 16.168 25 11.47 15712 19 97% 0.27 [-0.33, 0,87 B —
Quayhagen 1995 3.3 11.853 25 -44 12841 25 10.0% 0.61 [0.04,1.18] —
Subtotal (95% CI) 119 109 62.0% 0.27 [-0.11, 0.66] B
Heterogeneity: Tau®= 014, Chi*=13.52, df= 7 (F = 0.06), *= 48%
Testfor overall effect Z=1.38 (F=0.17)
Total {95% Cly 321 300 100.0% 0.38 [0.02, 0.73] e
Heterogeneity: Tau®= 0.24; Chi*= 37.00, df= 11 {F = 0.0001); F=70% 5_2 51 b 15 25
Testfor averall effect £=2.08 (P =0.04) Favours contral  Favours CT
Testfor subaroup diferences: Chi®=1.90, df= 2 (P =0.3", F=0%
Cognition (follow-up)
Cognitive training Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
4.4.1 Group
Amieva 2016 -22.1 12,3 124 -21.59 10,2 109 B1.4% -0.10 [-0.36, 0.16]
Cahn-Weiner 2003 2 25.368 17 1 30456 17 9.0% 0.03 [-0.64, 0.71]
Subtotal (95% CI) 1 126 70.4% -0.08 [-0.32, 0.16]
Heterogeneity: Chi*=013, df=1 (P =072}, F=0%
Testfor overall effect Z= 066 (F =051}
4.4.2 Individual
Galante 2007 -1.5 34803 7 -47 2436 4 2.3% 0.81 [-0.41,2.23] >
Lee 2013 -1.33 314 6 -0.29 2 TO33% -0.36 [-1.46, 0.74]
Loewenstein 2004 6.14 19.974 25 6.9 17.383 19 11.4% 0.03 [-0.96, 0.63] -
Quayhagen 1995 -2.2 133 25 -126 17.567 28 125% 0.65[0.08,1.22] e —
Subtotal (95% CI) 63 55  29.6% 0.32 [-0.05, 0.69] o
Heterogeneity: Chi*= 440, di= 3 (F=0.22); F=32%
Testfor overall effect Z=1.68 (F = 0.09)
Total (95% CI) 204 181 100.0% 0.04 [-0.16, 0.24]
Heterogeneity: Chi*= 7.66, df= 5 (P = 0.18); F= 35% 5_2 51 : 25

Testfor averall effect Z=036 (F=072)
Testfor subaroup differences: Chif= 313, df=1 (P =0.08), F=631%
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ADL (post-intervention)

Cognitive training Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
4.5.1 Group
Amieva 2016 -0.63 B.307 151 -1.29 8802 141 GBE% 0.08[0.15 0.31]
Bergamaschi 2013 -0.31 1.245 16 -1.43 1.546 16 B.7% 0.78[0.06, 1.50]
Cahn-YWeiner 2003 0.z a 17 0 4.851 17 7.8% 0.04 [-0.63, 0.71] e
Subtotal {95% CI) 184 174 81.1% 0.13[-0.08, 0.34] -
Heterogeneity, Chif= 337, df=2 (P=019);, P=41%
Testfor overall effect: Z=1.24 (P=0.22)
4.5.2 Individual
deVreese 1998 1.33 4878 9 111 7452 9 41% 0.27 [-0.66, 1.20] I e —
Galante 2007 -06 21582 7 05 072 4 232% -0.86 [-1.82,0.71]
Lee 2013 248 333 6 071 1.6 T2T% 0.66 [-0.42 1.79]
Loewenstein 2004 -06 1.931 25 -05 1.7049 19 9.8% -0.04 [-0.65, 0.54] T
Subtotal {95% CI) 47 39 18.9% 0.06 [-0.37, 0.49] -
Heterageneity: Chi*= 231, df=3 (P=051),F=0%
Test for overall effect: Z=0.27 (P = 0.749)
Total (95% Cly 231 213 100.0% 0.12 [-0.07,0.31] ?
Heterogeneity, Chi*F=5.77, df=6 (P = 0.45); F= 0% 5_2 51 1 15
Testfar overall effect: Z=1.23{P=022) Fawaurs control  Favaurs oT
Testfar subaroup differences: Chi*= 0.09, df=1 (P=0.77), F=0%

ADL (follow-up)

Cognitive training Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI|
4.6.1 Group
Amieva 2016 -812 9666 124 -B.04 9852 109 TO.0% -0.01 [-0.27, 0.29]
Cahn-¥YWeiner 2003 -06 4903 17 0.5 46308 17 10.2% -0.21 [-0.88, 0.46]
Subtotal {95% Cl) 141 126 80.2% -0.03[-0.27,0.21]
Heterageneity: Chi*=0.30, df=1{P=058), F=0%
Testfar overall effect: Z=0.28 (P = 0.78)
4.6.2 Individual
Galante 2007 -0.7 2.252 7 0.3 0587 4 249% -0.49[-1.74, 0.76]
Lee 2013 o 363 B 129 315 T 38% -0.36 [-1.486, 0.75]
Loewenstein 2004 -0.8 1.868 % 1.1 2042 19 13.0% 016 [-0.45 0.75] 1
Subtotal {95% CI) 38 30 19.8% -0.04 [-0.53, 0.44] —~i
Heterogeneity: Chi*=1.20,df=2 (P=0.58), F=0%
Testfor overall effect Z=017 (P =0.87)
Total {(95% Cly 179 156 100.0% -0.04 [-0.25, 0.18] *
Heterogeneity, Chi®=1.80, df= 4 (P = 0.83); F= 0% 5_2 51 ?

Testfar overall effect: Z=0.32 (P =0.79)
Testfor subgroup differences: Chi®=0.00, df=1 (P =0.98), F=0%
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Depression (post-intervention)

Cognitive training Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
4.8.1 Group
Amieva 2016 -2021 172 124 18481 171 109 BOT% -0.10 [-0.36, 0.16]
Bergamaschi 2013 -1.07  4.87 16 044 773 16 8.3% -0.23 [[0.82, 0.47]
Subtotal {95% Cly 140 126 69.0% -0.11[-0.36, 0.13]
Heterogeneity: Chi*=012, df=1{P=073), F=0%
Testfar averall effect 2= 083 (P =0.35)
4.8.2 Group/individual
Kaltai 2001 1.21 248 14 -013 3 8  52% 0.48 [-0.40, 1.36] T
Subtotal {95% Cly 14 8 5.2% 0.48 [-0.40, 1.36] ——enEl———
Heterogeneity; Mot applicable
Testfar averall effect Z=1.07 (P =0.28)
4.8.3 Individual
Davis 2001 032 336 19 017 983 18 97% 0.02 [0.62, 0.66] e E—
Galante 2007 0s 205 7 -0.3 1.64 4 2E% 0.38 [0.86, 1.62]
Lee 2013 1.5 1.05 B -2 243 T 23% 1.631[0.31, 2.95] —_—+
Loewenstein 2004 046 13.27 28 437 1379 19 11.2% -0.25 [-0.84, 0.29] — 1
Subtotal {95% Cly 57 48  25.8% 0.08 [-0.31, 0.48] -l
Heterogeneity: Chi*= 6.67, df= 3 (P = 0.08); *=55%
Testfar averall effect 2= 041 (P = 0 G5}
Total (95% CI) 211 181 100.0% -0.03 [-0.23, 0.17]

Heterogeneity: Chi®= 8.86, df=& (F=0.18); I*= 32%

*

A

Testfor overall effect 2= 032 (P=0.79) 2 Favours cortral  Favaurs C‘I1'
Testfor subaroup differences: Chi®= 2.07, df= 2 {P = 0.36), F= 3.2%

Carer burden (post-intervention)

Cognitive training Control Std. Mean Difference 5td. Mean Difference

Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
4.10.1 Group
Amieva 2016 -1.68 14.451 181 -023 16173 141 T78E% -0.09[-0.32,014]
Subtotal (95% CI) 151 141 78.8% -0.09[-0.32,0.14]
Heterogeneity, Mot applicable
Testfor overall effect: Z=0.81 (P=0.42)
4.10.2 Individual
Loewenstein 2004 063 2031 25 183 1394 19 11.7% -0.07 [-0.66, 0.53] e —
Quayvhagen 2000 -1.34 1934 21 -0.26 6.3 15 94% -0.05 [-0.71, 0.62] I E—
Subtotal (95% CI) 46 34 212% -0.06 [-0.50, 0.39] -
Heterogeneity: Chi*=0.00, df=1 {P = 0.97); F= 0%
Test for averall effect: Z=0.25 (P=0.80)
Total (95% CIy 197 175 100.0% -0.09[-0.29,0.12] q
Heterogeneity Chi®= 0.02, df= 2 (P = 0.99); I*= 0% 5_2 51 3

Testfor overall effect: Z=083 (P=040)

Testfor subaroup differences: Chi*=0.02, df=1 {P=0.8&, F= 0%
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H.9.1.3

Cognitive rehabilitation

Outcomes stratified by dementia severity

Cognition (post-intervention)

Cognitive rehabilitation Control

Std. Mean Difference

Std. Mean Difference

Study or Subgroup Mean Sh Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% CI
5.2.1 Mild
Armieva 2016 -16.48 7.2 144 17 74 141 5648% 0.07 [-0.16, 0.30]
Seyun 2015 0.8 1.054 22 01 1.2 21 431% 0.87 [0.24,1.50] —
Subtotal {95% CI) 166 162 100.0% 0.42 [-0.36, 1.19]
Heterogeneity: Tau®= 0.26, Chif=5.47 df=1 (F =002}, F=82%
Testfor averall effect: Z=1.05 (P = 0.29)
Total {95% CI) 166 162 100.0% 0.42 [-0.36, 1.19]
Heterogeneity: Tau®= 026 Chif= 547, df= 1 (P = 0.02%; F= 82% 5_2 51 p 15 25
Testfor averall effect: 7=1.05 (P = 0.249) Favaurs contral  Favours CR
Testfor subaroup differences: Not applicable
ADL (post-intervention)
Cognitive rehabilitation Control Std. Mean Difference Stel. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I/, Random, 95% Cl
5.4.1 Mild J.,
Amieva 2016 -0.54 8.484 144 -1.28 5802 141 286% 0.08[-0.15,0.32]
Clare 2010 132 1777 20 0.04 1.425 19  20.6% 0.78[0.12,1.43] —
Clare 2017 2487 1964 218 086 1.9684 227 291% 0.87 [0.67, 1.086] ——
Seyun 2014 0 1.353 22 0 1.493 21 11.7% 0.00 [-0.60, 0.60] .
Subtotal (95% Clj 404 408 100.0% 0.44 [-0.09, 0.96] el
Heterageneity: Tau®=0.24; Chi*= 28.37, df= 3 (P < 0.00001); = 80%
Test for averall effect Z=1.63 (F=010)
Total (95% Cly 404 408 100.0% 0.44 [-0.09, D.96] --*-—
Heterogeneity: Tau®= 0.24; Chi*= 29.37, df= 3 (P < 0.00001); F= 90% 5_2 1 p 1 25
Test for overall effect £=1.63 (F=0.10) Favours control  Favours R
Test for subagroun differences: Mot applicable
ADL (follow-up)
Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
5.5.1 Mild
Amieva 2016 -54 5329 121 -8.04 9.952 103 49.3% 0.27[0.01, 0.53] ——
Clare 2017 225 1639 205 067 1.639 211 80.7% 0.896[0.76,1.17] —
Subtotal (95% Cly 326 320 100.0% 0.62 [-0.05, 1.30] -*-—
Heterageneity: Tau®=0.22; Chi*= 16.75, df= 1 (P = 0.0001); F= 94%
Test for overall effect £=1.81 (P =007}
Total (95% Cly 326 320 100.0% 0.62 [-0.05, 1.30] —*—-
Heterogeneity, Tau®=0.22; Chi*= 16.75, df= 1 (P = 0.0001); F= 94% I_2 1 7 1 2I
Test for overall effect £=1.81 (F = 0.07) Favours control  Favours R
Test for subdgraun differences: Mot applicable
NPI (post-intervention)
Cognitive rehabhilitation Control Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight I, Fized, 95% CI IV, Fixed, 95% CI
5.14.1 Mild
Amieva 2016 -0.21 16.304 144 -2.3 15779 141 931% 2.08 [-1.63, 5.81] —.—
Thivierge 2014 542 14715 9 1.75 14044 8  6.9% 3.67[10.01,17.35]
Subtotal (95% CI) 153 149 100.0%  2.20[-1.39,5.79] e
Heterogeneity: Chi*= 0.05, df=1 {FP=083); F=0%
Testfor overall effect Z=1.20{FP=0.23)
Total {95% CIy 153 149 100.0%  2.20[-1.39,5.79] 4’
Heterogeneity: Chi®=0.05, df=1 {P=083); F=0% '-20 -1'0 ﬁ 1-EI 20'

Testfor overall effect Z=1.20{FP=0.23)
Test for subaroup differences: Mot applicable
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NPI (follow-up)

Cognitive rehabilitation Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight I, Random, 95% Cl I, Random, 95% CI
5.15.1 Mild
Amieva 2016 -0.25 14189 121 278 148779 108 61.0%  -3.03[7.04 098] ——
Thivierge 2014 285 126451 9 .42 B.388 8 390% T.05[-3.0817.19] R L E—
Subtotal (95% CI) 130 117 100.0% 0.90 [-8.74, 10.54] ——e——
Heterogeneity: Tau®= 35.42; Chi*= 330, df=1 {P=007); F=70%
Testfor overall effect: =018 (P =085
Total (95% Cly 130 117 100.0% 0.90[-8.74, 10.54] *—
Heterogeneity: Tau®= 35.42; Chi*= 3.30, df= 1 (P = 0.07); F= 70% l } 1 t |
] -20 -10 a 1 20
Testfor overall effect: Z=0.18 (P =0.848) Favours CR Favours control
Testfar subgroup differences: Mot applicable
BPSD (post-intervention)
Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
5.16.1 Mild
Armieva 2016 -24.64 29.2 144 -23.29 284 141 54.4% -0.05[0.28,0.19]
Thivierge 2014 -5.42 1694 9 -1.75 1612 8 896% -0.21 F1.17,0.79]
Subtotal (95% Cl) 153 149 100.0% -0.06 [-0.28, 0.17]
Heterogeneity: Chi*=011, df=1 (P=074); F=0%
Testfor overall effect: Z=0.49(F = 0.63)
Total {95% Cl) 153 149 100.0% -0.06 [-0.28, 0.17]
Heterogeneity: Chif= 011, df=1 (P=0.74);, F= 0% I_:2 11 B 1! 2:
Testfor overall effect Z= 049 (F =063} Favours control  Favours CR
Testfar subgroup differences: Mot apnlicable
BPSD (follow-up)
Cognitive rehabilitation Control Std. Mean Difference Stdl. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Random, 95% Cl I'¥, Random, 95% Cl
5.17.1 Mild
Armieva 2016 025 15189 121 -2.78 148779 109 E7.7% 0.20 [-0.08, 0.45] -+l
Thivierge 2014 -2.85  12.651 9 432 8388 8 32.3% -0.62 [-1.60, 0.37] e e
Subtotal (95% CI) 130 117 100.0% -0.07 [-0.81, 0.68] —oagi——
Heterogeneity, Tau®=0.13; Chi*=2.45 df=1 (P =0.12); F=59%
Testfor overall effect: Z= 018 (P = 0.86)
Total (95% CI) 130 117 100.0% -0.07 [-0.81, 0.68] -*
Heterogeneity: Taw= 0.19; Chi*= 2.45, df= 1 (P = 0.13); = 5% B 4 3 1 3
Testfor averall effect: Z=0.18 {P = 0.86) Favours control Favours CR
Testfor subgroup differences: Mot apnlicable
Depression (post-intervention)
Cognitive rehabilitation Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Rand 05% Cl IV, Rand 05% Cl
5.6.2 Mild
Amieva 2016 -7.33 6.7 144 -551 5.6 141 40.5% -0.29 [-0.53,-0.08] ——
Clare 2010 0.045 2.29 20 -0.08 4.03 21 124% 0.04 [0.57, 0.65] e
Clare 2017 -0.03 2.8451186 218 -0.07 27204963 226 471% 0.01 F0.17,0.200 J’
Subtotal (95% CI) 382 388 100.0% -0.11[-0.35, 0.13]
Heterogeneity: Tau?= 0.02; Chi*=4.29 df=2 (P=012); P=53%
Testfor overall effect: Z=0.88 {F = 0.38)
Total (95% Cl) 382 388 100.0% -0.11 [-0L35, 0.13] *
Heterogeneity: Tau®= 0.02; Chi*= 4.29, df=2 (P=012); F= 53% 5_2 51 D 25

Testfor overall effect: Z=0.88 (F = 0.38)
Testfor subgroup differences: Mot anplicable
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Depression (follow-up)

Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
5.7.1 Mild
Amieva 2016 -7 T 121 -7.87 7B 109 343% -0.01 [-0.26, 0.25] ——
Clare 2010 -0.45 3.08 16 -0.19 259 0 53% -0.08 [-0.75, 0.57] s E—
Clare 2017 -0.32 3.04597377 194 -016 27856597 210 604% -0.05 [0.25,0.14] ‘z’
Subtotal {(95% CI) 3N 339 100.0% -0.04 [-0L19, 0.11]
Heterogeneity: Chi®= 011, df= 2 (P =0.94), F= 0%
Testfor overall effect Z=0.51 (P = 0.61)
Total {(95% CI) N 339 100.0% -0.04 [-0.19, 0.11] ?
Heterogeneity: Chif= 0.11, df= 2 (P = 0.94); F= 0% i_2 =1 7 1i 2
Test for overall effect: Z=0.51 (P = 0.61) Favours contral  Fawours CR
Testfor subgroup differences: Mot applicable
QoL-AD (post-intervention)
Cognitive rehabilitation Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
5.10.1 Mild
Amieva 2016 3518 45 144 3543 46 141 476%  -0.24 [-1.30,0.82]
Clare 2010 0.og 5.11 20 054 7.2 21 225%  -0.46[4.27 3.39]
Seyun 2015 34 43 22 0 52 21 29.9% 3.40([0.54, 6.26] —
Subtotal (95% CI) 186 183 100.0% 0.80 [-1.59, 3.19]
Heterogeneity: Tau®= 2.82; Chi*= 558, df= 2 (P = 0.06); F=64%
Testfor overall effect: 2= 0.66 (F = 0.51)
Total (95% CI) 186 183 100.0% 0.80 [-1.59, 3.19]
Heterngeneity: Tau®= 2.82; Chi*= A.68, df= 2 (P = 0.06); F= 64% f ! 1 1 |
] -10 -5 i ] 10
Testfor averall effect: Z= 066 (P =051} Favours contral Favours CR
Testfor subgraup differences: Mot applicahle
QoL-AD (follow-up)
Cognitive rehahilitation Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
5.11.1 Mild
Amieva 2016 34.48 4.6 121 3484 47 108 901% -0.36[1.56,0.84]
Clare 2010 -0.27 419 18 -2.07 442 13 9.9% 1.80[1.83,5.43]
Subtotal (95% CI) 136 122 100.0% -0.15[-1.29, 1.00]
Heterogeneity, Chi*=1.23,df=1 (P=027) F=18%
Test for owerall effect £=0.25 {F = 0.80)
Total (95% Cl) 136 122 100.0% -0.15[-1.29, 1.00]
Heterogeneity: Chi®=1.23, df=1 (P=0.27) F=18% =-1D % 1 % 1D=
Testfor overall effect Z=0.25 {P = 0.50) Fawaurs cortrol Favours CR
Testfor subgraup differences: Mot applicable
Quality of life (post-intervention)
Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total  Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
5.12.1 Mild
Amieva 2016 3519 4.5 144 3543 46 141 34.4% -0.05[-0.28,0.18]
Clare 2010 0.08 511 0 054 T30 49% -0.07 [-0.68, 0.54]
Clare 2017 0.79 12.452209 218 05898 11.876974 227 537% 0.02[047,0.20]
Seyun 20145 34 4.3 22 0 a2 21 4.9% 0.70[0.08,1.32] —
Thivierge 2014 -0.86 9.24 9 -0.75 4.83 g 2.0% 0.02 [-0.93, 0.98]
Subtotal (95% CI) 413 418 100.0% 0.02 [-0.11, 0.16]
Heterageneity: Chi*=513, df=4 (P =027}, F=22%
Test far overall effect Z=0.31 (F=0.75)
Total (95% CI) M3 418 100.0% 0.02 [-0.11, 0.16]
Heterogeneity, Chi*=5.13, df=4 (P = 0,273, F= 22% 5_2 51 3 } 25

Test for averall effect 2= 031 (P=0.75)
Test for subaroun differences: Mot apnlicable

1
Fawvours contral  Favours CR
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Quality of life (follow-up)

Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
5.13.1 Mild
Amieva 2016 34.48 46 121 3484 47 109 332% -0.08 [-0.34,0.18]
Clare 2010 -0.27 419 15 -2.07 542 13 4.0% 0.36 [0.39,1.11]
Clare 2017 036 12474374 204 -0.36 12318895 213 604% 0.06 [0.13, 0.29]
Thivierge 2014 -4 1015 9 043 5.91 g 2.4% -0.50 [1.47,0.47]
Subtotal {(95% CI) 340 343 100.0% 0.01 [-0.14, 0.16]
Heterogeneity: Chi®= 2,58, df= 3 (P = 0.46), F= 0%
Testfor overall effect Z=0.16 (F = 0.87)
Total {95% CI) 349 343 100.0% 0.01 [-0.14, 0.16]
Heterogeneity: Chi®= 2.58, df= 3 (P = 0.46); P = 0% 5_2 51 T 15
Test for overall eﬁec.t: Z=016{P= 0.8?? Favours cantral  Favours CR
Test for subaroup differences: Mot applicable
Carer burden (post-intervention)
Cognitive rehabilitation Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
5.8.1 Mild
Amieva 2016 -0.45 16.039 144 -0.23 16173 141 37r9% -0.01 [0.25 0.22]
Clare 2010 -5.74 12.21 12 -0.67 11.2 ¥ 2.3% -0.41 [1.36, 053]
Clare 2017 -0.57 9.3435111 212 -1.34 10089296 221 576% 0.08[F0.11,0.27]
Thivierge 2014 043 17.24 ] -6 7.86 8 21% 0.458[0.52,1.47]
Subtotal (95% CI) 377 F7F 100.0% 0.04 [-0.10, 0.18]
Heterogeneity: Chi*=1.94, df=3(P=054) F=0%
Test for overall effect: Z=0.56 (F = 0.58)
Total (95% Cl) 377 377 100.0% 0.04 [-0.10, 0.18]
Heterogeneity: Chi®= 1.94, df= 23 (P = 0.58); F= 0% 5_2 !] 1 15
Test for overall eﬁec.t: F=04586(F= 0.58? Favours contral  Fawvours CR
Testfor subaroup differences: Mot anplicable
Carer burden (follow-up)
Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Fixed, 95% C| I, Fixed, 95% C|
5.9.1 Mild
Amieva 2016 -1.31 14,257 121 -0.77 15262 109 342% -0.04 [-0.30,0.27] —a—
Clare 2010 -1.91 10.99 10 316 TA2 6 22% -0.48 [-1.52,0.558] — 1
Clare 2017 -2.38 95105836 200 -257 10315149 211 B1.2% 002017, 0.21]
Thivierge 2014 0.2a 18.34 9 -023 745 8  25% 0.03 [0.92,0.99]
Subtotal (95% Cly 340 334 100.0% -0.01 [-0.16, 0.14]
Heterogeneity: Chi®= 095, df=3(P=0.81), F=0%
Testfor overall effect Z=0.13 (F = 0.89)
Total {95% CI) 340 334 100.0% -0.01 [-0,16, 0.14] *
Heterogeneity: Chi®= 0.95, df= 3 (P = 0.81); F= 0% i_2 =1 7

Testfor overall effect Z=0.13 (P = 0.89)
Testfor subgroup differences: Mot applicable

Outcomes stratified by mode of delivery

Cognition (post-intervention)

Cognitive rehabilitation Control

}
1
Favours control  Fawvours CR

Std. Mean Difference Std. Mean Difference

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

6.2.1 Individual

Amieva 2016 -16.48 7.2 144 17 74 141 564% 0.07 [-0.16, 0.30]

Seyun 2015 0.8 1.094 22 01 1.2 21 431% 0.87 [0.24,1.40] —
Subtotal {95% CI) 166 162  100.0% 0.42 [-0.36, 1.19]

Heterogeneity: Tau®= 026, Chi*= 547 df=1 (FP=0.02), P=82%

Testfor overall effect: Z=1.05 (P = 0.29)

Total {95% CI) 166 162 100.0% 0.42 [-0.36, 1.19]

Heterogeneity: Tau®=0.26, Chi®= 547, df=1 (F=0.02), F= 82%
Testfor averall effect: Z=1.05 (P =0.29)
Testfor subgroup differences: Mot applicable
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ADL (post-intervention)

Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
6.4.1 Individual _L_
Arnieva 2016 -0.55 8.58% 144 -1.29 8.902 141 28.6% 0.08 [-0.15, 0.32]
Clare 2010 1.32 1.777 20 0.04 1.425 19  206% 0.78[012, 1.43] -
Clare 2017 2487 1.964 218 086 1.8964 227 2891% 0.87 [0.67, 1.06] ——
Seyun 2015 0 1.353 22 0 1.493 21 M.T% 0.00 [-0.60, 0.60] .
Subtotal (95% Cly 404 408 100.0% 0.44 [-0.09, D.96] --*-—
Heterageneity: Tau®=0.24; Chi*= 29.37, df= 3 (P = 0.00001); F=90%
Test for overall effect £=1.63 (F=0.10})
Total (95% Cl) 404 408 100.0% 0.44 [-0.09, 0.96] -
Heterogeneity: Tau?=0.24; Chi*= 29.37, df= 3 (P = 0.00001); F=90% 5_2 51 b ,i 25
Test for overall effect Z=1.63 (P=0.10) Favours contral  Fawvaurs CR
Test for subgroup differences: Mot applicable
ADL (follow-up)
Cognitive rehabilitation Control Std. Mean Difference Stil. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
6.5.1 Individual
Amieva 2016 -h.4 49328 121 -8.04 58952 109 493% 0.27 [0.01, 0.53] ——
Clare 2017 2.25 1.639 205 067 1639 211 507% 0.96 [0.76,1.17] —-
Subtotal (95% Clj 326 320 100.0% 0.62 [-0.05, 1.30] - —o——
Heterageneity: Tau®=0.22; Chi*=16.75, df=1 (P = 0.0001), F= 94%
Test for overall effect £=1.81 (P =0.07)
Total (95% Ch) 326 320 100.0% 0.62 [-0.05, 1.30] -~
Heterogeneity: Tau?=0.22; Chi*=16.75, df=1 (P = 0.0001}), F= 94% 5_2 51 b ,i 25
Test for overall effect 2=1.81 {(P=0.07) Favours control Fawvaurs CR
Test for suboroup differences: Mot applicable
NPI (post-intervention)
Cognitive rehabilitation Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
6.14.1 Individual
Armieva 2016 -0.21  16.304 144 2.3 16779 141 88.0% 2.09 [1.63,5.81] ——
Thivierge 2014 285 12851 9 -42 8388 8 120% 7.05[3.0517.19]
Subtotal (95% CI) 153 149 100.0% 2.68 [-0.81, 6.18] e
Heterogeneity: Chi*= 081, df=1(F=0237); F=0%
Testfor overall effect Z=1.50 (F=0.13)
Total (95% CI) 153 149 100.0% 2.68[-0.81, 6.18] e
Heterogeneity, Chi*= 0.81, df=1 (P = 0.37); F= 0% f } t |
Test far overall effect Z=1.50 (P=0.13) -0 'Lgmurs oR UFa\murs C;r?tml 20
Testfor subaroup differences: Mot applicable
NPI (follow-up)
Cognitive rehabilitation Control Mean Difference Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
6.15.1 Individual
Amieva 2016 -0.25 15189 121 278 15779 108 921%  -3.03[7.04, 048] —.——
Thivierge 2014 542 14715 9 175 14.044 8  T9% 367 [F10.01,17.39]
Subtotal (95% Cly 130 117 100.0%  -2.50 [-6.35, 1.35] -*-
Heterogeneity: Tau®= 0.00; Chi*= 085, df=1 (P = 0.36);, F= 0%
Testfor overall effect 2=1.27 (P =020}
Total (95% CI) 130 117 100.0%  -2.50 [-6.35, 1.35] -*-
Heterogeneity: Tau®= 0.00; Chi*= 0.85, df=1 (P = 0.36); F= 0% 5_20 _150 D 150 205

Testfor overall effect: Z=1.27 (P =0.20)
Testfor subgroup differences: Not applicable
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BPSD (post-intervention)

Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
6.16.1 Indnadual
Amieva 2016 021 16304 144 23 15779 141 947% -013 036, 0.10]
Thivierge 2014 -285 12.651 9 42 8388 8 53% -0.62 [-1.60, 0.37] —
Subtotal (95% CI) 153 149 100.0% -0.16 [-0.38, 0.07] <
Heterogeneity, Chi®= 089, df=1 (P =0235), F=0%
Testfor overall effect; Z=1.35 (P=018)
Total (95% CI) 153 149 100.0% -0.16 [-0.38, 0.07] <
Heterogeneity: Chi*= 089, df= 1 (F = 0.35); *= 0% B 4 3 1
Test for overall effect: Z=1.35(P=018) Favours contral  Favours CR
Testfor subgroup differences: Mot apnlicable
BPSD (follow-up)
Cognitive rehabilitation 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
6.17.1 Individual
Amieva 2016 025 15199 121 -278 14779 109 93.2% 0.20 [-0.06, 0.45] -‘.—
Thivierge 2014 -542 14715 9 -1.78 14044 8  B8% -0.24 [-1.20,0.72] . E—
Subtotal (95% CI) 130 117 100.0% 0.17 [-0.09, 0.42] i
Heterogeneity: Tau®= 0.00; Chi*=0.75, df=1 (P =0.38); F= 0%
Testfor overall effect: Z=1.28 (P=0.20)
Total (95% CI) 130 117 100.0% 0.17 [-0.09, 0.42] -P
Heterogeneity; Tau®= 0.00; Chi*=0.75, df=1 (P = 0.39%; F= 0% 5_2 51 3 15
Testfor overall effect: Z=1.28 (P=0.20) Favours contral Favaurs CR
Testfor subdgroup differences: Mot apnlicable
Depression (post-intervention)
Cognitive rehabilitation Control Std. Mean Difference Stid. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Rand 05% Cl IV, Rand 05% Cl
6.6.2 Individual
Amieva 2016 -r.33 6.7 144 -551 86 141 4045% -0.29[-0.53,-0.08] ——
Clare 2010 0.0s 2.29 20 -0.o8 4.03 21 124% 0.04 [0.57, 0.65] e
Clare 2017 -0.03 28451186 218 -0.07 27204963 226 471% 0.01 017, 0.20] :
Subtotal (95% CI) 382 388 100.0% -0.11 [-0,35, 0.13]
Heterogeneity: Tau®= 002, Chi*f=429, df=2 (P=012); F=453%
Testfor overall effect Z=0.88 (F = 0.38)
Total {95% CI) 382 388 100.0% -0.11 [-0.35, 0.13] *
Heterogeneity: Tau?= 0.02; Chi*=4.29,df=2 (P=012); F=53% 5_2 51 D 15
Testfor overall effect: Z=0.88 (F = 0.38) Favours contral  Favours CR
Testfor subaroup differences: Mot anplicable
Depression (follow-up)
Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI I, Fixed, 95% Cl
6.7.1 Individual
Amieva 2016 -791 T 121 -7.87 7H 109 343% -0.01 [-0.26, 0.25] —
Clare 2010 -0.45 3.08 16 -019 249 20 83% -0.09 [-0.75,0.57] e —
Clare 2017 -0.32 3.04497377 194 -016 27856597 210 E04% -0.05 [0.25,0.14] !’
Subtotal (95% CI) 331 339 100.0% -0.04 [-0.19, 0.11]
Heterogeneity: Chi*= 011, df=2 {P = 0.84); F=0%
Testfor overall effect: Z=0.51 {F = 0.61)
Total (95% Cl) 3N 339 100.0% -0.04 [-0L19, 0.11] *
Heterogeneity: Chi®= 0.11, df= 2 (P = 0.94); F= 0% 5_2 51 T

Testfor overall effect: Z=0.51 (F = 0.61)
Testfor subgroup differences: Mot applicable
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QoL-AD (post-intervention)

Cognitive rehabilitation Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Random, 95% Cl IV, Random, 95% CI
6.10.1 Individual
Amieva 2016 35149 44 144 3543 46 141 476%  -0.24[-1.30, 087
Clare 2010 0.as 511 0 054 T2 31 228%  -0.46[4.27, 3348
Seyun 2014 3.4 43 12 0 &2 21 2849% 3.40[0.54, 6.26] —
Subtotal {95% Cl) 186 183 100.0% 0.80[-1.59, 3.19]
Heterageneity: Tau®= 2.82; Chi*= 559, df= 2 (P = 0.06); F= 4%
Test for overall effect Z=0.66 (P=0.51)
Total (95% CIy 186 183 100.0% 0.80[-1.59, 3.19]
Heterngeneity: Tau®= 2.82; Chi*= 5.89, df= 2 (P = 0.06); F= G4% 5_1 0 % D % 1D=
Test for overall effect 7= 0.66 (P =0.51) Favours cantral  Favours CR
Testfor subaroup differences: Mot applicable
QoL-AD (follow-up)
Cognitive rehabilitation Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
6.11.1 Individual
Arnieva 2016 34.48 45 121 3484 47 109 801% -0.36[1.56,084]
Clare 2010 -0.27 418 15 207 542 13 98%  1.80[1.83, 543]
Subtotal {95% CI) 136 122 100.0% -0.15[-1.29, 1.00]
Heterogeneity Chi®=1.23, df=1 (F=027 F=18%
Test for owerall effect 7= 025 (P = 0.50)
Total {95% Cly 136 122 100.0% -0.15[-1.29, 1.00]
Heterogeneity, Chif=1.23, df=1 (P=0.27);, F=18% =-1D 55 ? 1D=

Test for overall effect Z=0.25 (P = 0.5
Testfor subgroun differences: Mot applicable

Quality of life (post-intervention)

&
Favours cantrol  Favours CR

Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% CI1 IV, Fixed, 95% CI
6.12.1 Individual
Amieva 2016 35149 44 144 3543 46 141 344% -0.05[F0.28, 0.18]
Clare 2010 0.0g .11 20 0.54 7.2 21 4.9% -0.07 F0.68, 0.54]
Clare 2017 0.79 12.452208 218 058498 11.876974 227 537% 0.02 017, 0.20]
Seyun 20145 34 4.3 22 0 a2 21 4.9% 0.70[0.08,1.32] —
Thivierge 2014 -0.86 9.24 9 -0.75 4.83 g 2.0% 0.02 [-0.93, 0.98]
Subtotal {95% Cl) 413 418 100.0% 0.02 [-0.11, 0.16]
Heterogeneity: Chi*=513, df=4 (P=027) F=22%
Test for averall effect 2= 031 (P=0.75)
Total (95% CI) 413 418 100.0% 0.02 [-0.11, 0.16]
Heterogeneity: Chi*=5.13,df= 4 (P=0.27); F=22% 5_2 _51 D 15 25
Test for overall effect Z=0.31 {F=0.75) Fawours control  Favours CR
Test for subaroun differences: Mot apnlicable
Quality of life (follow-up)
Cognitive rehabilitation Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
6.13.1 Individual
Amieva 2016 34.48 4.6 121 3484 4.7 108 332% -0.08 [0.34,0.18]
Clare 2010 -0.27 418 15 -2.07 5.42 13 4.0% 0.36 [0.39,1.11]
Clare 2017 036 12474374 204 -0.36 12318895 213 604% 0.06 [0.13,0.29]
Thivierge 2014 -4 1015 9 043 .91 g 24% -0.50 [1.47,0.47]
Subtotal {95% CI) 340 343 100.0% 0.01 [-0.14, 0.16]
Heterogeneity: Chi®= 2.88, df= 3 (P = 0.46), F= 0%
Testfor overall effect: Z=0.16 (F = 0.87)
Total {95% CI) 349 343 100.0% 0.01 [-0.14, 0.16]
Heterogeneity: Ghi®= 2.58, df= 3 (P=0.46), F= 0% =-2 I1 ﬁ } 2!

Testfor overall effect Z=016 {F = 0.87)
Test for subaroup differences: Mot applicable
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Carer burden (post-intervention)

Testfor overall effect: Z=1.94 (P=0.05)

© NICE 2018. All rights reserved. See Notice of rights

Favours cantral

Fawaurs support groups

Cognitive rehabilitation Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
6.8.1 Individual
Amieva 2016 -0.45 16.038 144 -0.23 16173 141 37.9% -0.01 [0.25,0.27]
Clare 2010 -5.79 1221 12 -067 11.2 7TO23% -0.41 [-1.36,053]
Clare 2017 -0.87 9343511 212 -1.34 10089296 221 576% 0.08 [F0.11,0.27]
Thivierge 2014 0.43 17.24 9 -6 7.56 g 22% 0.45[0.52,1.42]
Subtotal {(95% CI) 377 377 100.0% 0.04 [-0.10, 0.18]
Heterogeneity: Chi®=1.94, df= 3 (P =059, F= 0%
Testfor overall effect: £=0.56 (F = 0.58)
Total {95% CI) 377 J7F 100.0% 0.04 [-0.10, 0.18]
Heterogeneity: Chi*=1.94, df= 3 (P =059); P=0% I_2 I1 p 1! 2!
Test for overall eﬁec.t: Z=0586{P= 0.58? Favours cantral  Favours CR
Test for subaroup differences: Mot applicable
Carer burden (follow-up)
Cognitive rehabilitation Control Std. Mean Difference 5td. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
6.9.1 Individual
Amieva 2016 -1 14,257 121 -0.77 15.262 109 34.2% -0.04 [0.30,0.22] —a—
Clare 2010 -1.91 10.89 10 316 7.a2 G 22% -0.48 [1.52,0.589] I
Clare 2017 -2.38 9.5105836 200 -2.487 10315149 211 B1.2% 0.02[F017,0.21]
Thivierge 2014 029 18.34 9 -023 745 8  25% 0.03 [0.92,0.949]
Subtotal (95% CI) 340 334 100.0% -0.01 [-0.16, 0.14]
Heterogeneity: Chi*= 095 df=3{P=081),F=0%
Testfor overall effect: Z=0.13 (P = 0.89)
Total (95% Cl) 340 334 100.0% -0.01 [-0L16, 0.14] *
Heterogeneity: Chi®= 0.95, df= 23 (P = 0.81); F= 0% 5_2 !] D 15 25
Test for overall eﬁec.t: =013 = 0.89? Favours contral  Fawvours CR
Testfor subaroup differences: Mot anplicable
H.9.1.4 Self-management groups
Quality of life (post-intervention)
Support group Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI1 I, Fixed, 95% CI
Laakonen 2016 -0.03 0.063 67 -0.04 0.063 BY 48.8% 0.16 [-0.18, 0.50] —
Logsdon 2010 06 5672 92 -1.07 59449 44 431% 0.29 [-0.07, 0.65] T
Quinn 2016 005 0116 12 0 0116 11 8.2% 042 [0.41,1.24] T
Taotal (95% Cl) 171 122 100.0% 0.24 [-0.00, 0.47] -
Heterogeneity; Chif= 046, df= 2 (P = 0.79); F= 0% 5_2 51 B 15 25
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H.9.1.5

Reminiscence therapy

MMSE (post-intervention)

Reminiscence Control Mean Difference Mean Difference
Study or Subgroup Mean SD_ Total Mean SD Total Weight IV, RBandom, 95% CI IV, Random, 95% CI1
3.4.1 Indvidual reminiscence therapy
Lopes 2016 1.25 4615225 20 -1.67 3984766 20 6.4% 2.92[0.25, 5.59]
Tanaka 2017 -0.6 2 16 -1.4 3.3 14 9.7% 0.80 [F1.19, 2.79] I e
Wan Bogaert 2013 1.05 33 41 012 3.8 41 12.9% 0.93 [F0.61, 2.47] 1T
Subtotal {(95% Cly 77 & 201% 1.23[0.12, 2.34] ‘-
Heterogeneity: Tau®=0.00; Chi*=1.86, df= 2 (F=0.39), F=0%
Testfor overall effect: Z= 218 (F=0.03)
3.4.2 Group reminiscence therapy
Deponte 2007 2.3 4011234 9 -1 5284884 9 29% 330 [1.03,7.63]
Ito 2007 0 4728636 17 -0.8 3934463 17 5.6% 0.80[F212, 3737 S E—
Tadaka 2007 2.0358714 1.530769 28 -0.21852 1.862 7 20.4% 2.2511.44,3.07] —
Tanaka 2017 1.4 25 13 -1.4 33 14 85% 2.490([0.70,5.10] —
Wang 2007 1.75 4936162 51 -0.13 42085 51 11.0% 1.88[0.08, 3.68] —
Subtotal (95% Cly 118 118 48.3% 2.21[1.53,2.89] <
Heterogeneity: Tau®= 0.00; Chi*=1.66, df=4 (F = 0.80), F=0%
Testfor overall effect £=6.41 (P = 0.00001}
3.4.3 Spiritual reminiscence therapy
Wiy 20145 0.3 1.473092 a3 -0.2 1.652271 a0 227% 0.50 F0.11,1.11] -
Subtotal {(95% Cly 53 0 22.7% 0.50 [-0.11, 1.11] i’
Heterogeneity: Mot applicable
Testfor overall effect Z=1.62 (F=0.11)
Total (95% CI) 248 243 100.0% 1.55 [0.77, 2.33] -
Heterogeneity Tau®=0.60; Chi*T=1717, df=8(P=003); F=53% t 1

Testfor overall effect: £=3.90{F = 0.0001)
Testfor subaroup differences: Chi*=13.65, df=2 (P = 0001}, F=85.3%

© NICE 2018. All rights reserved. See

4 2 0 2 4
Favours cantrol  Fawours intervention


https://www.nice.org.uk/terms-and-conditions

Cognition (post-intervention)

Reminiscence Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
1.3.1 Individual reminiscence therapy
Lopes 2016 1.25 48 20 -1.67 3.7 20 4.9% 0.67 [0.03,1.31]
Tanaka 2017 -0.6 2 16  -1.4 3.3 14 3.8% 0.29[-0.43,1.01] I B ——
Yan Bogaert 2013 1.08 3.2 41 012 4.4 41 106% 0.24 [-0.20, 0.67] I
Subtotal (95% CI) 7 75 19.4% 0.36 [0.04, 0.68] .
Heterageneity: Chif=1.22, df= 2 (P =0.54); F= 0%
Testfor overall effect Z=218 (P =0.03)
1.3.2 Group reminiscence therapy
Amieva 2016 -16.39 rA 150 -17 T4 141 37T 9% 0.08 [-0.15,0.31] ——
Deponte 2007 2.3 4011234 9 -1 5284884 9 2.2% 0.67 [-0.28, 1.63] 7
Ito 2007 0 4728636 17 -0.8 34934463 17 4.4% 018 [-0.45, 0.85] I
Tadaka 2007 (1) 249 4.48 17 -07 4.88 17 11% 0.75[0.05, 1.45] I
Tadaka 2007 (2) or 4.65 " 0.6 4 10 2T% 0.02 [-0.83, 0.88] —
Tanaka 2017 1.4 24 13 -14 3.3 14 31% 0.96 [0.15, 1.76]
Wang 2007 1.75 4936162 51 -013 4.2985 41 13.0% 0.40[0.01, 0.80] S
Subtotal (95% CI) 268 259  G67.4% 0.25 [0.08, 0.42] ‘
Heterogeneity. Chi®==8.62, df=6{FP=0.20); F= 30%
Testfor overall effect: £= 2.82 (P = 0.0058)
1.3.3 Spiritual reminiscence therapy
Wi 2015 0.3 1.473092 53 -0.2 1652271 a0 13.2% 0.32 [-0.07, 0.71] T
Subtotal (95% CI) 50  13.2% 0.32 [-0.07, 0.71] -
Heterogeneity. Mot applicable
Testfor overall effect Z=1.60 (P =0.11)
Total {95% Cl) 398 384 100.0% 0.28 [0.14, 0.42] <&
Heterogeneity: Chi®=10.24, df=10 (P = 0.42); F= 2% 5_2 51 5 1’ 2’
Testfor averall effect: 2= 3.86 (P = 0.0001) Favours contral Favours intervention
Testfor subgroup differences; Chi*= 040, df=2 {P=0.82), F=0%
Footnotes
{1 valb
{2y AD
Cognition (follow-up)
Reminiscence Control Std. Mean Difference Std. Mean Difference
Studhy or Subgroup Mean 5D Total Mean S0 Total Weight I/, Random, 95% CI Y, Random, 95% CI
2.5.2 Group reminiscence therapy
Amieva 2016 -2311 137 118 -21.549 102 108 535% -012[-0.359,0.14]
Tadaka 2007 0.861538 1.625 26 -0.625 1681818 24 465% 0.89 [0.30, 1.47] —
Subtotal (95% CI) 144 133 100.0% 0.35 [-0.64, 1.33]
Heterogeneity. Tau®= 0.46; Chi®*= 9.60, df=1 (F=0.002); F=80%
Testfor owerall effect: £= 069 (P = 0.449)
Total (95% CI) 144 133 100.0% 0.35 [-0.64, 1.33]
Heterogeneity: Tau®= 0.46; Chi*= 9.60, df=1 (P =0.002); F=40% 1_2 I1 b 1! 2!
Testfor overall effec.t: Z=088(P= 0_49? Favours control  Favours intersention
Testfor subaroup differences: Not applicable
ADCS-ADL (post-intervention)
Reminiscence Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fized, 95% CI
3.7.1 Joint reminiscence groups {phwd/ carer)
Woods 201272016 17.32 BA6 228 16.84 B56 167 923% 048[083,1.79]
Subtotal {95% Cl) 228 167 092.3% 0.48[-0.83,1.79]
Heterogeneity: Mot applicable
Testfor averall effect Z=072 (P =0.47)
3.7.2 Group reminiscence therapy
Deponte 2007 128 48 9 152 a 9 V7% -240[-68.93, 2.13] S
Subtotal {95% Cl) L] L] 7% -2.40[-6.93, 2.13] ——e i ——
Heterogeneity: Mot applicable
Test for averall effect: Z=1.04 (P = 0.30)
Total {95% CI) 237 176 100.0% 0.26 [-1.00, 1.52] ?
R _ _ Ee | , , |
Heterogeneity: Chi*=1.43 dfi=1 {P=023), F=30% T + 0 ; 0

Test for averall effect: Z=0.40 (P = 0.659)

Testfor subagroup differences: Chi®=1.43, df=1 (P =025, F=30.3%
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ADL (post-intervention)

Reminiscence Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fized, 95% CI
1.7.1 Joint reminiscence groups {plwd! carer)
Charlesworth 2016 -2.45 14.28058 45 0 1428058 194 38.7% -0.17 [-0.42, 0.07]
Wioods 201272016 0.48 G.56 228 1] 656 167 48.7% 0.07 [0.13,0.27]
Subtotal (95% CI) 323 361 97.4% -0.02 [-0.18,0.13]
Heterogeneity: Chi®= 2.28, df=1{F=0.13); F=96%
Testfor overall effect Z=0.30 (P =0.76)
1.7.2 Group reminiscence therapy
Deponte 2007 12.8 48 3 152 5 3 2.6% -0.47 [-1.41,0.47] e
Subtotal {95% CI) 9 9 2.6% -0.47 [-1.41,0.47] e
Heterogeneity: Mot applicable
Testfor overall effect Z=097 (P =0.33)
Total {95% CI) 332 370 100.0% -0.04 [-0.19,0.12] ?
Heterngeneity: Chif= 311, df= 2 (P = 0.21%; = 36% 5_2 51 B 15 2
Testfor overall effect 7= 0.46 (P = 0.63) Favours control  Favours intervention
Testfor subaroup differences: Chi*= 0,83, df=1 (P = 0.36), F= 0%

NPI (post-intervention)

Reminiscence Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
3.6.1 Individual reminiscence therapy
“an Bogaert 2013 -3.56 11.7 41 -2.66 A3 41 351% -0.80[4.83,3.03 —
Subtotal {95% CI) 4 41 351% -0.90[-4.83, 3.03] -
Heterogeneity: Mot applicable
Testfar overall effect 2= 0.45 (F = 0.65)
3.6.2 Joint reminiscence group (plwdicarer)
Charleswarth 2016 2716 21.11 97 2837 2111 144 18.4% -1.21 [-6.64,4.22] T
Subtotal {95% CI) 7 144 18.4% -1.21[-6.64,4.22] e
Heterogeneity: Mot applicable
Testfor overall effect 2= 0.44 (P = 0.66)
3.6.3 Group reminiscence therapy
Armieva 2016 -0.53 13829 180 -23 18779 141 46.5%  1.77[1.65, 519 —T
Subtotal (95% CI) 150 141 46.5% 1.77 [-1.65,5.19] B
Heterogeneity: Mat applicable
Testfor overall effect Z=1.02 (P =0.31)
Total {(95% Cl) 288 326 100.0% 0.28[-2.05, 2.61] *
?et?;ogenemi:l CQl T;{EED STPEEPD:B?.SU; F=0% o = ) 5 -

estioraverall e EC_' =0.241 e ! Favours intervention  Favours cantrol
Testfar subaroup differences: Chi®=1.36, df= 2 (P =051}, F= 0%
BPSD (post-intervention)

Reminiscence Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.5.1 Individual reminiscence therapy
Wan Bogaert 2013 -3.86 9 41 -2.66 11.6 41 121% -0.08 [-0.52,0.35]
Subtotal (95% Cl) 41 41 121% -0.09 [-0.52, 0.35]
Heterogeneity: Mot applicable
Testfor averall effect Z=039 (P =070}
1.5.2 Joint reminiscence group (plwd/carer)
Charlesworth 2016 4.931263 2063693 194 4695263 2063693 85 376% 0.01 [0.23,0.28] 1
Subtotal (95% Cl) 194 05  3F7.6% 0.01 [-D.23, 0.26]
Heterogeneity: Mot applicable
Testfor overall effect Z=009 (FP=083)
1.5.3 Group reminiscence therapy
Amieva 2016 -0.83 1382859 1a0 -2.3 1877878 141 428% 012 [0.11,0.35] i
Deponte 2007 -7.7 1341007 9 0.2 9.7154452 9 2.5% -0.64 [-1.60,0.31] _
Ito 2007 -0.7 23825939 17 0 1812484 17 5.0% -0.03 [-0.70, 0.64] S
Subtotal (95% Cl) 176 167  50.3% 0.07 [-D.15, 0.28] <
Heterogeneity: Chi®=2.41, df= 2 (P=030); F=17%
Testfor averall effect Z=0.61 (P = 0.54)
Total {95% Cl) 411 303 100.0% 0.03 [-0.12, 0.18]

Heterogeneity: Chi®= 2.82, df=4 (P = 0.59); F= 0%
Testfor overall effect Z=036 (P =072)
Testfor subgroup differences: Chi*=0.41, df=2 (P=082), F=0%
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CSDD (post-intervention)

Reminiscence Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% C1
3.5.1 Individual reminiscence therapy
Lopes 2016 -1.05 805 20 -016 B.d45 20 135% -089[6.00,4.23)
Subtotal {95% Cl) 20 20 13.5% -0.89[-6.00,4.22] ——e—
Heterogeneity: Mot applicable
Testfor overall effect =034 (F=0.73)
3.5.2 Joint reminiscence group (plwd/ carer)
Woads 201 212016 -0.29 BASE 228 0 656 167 439%  -0.29[1.60,1.07 1
Subtotal (95% Cl) 228 167  439% -0.29[-1.60,1.02]
Heterogeneity: Mot applicable
Test for averall effect 7= 043 (P = 0.6E)
3.5.3 Group reminiscence therapy
Wang 2007 -1.14 356 51 183 378 81 426%  -2.87[4.40,-1.54)] ——
Subtotal {95% Cl) a1 A1  42.46% -2.97[-4.40, -1.51] -
Heterogeneity: Mot applicable
Testfor overall effect: £=4.08 (F = 0.0001)
Total (95% Cl) 209 238 100.0%  -1.51[-3.70, 0.67] e
Heterogeneity: Tau®= 2.39; Chi*= 7.42, df= 2 (P = 0.02) F= 73% =—1D 55 D :=5 0

Testfor overall effect: Z=1.36 (P=0.18)

Testfor subaroup differences: Chif=T42 df=2(F=002, F=731%

Depression (post-intervention)

Favours intervention Favours control

Reminiscence Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Rand 95% Cl ¥, Random, 95% CI
1.4.1 Individual reminiscence therapy
Lopes 2016 -1.05 8.086202 20 -016 T.BTET46 20 T4% -011 F0.73,0.581] —
Subramaniam 2014 -0.4 3439477 11 -01 1.637071 12 5.2% -011 [[0.83,0.71] I
Tanaka 2017 0 14 16 -0.3 14 14 6.2% 017 [-0.55, 0.89] e —
“an Bogaert 2013 -1.08 348 41 1.08 34 41 10.3% -0.60[-1.05,-0.16] e
Subtotal (95% CI) 88 87  29.0% -0.25[-0.61, 0.11] ~il-
Heterogeneity Tau®=0.03; Chi*= 4.02, df= 3 (P = 0.26); F= 25%
Testfor overall effect Z=1.35 (P =018)
1.4.2 Joint reminiscence group {plwd/ carer)
Charlesworth 2016 0747684 5948651 194 0467654 5948651 95 14.5% 0.05[-0.20,0.29] T
Woods 201272016 0.88 E.EES364 268 117 EB.EES364 219 159% -0.04 F0.22,014] 4
Subtotal (95% CI) 462 314 304% -0.01 [-0.16, 0.13] . 2
Heterogeneity, Tau®=0.00; Chi®=0.34, df =1 (P = 0.56);, F=0%
Testfor overall effect Z=017 (P =0.87)
1.4.3 Group reminiscence therapy
Amieva 2016 6.8 6.2 1480 5.51 86 141 148% 0.22[-0.01,0.45] T
Hsiesh 2010 -1.38 1.666403 29 0.25 1935252 32 88% -0.89 [1.42,-0.36] e —
Tanaka 2017 0.z 1.2 13 -0.3 14 14 8.7% 0.30 [-0.48, 1.06] I —
Wang 2007 -1.14 49555936 a1 1.83 5964453 a1 11.3% -0.54 [0.93,-0.14] s —
Subtotal (95% Cl) 243 238 40.6% -0.24 [-0.81,0.34] e
Heterogeneity: Tau®=0.28; Chi®= 2147, df= 3 (P = 0.0001);, F= 86%
Test for overall effect: £=0.80 (P = 0.42)
Total {(95% C) FO3 639 100.0% -0.15 [-0.38, 0.07] -
Heterogeneity: Tau®=0.07; Chi®= 2843, df= 9 (P = 0.0008), F=68% 51 -UI.S b 0?5 15

Testfor overall effect Z=1.37 (P=017)
Testfor subaroup differences: Chi®=1.81,df=2 (P =040, F= 0%
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Depression (follow-up)

Reminiscence Control Stil. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.4.1 Joint reminiscence group {(plwd/ carer)
Woods 201202016 0.38 4579 206 0 478 144 599% 0.07 [-0.15, 0.28]
Subtotal (95% Cl) 206 144  59.9% 0.07 [-0.15, 0.28]
Heterogeneity: Mat applicable
Test for averall effect: £= 060 (F = 0.55)
2.4.2 Group reminiscence therapy
Arnieva 2016 -7.83 8 118 -787 7JEB 108 401% 0.01 [-0.26, 0.27] x
Subtotal (95% CI) 118 109  40.1% 0.01[-D.26, 0.27]
Heterogeneity: Mot applicable
Test for averall effect: £= 0.04 (P = 0.97)
Total (95% Cly 324 253 100.0% 0.04 [-0.12, 0.21]

Heterogeneity, Chif= 012, df= 1 (P = 0.72); F= 0%

. S

R 0 i

o N -2 2
Test for overall effeclt. =043 (P ~ 0.62) Fawours cantrol  Favours intervention
Testfor subgroup differences: Chif=012,df=1 (P=073 F=0%
QoL-AD (post-intervention)

Reminiscence Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
3.1.1 Individual reminiscence therapy
Subramaniam 2014 6.8 6.9 ih -0.2 4.7 12 T.6% F.00[2.13,11.87] —
Subtotal (95% CI) 11 12 7.6% 7.00 [2.13, 11.87] ""‘
Heterogeneity. Mot applicable
Testfor overall effect. £=2.82 (P = 0.004)
3.1.2 Joint reminiscence group {plwd! carer)
Charleswarth 2016 0.7 [.130102 95 0 F130102 194 26.2% 0.70 [-1.05, 2.44] =
Woods 201202016 -0.64 5.91 228 1] 591 167 326% -0.64 [-1.82, 0.54] 1
Subtotal (95% CI) 323 361 589% 0.13[-1.41,1.14]
Heterogeneity, Tau®=0.32; Chi*=1.55,df=1 (P=021); F=35%
Testfor overall effect: Z=0.20 (P = 0.84)
3.1.3 Group reminiscence therapy
Amieva 2016 35.48 5 1480 3543 46 141 33.5% 0.05 [1.08,1.149] z
Subtotal (95% CI) 150 141 33.5% 0.05 [-1.05, 1.15]
Heterogeneity: Mot applicable
Testfor overall effect; Z=0.09 (P = 0.93)
Total (95% CI) 484 514  100.0% 0.53 [-0.97, 2.02] ?
Heterogeneity, Tau®=1.41; Chi*= 9.67, df= 3 (P = 0.02%; F = 9% 5_20 _150 ; 150 205
Testfor overall effec.t: Z£=10.69 ':P:_ 0.49) Favours control  Favours intervention
Testfor subgroup diferences: Chi*= 7.82, df=2 (P=0.02), F=T4 4%

QoL-AD (follow-up)

Reminiscence Control Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight Y, Fized, 95% CI I, Fized, 95% CI
4.1.1 Group reminiscence therapy
Amieva 2016 3485 48 1183 3484 47 109 558% 0.11[1.13,1.39]
Subtotal {95% Cly 118 100 55.8% 0.11[-1.13, 1.35]
Heterogeneity: Mot applicahle
Testfor overall effect: Z= 017 (F = 0.86)
4.1.2 Joint reminiscence group (plwd/carer)
Woods 201 272016 023 BA53 206 0 653 144 442% 0.28[1.10,1.68] —
Subtotal {95% CIy 206 144 44.2% 0.29 [-1.10, 1.68] —aii——
Heterogeneity: Mot applicahle
Testfor overall effect Z=0.41 (P = 0.68)
Total (95% CI) 324 253 100.0% O019[-0.73, 1.11] '?"
Heterogeneity; Chi*= 0.04, df= 1 (P = 0.88); F= 0% 54 52 3 é

Testfor overall effect 2= 040 (P = 0.65)

Testfor subgroup differences: Chi®= 004, df=1 (P = 0.85), F= 0%
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EQ-5D (post-intervention)

Reminiscence Control

Mean Difference

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
3.2.2 Joint reminiscence group {plwd! carer)
Charlesworth 2016 0.01 0.407434 45 0 0407434 1594 168% 0.01[0.08,011]
Woods 201212016 0014 0225415 3228 0 0225415 167 B32% 0.01[-0.03,0.08]
Subtotal {95% Cl) 323 361 100.0% 0.01[-0.03, 0.05]
Heterogeneity: Chi*=0.01, df=1 {P=084) F=0%
Testfor overall effect: £= 064 (P = 0.52)
Total {95% CI) 323 361 100.0% 0.01[-0.03, 0.05]
Heterogeneity: Chi#= 0,01, df= 1 (P = 0.943; F= 0% I t T 1 J
Testfor overall effect Z=0.64 (P =0.52) 0s Fgﬁﬁﬁrs control IJFa\ruurs inﬂtézrjentiun 0s
Test for subaroup differences: Mot apnlicable
Quality of life (post-intervention)

Reminiscence Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% Cl
1.1.1 Individual reminiscence therapy
Eritz 2015 24 80599 38 208 Tag2 35 136% 0.27 [-0.18,0.73] T
Subramaniam 2014 6.8 6.9 11 -0.2 47 12 4.8% 1.16 [0.26, 2.08] e
Subtotal (95% CI) 419 17 18.4% 0.62 [-0.22, 1.47] ~li
Heterogeneity: Tau®=0.26; Chi®=2.95 df=1 (P = 0.09); F= 6%
Testfor overall effect: Z=1.44 (P=0.15)
1.1.2 Joint reminiscence group {plwd/ carer)
Charlesworth 2016 0.7 7130102 95 0 7130102 194 257% 010015 0.34] -
Woods 201272016 -0.64 591 228 0 591 167 291% -0.11 [-0.31, 0.09] z
Subtotal {95% CI) 323 361 54.8% -0.02 [-0.22, 0.18]
Heterogeneity: Tau®=0.01; Chi®*=1.63, df=1 (P = 0.20); F= 39%
Testfor overall effect: Z=0.18 (P = 0.86)
1.1.3 Group reminiscence therapy
Amieva 2016 35.48 5 150 3543 46 141 268% 0.01 [-0.22,0.24] -
Subtotal (95% CI) 150 141 26.8% 0.01 [-0.22,0.24] L 3
Heterogeneity: Mot applicable
Testfor averall effect: Z=0.09 (P =0.93)
Total (95% CI) 522 549 100.0% 0.09 [-0.12, 0.30] ?
Heterogeneity: Tau®= 0.03; Chi®= 9.23, df= 4 (P = 0.06); F= 47% 12 =1 p 1i é
Testfor overall effec.t £=083 (P:_ n.41) Favours contral  Favours intervention
Testfor subaroup differences: Chi®=2.09, df= 2 (P=0.35), F= 4.2%

Quality of life (follow-up)
Reminiscence Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fized, 95% CI IV, Fixed, 95% CI
2.1.1 Individual reminiscence therapy
Eritz 20145 1.72 91.11 38 515 83N 3E 11.4% -0.04 [-0.50,0.42] i
Subtotal {95% Cl) 38 35 11.4% -0.04 [-0.50, 0.42]
Heterogeneity: Mot applicable
Testfor averall effect Z=017 (P= 087}
2.1.2 Joint reminiscence group {plwd/carery
Woods 20122016 029 BA53 206 0 643 144 531% 0.04 017, 0.26] 1
Subtotal (95% Cl) 206 144 531% 0.04 [-0.17, 0.26]
Heterogeneity: Mot applicable
Testfor averall effect: Z=0.41 (P = 0.68)
2.1.3 Group reminiscence therapy
Amieva 2016 34.95 48 118 3484 47 1089 355% 0.02[0.24,028 t
Subtotal (95% Cl) 118 109 35.5% 0.02[-0.24, 0.28]
Heterogeneity: Mot applicable
Testfor averall effect Z=017 (P = 0.86)
Total (95% CIy 362 288 100.0% 0.03[-0.13,0.18] ?
Heterogeneity: Chif=0.11, df= 2 (P = 0.95); F= 0% 5_2 51 ] 15 25

Testforoverall effect Z=0.34 (P=0.73)

Testfor subgroup differences: Chit=0.11, df= 2 (P = 0.98), F= 0%
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Carer burden (post-intervention)

Reminiscence Control Stil. Mean Difference Stil. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
1.8.1 Joint reminiscence groups {plwd/ carer)
Charleswarth 2016  -0.09 8922813 95 0 8922813 194 46T% -0.01 [0.26, 0.24] i
Subtotal (95% CI) 95 194 46.7% -0.01 [-0.26, 0.24]
Heterogeneity: Mot applicable
Testfor averall effect: Z=0.08 (P =0.94)
1.8.2 Group reminiscence therapy
Amieva 2016 -0.59 149 1480 023 16173 141 53.3% -0.05 F0.28, 0.18] t
Subtotal (95% CI) 150 141 53.3% -0.,05 [-0.28, 0.18]
Heterogeneity: Mot applicable
Testfor overall effect: £=10.44 (P = 0.65)
Total {95% CI) 245 335 100.0% -0.03 [-0.20,0.14] *
0

Heterogeneity: Chi*= 0.06, df=1 (P =0.80); F= 0%

Testfor overall effect Z=0.38 (P=0.70)

Test for subgroup differences: Chi*= 0.06, df=1 (P = 0.8, F= 0%

© NICE 2018. All rights reserved. See Notice of rights
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H.9.1.6

Occupational therapy

ADL (post-intervention)

Test for overall effect Z= 3.24 {(F = 0.001)

© NICE 2018. All rights reserved. See Notice of rights

R
Favours OT  Favours control

Occupational therapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
Gitlin 2010 0.74 0746 102 05 0746 107 561% 0.32[0.04, 0.59] ——
Woigt Radlof 2011 -1.4 10.009 54  -06 10.009 50 43.8% -0.08 [-0.46, 0.31]
Total {95% CI) 156 157 100.0% 0.14[-0.24, 0.53]
Heterogeneity: Tau®= 0.05; Chi*= 2.70, df=1 (P =010}, F= 63% I_2 11 : 1! 3
Testfor overall effect: Z=0.73 (P = 0.47) Favaurs contral  Favours OT
CSDD (post-intervention)
Occupational therapy Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Gitlin 2008 -0z 4.869 27 0.6 4603 29 229% -0.80[-3.29 1.69] —
Graff 2007 1.7 4386 A7 1.1 4396 G5 B2.9% -2.80[-4.30 -1.30] ——
Woigt Radlof 2011 -245 7.088 41 -01 7.088 37 143%  -2.40[-5.55 0.75)] —
Total (95% CI) 135 131 100.0% -2.29[-3.47,-1.10] -
Heterogeneity, Chi*=1.83, df= 2 (P = 0403, *F= 0% =-1D 55 1 é 0
Testfor overall effect Z= 3.77 (P =0.0002) Favaurs OT Favaurs contral
CSDD (follow-up)
Occupational therapy Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Graff 2007 -6 5568 67 -1.9 5568 65 720% -3.10[6.00,-1.20] —l—
Woigt Radlof 2011 -0.7  6.863 41 1.3 6.863 37 28.0% -2.00[5.05 1.08] — 71
Total (95% CI) 108 102 100.0% -2.79[-4.41,-1.18] B
Heterngeneity: Chi*= 0.36, df=1 (P = 0.55); I*= 0% 5_1 0 55 b % 1D=
Testfor overall effect £= 3.39 (P = 0.0007) Favaurs OT Favours cantral
Depression (post-intervention)
Occupational therapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
Gitlin 2008 -0.2  4.864 2T 0.6 4603 28 M .6% -0.17 [-0.69, 0.36] —
Graff 2007 -7 4396 67 1.1 4.396 65 48.7% -0.63 [-0.98, -0.28] ——
Woigt Radlof 2011 -25 7088 41 -01 7.088 ar 297% -0.34 [-0.78,0.11] —
Total (95% CIy 135 131 100.0% -0.44 [-0.69, -0.20] -
Heterogeneity: Chi*=2.42 df=2 (F=030); F=17% 5_2 I1 i 1! 2:
Test for overall effect: £= 3.56 (F = 0.0004) Favours OT Favaurs control
Depression (follow-up)
Occupational therapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SDh Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
Woigt Radlof 2011 -5 5.568 67 -1.9 5.568 65 G2.3% -0.55 [-0.90,-0.21] ——
Graff 2007 -0.7  B.BE3 41 1.3 B.BB3 v IT% -0.29[-0.74, 0.16] —
Total (95% CI) 108 102 100.0% -0.45[-0.73, -0.18] S
Heterogeneity: Chi®= 0.84, df=1 (P = 0.36), F= 0% I_:2 b 1! 2!
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QoL-AD (post-intervention)

Occupational therapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD  Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fied, 95% CI
Gitlin 2008 0.2 0361 27 01 0458 29 17.6% 0.10[0.12, 037
Gitlin 2010 01 0363 102 0 03689 107 822% 0.10[0.00,0.20]
Total (95% CI) 129 136 100.0% 0.10 [0.01, 0.19]

Heterageneity: Chi*=0.00, df=1 (P =1.00); F=0%

R

Test for overall effect Z=1.34 {(P=0.18)

© NICE 2018. All rights reserved. See Notice of rights

o ; -2 D 1
Test for overall effect 2= 216 (P = 0.03) Favaurs contral Favours oT
Quality of life (post-intervention)
Occupational therapy 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
Gitlin 2008 0.2 0361 2T 0.1 0.458 28 M1% 0.24 [-0.29, 0.76] e
Gitlin 2010 01 0369 102 0 0369 107 28.5% 0.27 [-0.00, 0.54] .
Graff 2007 06 0733 67 -0.2 0733 65 25.8% 1.08[0.72,1.49] —_—
Woigt Radlof 2011 03 079 49 0 o0.FN 45 24.6% 0.38[-0.03,0.78] e
Total (95% CI) 245 246 100.0% 0.50 [0.09, 0.91] -~
Heterogeneity: Tau®= 0.13; Chi*= 13.83, df= 3 (P = 0.003); = 78% 5_2 1 i 1
Test for overall effect Z= 240 (F=0.02) Favours contral  Favours OT
Quality of life (follow-up)
Occupational therapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SDh Total Mean SD Total Weight I, Random, 95% Cl IV, Random, 95% CI
Graff 2007 06 0733 67 -0.2 0733 65 80.6% 1.08[0.72,1.45] —i—
Woigt Radlof 2011 01 0741 439 01 0741 45 49.4% 0.27 [[0.14, 067 T
Total (95% CI) 116 110 100.0% 0.68 [-0.12, 1.48] —=e——
Heterogeneity: Tau®= 0.30; Chi*= 8.87, df=1 (P = 0.003); F = 88% I_E 1 i 1
Test for overall effect Z=1.67 (F=0.10) Favours OT Favaurs control
Carer burden (post-intervention)
Occupational therapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% Cl
Gitlin 2008 -0.7 B0z 27 -07 9855 29 35.6% 0.00[-0.52 052
Gitlin 2010 032 0516 102 01 0516 107 6G4.4% 042015 0.70] ——
Total {95% CIy 129 136 100.0% 0.27 [-0.13, 0.67]
Heterogeneity: Tau®= 0.04; Chi*=1.98, df=1 (F=0.16), F= 50% I_2 I1 5 1!

Favours OT Favours control
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Psychotherapy

MMSE (post-intervention)

Psychotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight I, Fized, 95% Cl I, Fixed, 95% Cl
3.1.1 Mildimoderate dementia
Eurns 2005 -06 441 20 0.3 34 20 36.7% -0.90[-3.38,1.58] —
Marshall 2014 -1.2 4 28 na 31 27 B33% -1.70[-3.59,014] —l—
Subtotal (95% CI) 418 47 10000% -1.41[-2.91, 0.10] -
Heterogeneity: Chi*= 0248, df=1 (P=061), F=0%
Testfor averall effect Z=1.84 (P =0.07)
Total (95% Cl) 418 47 10000% -1.41[-2.91, 0.10] B o
Heterogeneity: Chi*= 0,28, df=1 (P=0.61); F= 0% f ; !
Testfor overall effect Z=1.84 (P =0.07) 10 - v s 0
A : Fawours cantral  Favours intervention
Testfor subaroup differences: Mot applicable
MMSE (follow-up)
Psychotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
4.1.1 Mild'moderate dementia
Burns 2005 -1 44 20 -08 ai 20 31.5% -020[314, 279
Marshall 2014 -141 4.4 28 oza 24 BBAS% -110[3.10,040
Subtotal {95% CI) 48 44 10000% -0.82[-2.47,0.84]
Heterogeneity, Chi®= 0.24, df=1 (P=062), F=0%
Testfor overall effect £=0.97 (P =0.33)
Total (95% Cl) 48 44 10000% -0.82[-2.47,0.84]
Heterogeneity: Chi®= 0.24, df=1 (P=0.62%; F= 0% f ; T t {
Testfor overall effect Z= 0.97 (P = 0.33 -10 -3 D o5 10
i : Fawours control  Favours intervention
Testfor subaroup differences: Mot applicable
Cognition (post-intervention)
Psychotherapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CIl
1.1.1 Mild/moderate dementia
Burns 2004 -0E 44 20 03 34 20 427% -0.22 [-0.84, 0,40 —
Marshall 2014 -1.2 4 28 05 31 27 AT3% -0.47 [1.00, 0.07] ——
Subtotal (95% CI) 48 47 100.0% 0.36 [-0.77, 0.04] .
Heterogeneity Chi*= 035, df=1 (P = 0.56); F= 0%
Testfor averall effect Z=1.74 (P =0.08)
Total (95% Clj 48 47 100.0% 036 [-0.77, 0.04] -
Hetaragenaity: Chi®= 0.35, df=1 (P = 0.56); F= 0% 5_2 51 I 15 3
Test for overall effec.t Z=175(p= D'DS_) Favours control - Favours intervention
Test for subaroup differences: Mot applicable
Cognition (follow-up)
Psychotherapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CIl
2.1.1 Mild/moderate dementia
Burhs 2005 -1 4.4 20 -08 a1 200 439% -0.04 [F0.66, 0.58]
Marshall 2014 -1 4.4 28 ] 24 AB1% -0.29[-0.83, 0.26]
Subtotal (95% CI) 48 44 100.0% -0.18 [-0.59, 0.23]
Heterogeneity: Chi®= 0.34, df=1 (P = 0L56); F= 0%
Testfor overall effect, £=0.85 (F = 0.39)
Total (95% Clj 48 44 100.0% -0.18 [-0.59, 0.23]
Heterogeneity: Chif= 0.34, df=1 (P = 0.56); 7= 0% 1_2 I1 I 1! 2:

Testfor averall effect: Z=0.85 (P = 0.39)
Test for subgroup differences: Mot applicable

© NICE 2018. All rights reserved. See Notice of rights
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CSDD (post-intervention)

Psychotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fized, 95% Cl I, Fixed, 95% CI
3.3.1 Mildimoderate dementia
Burns 2005 -05 26 20 04 31 20 E28% -0490[-267, 087 ——
Marshall 2014 -08 0 412 28 044 27 3TE% -080[-310,1.480 —
Subtotal (95% CI) 418 47 100.0% -0.86 [-2.27, 0.54] e 8
Hetarogeneity: Chi®= 0.00, df=1 (P=095) F=0%
Testfor overall effect Z=1.20(P=0.23)
Total (95% CIy 418 47 10000% -0.86 [-2.27, 0.54] e o8

e B~ —_ —_ BT I 1 1

Heterogeneity: Chi*= 0.00, df=1 (P=098) = 0% '-10 '5 o é 0

Testfor overall effect Z=1.20(P=0.23)
Testfor subaroup differences: Mot applicable

CSDD (follow-up)

Fawours intervention Favours control

Psychotherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fized, 95% CI I, Fized, 95% CI
4.3.1 Mild'moderate dementia
Burns 2005 -0 15 20 ns 3 200 Ba1% -1.30[3.01,041] ——
Marshall 2014 -0.5 46 28 04 4 24 34.9% -090[3.24,1.44] — &
Subtotal {95% Cl) 48 44 100.0% -1.16[-2.54, 0.22] -
Heterageneity: Chi®=0.07, df=1{P=0.79; F=0%
Test for overall effect: Z=1.65(F=010)
Total (95% CIj 48 44 100.0% -1.16[-2.54, 0.22] e .
Heterageneity: Chit=0.07, df=1 (P = 0.79); F= 0% f t f
Testf Il effect: Z=1.65 (P = 0.10 -0 2 0 > 1
Bstioroverall & EC_' =1.685(P=10. ) Favours intervention  Fawours control
Testfor subaroup differences: Mot applicable
Depression (post-intervention)
Psychotherapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.3.1 Mild/moderate dementia
Burns 2004 -0a 0 26 20 04 31 20 327% -0.31 093, 0.32] [ —
harshall 2014 -0.8 4.2 it 0 445 T 454% -018 071, 0.39] —
Tappen 2008 -4.47 444 165 349 737 18 21.9% -0.87 [-1.73,-0.20] . E—
Subtotal (95% CI) 63 62 100.0%  -0.39 [-0.75,-0.04] il
Heterogeneity: Chi®= 285, df= 2 (P =024}, 7= 30%
Test for overall effect Z=217 (F=0.03)
Total {95% CI) 63 62 100.0%  -0.39 [-0.75,-0.04] il
Heterogeneity; Chif= 2.856, df= 2 (P =0.24) I*= 30% 5_2 51 p ,i >
Testfor overall efrec.t: Z=217(P= D'DB_) Favours intervention  Favours contral
Testfar subaroun differences: Mot applicable
Depression (follow-up)
Psychotherapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.3.1 Mild'moderate dementia
Burns 2005 08 25 20 05 3 20 43.0% -0.46[-1.09, 017 ——
Marshall 2014 -05 46 28 04 4 24 57.0% -0.20[-0.75,0.34] ——
Subtotal (95% Clj 48 44 100.0% -0.32 [-0.73,0.10] B
Heterogeneity, Chi*= 0.37, di= 1 (P=0.55); F=0%
Testfor averall effect Z=1480F =013
Total (95% CIj 48 44 100.0% 0.32 [-0.73, 0.10] e
Heterogeneity; Chi*= 0.37, df=1 (P =0.59); F=0% 5_2 51 3 15 3

Testfar averall effect Z=1.480F =013
Test for subgroup diferences: Mot applicable

© NICE 2018. All rights reserved. See Notice of rights

Favours intervention  Favours contral


https://www.nice.org.uk/terms-and-conditions

H.9.1.8

Exercise

Outcomes stratified by type of exercise

MMSE (post-intervention)

Exercise Control Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
2.1.1 Multimodal programs v control
Burgener 2008 0.4 33 24 -0%5 6.4 19 4.4% 0.90 [2.27, 4.07] —
Christofaletti 2008 1.4 1.6 17 0z 1.3 10 10.0% 1.30[0.19, 2.41] —
Subtotal {95% Cl) 4 29 14.4% 1.26[0.21, 2.30] <
Heterogeneity, Tau®=0.00; Chi®= 0.04, df=1 (P =082y F=0%
Test for overall effect Z= 235 (FP=0.02%)
2.1.2 Dance v control
Hwang 2010 54 1013 10 488 785 g 08% 502[3291333 >
Wan de Winckel 2004 2.66 4.44 14 0.z 43 9  37% 246 [1.14, 6.086] I e —
Subtotal {95% Cl) 25 17 47%  2.86 [-0.44,6.17] reeniiii——
Heterogeneity, Tau®=0.00; Chi*=0.31, df=1 (P =048 F=0%
Testfar overall effect: £=1.70 (P = 0.04)
2.1.3 Aerobic exercise v control
Arcoverde 2014 0.3 2.4 1m -2 na 10  85% 2.40[0.83, 3.97] e
Cancela 2016 0.0g 3.42 T3 -211 862 MB T4% 2.20([0.28,4.12] —
Miu 2008 -1.06 2.63 36 -004 218 49 101%  -1.02[-2.07, 0.03] —
Wenturelli 2011 -1 2.8 11 -6 2 10 70% 5.00[2.93,7.07] I —
Yang 2015 1.4 275 25 -04B 343 25 B80% 1.96 [0.24, 3.69] —_—
Subtotal {95% Cl) 155 210 41.0%  2.02[-0.07,4.11] e
Heterogeneity: Tau® = 4.94; Chi*= 34.05, df= 4 (P < 0.00001); F= 88%
Test for overall effect. £=1.89 (P = 0.06)
2.1.4 Non aerobic exercise v control
Christofaletti 2008 22 22 17 0.z 1.3 10  9.3% 2.00[0.68, 3.32] —_—
Teleniug 2015 -0 5.5 g2 -08 5.4 a1 8.1% 0.50 F1.17, 2.17] T
Subtotal {95% Cl) 99 91 17.4% 1.34[-0.12, 2.80] o
Heterogeneity Tau®=0.53; Chi*=1.90,df=1 (P=017), F=47%
Test for overall effect £=1.80(F=0.07)
2.1.5 Combination aerobic/non aerobic exercise v control
Hoffrman 2015 0.1 34 102 -02 349 88 101% 0.30 F0.75,1.39] I
Pitkala 2013 1.444545 4357056 110 1.08 3.911 50 9.2% 0.36 [0.99,1.72] T
Wreugdenhil 2012 1 5 20 -2 T 20 3.3% 3.00 [1.02, 7.02] ]
Subtotal {95% Cl) 232 158 225%  0.43[-0.38, 1.25] <&
Heterogeneity, Tau*=0.00; Chi*=1.64, df=2 (P=044) F=0%
Testfar overall effect: £=1.05 (P = 0.30)
Total {95% Cl) 552 505 100.0% 1.46 [0.62, 2.30] <
Heteropeneity: Tau®= 1.52; Chi*= 42.07, df = 13 (P < 0.0001); = 63% o * 5 i s

Test for overall effect: £=3.42 (P = 0.0006)

Test for subgroup differences: Chif=4.45 df=4 (P=0.35, F=100%
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MMSE (post-intervention) — sensitivity analysis excluding multimodal interventions

Exercise Control 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 Dance v control
Hwang 2010 949 1013 10 488 7.84 8 13% 502[3.291333 u
Wan de Winckel 2004 266 4.44 14 0.z 43 9  48% 246 [1.14, 6.08] I e —
Subtotal {95% Cl) 25 17  6.1%  2.86[-0.44,6.17] reoagiiiie——
Heterogeneity, Tau®=0.00; Chi*= 031, df=1 (P =058y, F=0%
Test for overall effect £=1.70 (P =0.09)
2.2.2 Aerobic exercise v control
Arcoverde 2014 0.3 24 1m -2 n.s 10  98% 2.40[0.83, 3.87] I —
Cancela 2016 0.09 3.42 73 -211 8962 116 8.8% 2.20([0.28,4.12] —
Miu 2008 -1.06 2.63 36 -004 218 43 11.4%  -1.02[2.07 003 ]
Wenturelli 2011 -1 2.8 11 -6 2 10  8.3% 5.00([2.93, 7.07] —
Yang 2015 1.4 275 25 -0D4B 343 25 9.4% 1.96 [0.24, 3.68] e
Subtotal {95% Cl) 155 210 477%  2.02 [-0.07,4.11] o
Heterogeneity: Tau® = 4.94; Chi*= 34.05, df= 4 (P = 0.00001); F= 88%
Testfar overall effect: £=1.89 (P = 0.06)
2.2.3 Non aerobic exercise v cohtrol
Christofaletti 2008 22 22 17 0.z 1.3 10 106% 2.00[0.68, 3.32] —
Telenius 2014 -0.1 5.5 a2 -0B 5.4 a1 9.5% 080 F1.17, 2.17] -
Subtotal {95% Cl) 99 91  20.1% 1.34 [-0.12, 2.80] -
Heterogeneity Tau*=0.53; Chi*=1.90, df=1{P=017), F=47%
Test for overall effect Z=1.80 (P = 0.07}
2.2.4 Combination aerobic/inon aerobic exercise v control
Hoffrman 2015 0.1 34 102 -02 349 88 11.4% 0.30 0,75, 1.35] 1
Pitkala 2013 1.444545 4357056 110 1.08 3.911 50 10.5% 0.36 [0.99,1.72] i
Wreugdenhil 2012 1 5 20 -2 T 20 43% 3.00 [-1.02,7.02] -
Subtotal {95% Cl) 232 158 26.1%  0.43[-0.38, 1.25] -
Heterogeneity: Tau®=0.00; Chi*=1.64, df=2 (P =044y F=0%
Test for overall effect £=1.05 (P =0.30)
Total {95% CI) 511 476 100.0% 1.55[0.56, 2.55] <
Heterogeneity: Tau®=1.96; Chi*= 41.83, df=11 (P = 0.0001); F= 74% =-1D % s % 1D=
Testfor overall effect 2= 3.07 (P = 0.002) Favours control  Favours intervention
Test for subaroup differences: Chi®= 4.08, df= 3 (P =0.25), F= 26.4%
MMSE (follow-up)
Exercise Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
4.1.3 Tai Chiv control
Cheng 2012 3.7 5.039304 39 0 5.039904 35 48.4% 3.70[1.40,6.00] —i—
Subtotal {95% CI) 39 35  48.4% 3.70[1.40, 6.00] -
Heterageneity: Mot applicahle
Testfor overall effect £= 315 (P =0.002)
4.1.4 Aerobic exercise v control
Wi 2008 -2.36 4.1 36 -1.24 273 46 516%  -1.12[2.68 0.44] —
Subtotal {95% Cl) 36 46 51.6% -1.12[-2.68, 0.44] -
Heterogeneity: Mot applicable
Testfor overall effect. Z=1.41 (P =0.16)
Total {95% CI) 75 81 100.0% 1.21[-3.51,5.93] *—
Heterogeneity: Tau®= 10.61; Chi*=11.57, df=1 {P = 0.0007); F= 91% I—‘IEI 55 b é 1U=

Test for overall effect Z= 040 (P = 0.61)
Testfor subgroup differences: Chi*=11.57, df=1 (P =0.0007), F=91.4%
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Cognition (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1Y, Random, 95% C1 I, Random, 95% C1
1.1.1 Multimodal programs v control
Burgener 2008 0.4 33 24 -04 6.4 19 B.7% 018042 0.78] -
Christofoletti 2008 15 1.6 17 0z 1.3 10 4.8% 0.84 [0.02, 1.66] S
Subtotal (95% Cl) 41 29 11.5% 0.45[-0.19, 1.09] -
Heterogeneity: Tau®=0.08; Chi*=1.63, df=1 {P=0.20);, = 38%
Test for overall effect Z=1.39 (P=017)
1.1.2 Dance v control
Hwrang 2010 99 1013 10 488 785 g  40% 0,82 [F0.43, 1.47] I
YWan de Winckel 2004 2.66 444 15 0z 43 9 45% 0.54 [-0.30,1.38] -
Subtotal (95% Cl) 25 17 8.6% 0.53 [-0.10, 1.16] -
Heterogeneity: Tau®= 0.00; Chi®= 0.00, df=1 (P=0497);, F=0%
Test for overall effect Z=165 (FP=0.10)
1.1.3 Aerobic exercise v control
Arcoverde 2014 03 24 10 -21 ne 10 38% 1.281[0.30, 2.27] —
Cancela 2016 0.0g 342 73 o-211 8982 116 10.3% 0.28 F0.01, 0.57] =
Miu 2008 -1.06 263 36 -0.04 218 49 BE% -0.42 [F0.86, 0.01] e
Yenturelli 2011 -1 28 1" -6 2 10 33% 1.96 [0.88, 3.04] e —
Yang 2015 15 275 25 -046 343 25 7.0% 0.62[0.05,1.19] —
Subtotal (95% Cl) 155 210 33.1% 0.60 [-0.03, 1.22] -
Heterogeneity: Tau®= 0.39; Chi*= 2473 df=4 (P = 0.0001); P= 84%
Test for overall effect. £=1.87 {F = 0.08)
1.1.4 Non aerobic exercise v control
Christofoletti 2008 22 22 17 0z 1.3 10 47% 1.01 [017,1.84] —_—
Telenius 2014 -01 848 82 -06 a4 81 10.1% 0.08 [0.22, 0.40] T
Subtotal (95% Cl) 09 91 14.9% 0.46 [-0.42, 1.35] ol
Heterogeneity: Tau®=0.32; Chi*= 4.09 df=1 {P=0.04); I*=T76%
Test for overall effect Z=1.03 (P =0.30)
1.1.5 Combination aerobic/non aerobic exercise v control
Hoffrman 2015 a1 34 102 -02 39 88 10.4% 0.08 [F0.20,0.37) -
Kernaun 2010 715 7.EB 16 -152 B37 15  5.3% 1.05[0.30, 1.81] —
Pitkala 2013 1.444545 4357056 110 1.08 391 50 9.8% 0.09 [0.25 0.42] -
Yreugdenhil 2012 1 ] 20 -2 7T 20 BA% 045018, 1.08] T
Subtotal (95% Cl) 248 173 31.9% 0.28 [-0.05, 0.61] -»
Heterogeneity: Tau®= 0.06; Chi*= 6.58, df= 3 (P=0.09); = 54%
Test for overall effect. £=1.67 (P =0.04)
Total (95% CI) 568 520 100.0% 0.41[0.18, 0.64] L 2
Heterogeneity: Tau®=0.11; Chi*= 38.76, df=14 (P = 0.0004); *= 4% 1_4 12 p é

Test for overall effect. £= 3.47 (P =0.000%5)
Test for subaroup differences: Chi®=1.08. df= 4 (P=0.901. F=0%
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Cognition (post-intervention) — sensitivity analysis excluding multimodal interventions

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% Cl
1.2.1 Dance v control
Hwang 2010 9.9 1013 10 488 785 g 4. 6% 0.52[-0.43, 1.47] ]
Wan de Winckel 2004 2,66 444 18 0z 43 9 54% 0.54 [F0.30,1.38] -
Subtotal (95% Cl) 25 17 10.0% 0.53[-0.10, 1.16] e
Heterogeneity: Tau®= 0.00; Chi*= 0.00, df=1 (P= 097 F=0%
Test for overall effect Z=1.65 (P=010)
1.2.2 Aerobic exercise v control
Arcoverde 2014 03 2.4 10 -241 ne 10 4.4% 1.28100.30, 2.27] —
Cancela 2016 0.08 342 73 -241 882 116 11.5% 0.28 [F0.01, 0.57] =
Miu 2008 -1.06 263 36 -0.04 218 49 95% -0.42 [F0.86, 0.01] -
Yenturelli 2011 -1 28 1" -6 2 10 349% 1.96 [0.88, 3.04] —
Yang 20145 15 275 25 -046 343 25 8.0% 0.62[0.05,1.19] —
Subtotal (95% Cl) 155 210 37.4% 0.60 [-0.03, 1.22] e
Heterogeneity: Tau®= 0.39; Chi®= 2473, df= 4 (P = 0.0001); F= 84%
Test for overall effect. £=1.87 (P = 0.08)
1.2.3 Non aerobic exercise v control
Christofoletti 2008 22 22 17 0z 1.3 10 54% 1.01[017,1.84] I
Telenius 2014 -01 548 a2 -06 a4 81 11.3% 0.09 [0.22,0.40] T
Subtotal (95% Cl) a0 91 16.7% 0.46 [-0.42, 1.35] —
Heterogeneity: Tau®=0.32; Chi*=4.08 df=1 (P=0.04), F=76%
Test for overall effect Z=1.03 (P=0.30)
1.2.4 Combination aerobic/non aerobic exercise v control
Hoffrman 2015 01 34 102 -02 39 88 11.6% 0.08 [0.20,0.37)] -+
Kemaun 2010 715 T.EB 16 -152 B37 15 B1% 1.05[0.30,1.81] E—
Pitkala 2013 1.444545 4357056 110 1.08 391 50 11.0% 0.09 [0.25 0.42] -
Yreugdenhil 2012 1 ] 20 -2 7T 20 7a% 045018, 1.08] T
Subtotal (95% Cl) 248 173 35.9% 0.28 [-0.05, 0.61] »
Heterogeneity: Tau®*= 0.06; Chi®= 6.58, df=3 (P=0.09); = 54%
Test for overall effect. £=1.67 (P =0.04)
Total (95% CI) 527 491 100.0% 0.41 [0.16, 0.66] L
Heterogeneity: Tau®=0.12; Chi*= 36.64, df=12 (P =0.0003), F=67% 1_4 12 p é
Testfor overall eﬁec_t Z=318 (Pz_ 0.001) Favours control  Favours intervention
Test for subgroup diferences: Chi*=1.05, df= 3 (P =079, F=0%
Cognition (follow-up)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl IV, Random, 95% CI
3.1.3 Tai Chi v control
Cheng 2012 3.7 5.039904 29 0 5039904 34 496% 0.73[0.25,1.200 ——
Subtotal (95% CI) 30 35 49.6% 0.73[0.25, 1.20] —l——
Heterogeneity: Mot applicable
Testfor overall effect 2=3.02 (P = 0.003)
3.1.4 Aerohic exercise ¥ control
Miu 2008 -2.36 41 B -1.24 273 46 50.4% -0.33 077, 0.11] —i—
Subtotal (95% CI) 36 46  50.4% -0.33[-0.77,0.11] il
Heterogeneity: Mot applicable
Test for overall effect Z2=146 (F=0.1%)
Total (95% Cly 7h 81 100.0% 0.20 [-0.83, 1.23] —?—
Heterogeneity: Tau?= 0.80; Chi*=10.24, df=1 (P = 0.0013; F=90% 5_2 51 5 1’

Testfor overall effect Z=037 (F=0.71)
Testfor subgroup differences: Chi®= 1024, df=1 {P=0.001), F=90.2%
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ADL (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight Iv, Random, 95% Cl IV, Random, 95% CI
1.4.1 Multimodal programs v control
Luttenberger 2012 08 17.0848 56 0 17.0848 63 9.5% 0.05[-0.31,0.41]
Subtotal (95% Cl) 56 63 9.5% 0.05[-0.31, 0.41]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.25 (P = 0.80)
1.4.2 Aerobic exercise v control
Bossers 2016 0 29 | 0.2 a1 17 56% 0.07 [-0.51, 0.69] T
Cancela 2016 0.22 118 73 -0.25 06 116 11.0% 0.54 [0.24,0.84] —
Yenturelli 2011 8 4 11 -3 3 1m 20% 2.091[0.98, 3.20 —_—
Subtotal (95% Cl) 119 143  18.6% 0.73[-0.04, 1.50] —-*-—
Heterogeneity: Tau®=0.35; Chi*=10.11, df = 2 (P = 0.006); F= 80%
Testfor overall effect: Z=1.85 (P = 0.06)
1.4.3 Non aerobic exercise v control
Littibrand 2008 -0.13 21 45 14 228 50 B4% 0.44[0.03,0.84] —
Telenius 2014 0.1 36 82 07 41 81 10.8% 0.21[-0.10,0.51] T
Subtotal (95% Cly 127 131 19.2% 0.29[0.04, 0.54] -
Heterogeneity: Tau®=0.00; Chi*=0.78, df=1 (P = 0.38);, F=0%
Testforoverall effect Z=232 (P=0.02)
1.4.4 Combination aerobic/non aerobic exercise v control
Bossers 2016 0.6 1.7 35 -0.2 31 18  57% 0.35[-0.22, 092 -1
Hoffman 2015 -0.4 94 102 0.3 10.4 88 11.4% -0.07 [-0.36, 0.21] T
Pitkala 2013 -3.61318 1405123 129 -144 145286 64 10.9% 0.411[010,0.71] —
Rolland 2007 0.4 15 56 0 148 54 91% 026 [-0.11,0.64] I E—
Toots 2016 -1.86 2.8442 79 -212  2.8442 4 10.7% 0.20[-0.12,0.481] T
Yreugdenhil 2012 07 1.2 20 -42 12.6 20 449% 0.54[-0.10,1.17] T
Subtotal (95% Cl) 121 323 52.7% 0.23 [0.05, 0.40] <>
Heterogeneity: Tau®= 0.01; Chi®= 6.66, df=5 (P = 0.28); F= 28%
Testfor overall effect £=2.52 (P =0.01)
Total (95% Cly 723 660 100.0% 0.30[0.13, 0.46] <
Heterngeneity: Tau?= 0.04; Chi*= 23.48, df= 11 (P=0.02), F=53% i_2 i1 p 1=

Testfor overall effect: Z=3.48 (P = 0.0005)

Testfor subgroup differences: Chi?= 284, df= 3 (P =042), "=0%

Favours control  Favours intervention

ADL (post-intervention) — sensitivity analysis excluding multimodal interventions

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.5.1 Aerobic exercise v control
Bossers 2016 0 29 35 0.2 31 17 BI% 0.07 [-0.51, 0.65] —
Cancela 2016 0.22 1.18 73 -0.25 06 116 121% 0.54 [0.24,0.84] e
Wenturelli 2011 8 4 11 -3 B 1m0 2.3% 2.09[0.98, 3.20 —_—
Subtotal (95% Cl) 119 143 20.6% 0.73[-0.04, 1.50] e ——
Heterogeneity: Tau®= 0.35; Chi*=10.11, df= 2 {P = 0.006); F=80%
Testfor overall effect: £=1.85 (P = 0.06)
1.5.2 Non aerobic exercise v control
Littibrand 2009 -0.13 21 45 141 2.28 50 9.4% 0.44[0.03,0.84] —
Telenius 2015 0.1 36 82 07 41 81 11.8% 0.21 [-0.10,0.51] T
Subtotal (95% Cl) 127 131 21.2% 0.29[0.04, 0.54] -
Heterogeneity: Tau®= 0.00; Chi*=0.78, df=1 (F=0.38), F= 0%
Testforoverall effect £= 232 (P=0.02)
1.5.3 Combination aerobic/mon aerobic exercise v control
Bossers 2016 0.6 1.7 3m 0.2 31 18 B.3% 0.35[-0.22,0.83] I E—
Haoffman 2015 -0.4 9.4 102 0.3 10.4 B8 12.5% -0.07 [-0.36,0.21] I
Pitkala 2013 -8.61318 1405123 129 -14.4 145286 B4 12.0% 0.41[010,0.71] —
Ralland 2007 0.4 1.4 56 0 1.4 54 10.1% 0.26 [-0.11, 0.64] I —
Toots 2016 -1.56 2.8442 79 -212 28442 O1T% 0.20[-0.12,0.51] T
Wraugdenhil 2012 07 1.2 20 4.2 126 0 55% 0.54 [-0.10,1.17] T
Subtotal (95% Cl) a1 323 58.2% 0.23[0.05, 0.40] -
Heterogeneity: Tau®= 0.01; Chi®= 6.66, df =5 (P = 0.29); F= 29%
Testfor overall effect 2= 252 (P = 0.01)
Total {95% Cly 667 597 100.0% 0.32 [0.15, 0.50] <
Heterogeneity: Tau®= 0.05; Chi®= 21.86, df= 10 (P= 0.02); F= 54% 5 B ; 1

Test for overall effect 2= 3.56 (P = 0.0004)

Testfor subgroup differences: Chi®=1.63, df= 2 (P = 0.44), F=0%
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NPI (post-intervention)

Exercise Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
2.3.1 Aerohic exercise v control
Cancela 2016 -0.84 12.73 73 4.5 1451 116 B8.9% -5.44[9.38 -1.50]
Yang 2015 -3.25 8.15 25 1149 14.4 25 33% -4.44[-1093 2.05] 4
Subtotal {95% CI) 98 141 122% 517 [-8.54,-1.81] —eal——

Heterogeneity: Chi®=0.07, df=1 (P =0.80), F=0%
Test for overall effect: £2=3.01 (F=0.003)

2.3.2 Non aerobic exercise v control

Telenius 2015 -0.7 G a2 0.6 6.4 81 374% -1.30F3.22 0.62] —
Subtotal (95% CI) 82 81 374% -1.30[-3.22 0.62] ~a-

Heterogeneity: Mot applicable
Testfor overall effect £=1.33 (F=0.18)

2.3.3 Combination aerobic/non aerobic exercise v control

Hoffman 2015 -1.2 845 102 2 11 88 17.2% -3.20[6.03,-0.37] -

Rolland 2007 0 8.9 G6 0.6 104 54 105% -0.60[-4.22 3.02] I
Steinberg 2009 065 32669526 14 0 32669526 13 227%  065[1.82 317 —
Subtotal (95% CI) 172 155 50.4% -0.93[-2.58, 0.73] B .

Heterogeneity, Chi*f=4.08, dfi=2 (P=013); F=51%
Test for overall effect £=110{F=0.27)

Total (95% CI) 352 377 100.0% -1.58[-2.76,-0.41] -

Heterogeneity: Chif= 920, df= 5 (P = 0.10); F= 46% :—10 55 B é
Test for overall effect 7= 2.64 (P = 0.008 Favours Intervention Favours control
Test for subgroup differences: Chi*= 5.05, df=2 (P = 0.08), F= 60.4%

BPSD (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% C1 I, Fixed, 95% Cl
1.3.1 Aerobic exercise v control
Cancela 2016 -0.84 12.73 73 46 14851 116 24.8% -0.39 FO.6S,-0.10] —
Yang 2015 -3.25 815 25 118 144 25 B9% -0.37 [0.93,0.19] e
Subtotal (95% CI) a8 1M 31.7% -0.39 [-0.65, -0.13] -

Heterogeneity: Chi®=0.00, df=1 (P = 0.96); F= 0%
Testfor overall effect £=2.91 (P =0.004)

1.3.2 Non aerobic exercise v control

Telenius 2015 -0.7 G a2 0.6 6.5 81 22.8% -0.21 0,51, 0.10] — =
Subtotal (95% CI) a2 81 228% -0.21 [-0.51, 0.10] -

Heterogeneity: Mot applicahle
Testfor overall effect 2=1.32 (F=019)

1.3.3 Combination aerobic/non aerobic exercise v control

Hoffman 2015 -1.2 a5 102 2 11 a8 26.2% -0.33 061, -0.04] —

Raolland 2007 0 2.9 bt} 0.6 104 84 15.5% -0.06 [-0.44,0.31] T
Steinberg 2009 0.65 32669526 14 0 3.2669526 13 3.8% 019 [0.56, 0.99] -
Subtotal (95% CI) 172 155  45.5% -0.19 [-0.41, 0.02] -

Heterogeneity: Chi*=2.31,df=2 (P=031); F=14%
Test for averall effect Z2=1.74 (P = 0.08)

Total (95% Cly 352 377 100.0%  -0.26[-0.41,-0.11] &>

Heterogeneity: Chi®= 3.70, df= 5 (P=0.59); F= 0% I_2 I1 B 1
Test for overall eﬁeclt: =344 (P:l 0.0006) Favours Intervention  Fawvours contral
Testfor subgroup differences: Chi*=1.38, df=2 (P =050}, F=0%
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Quality of life (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% Cl
1.7.1 Aerobic exercise v control
Yang 2014 148 484 25 -0.66 453 28 10.7% 0.45[F0.11,1.02] =
Subtotal (95% Cl) 25 25 10.7% 0.45 [-0.11, 1.02] — e
Heterogeneity: Mot applicahle
Testfor overall effect Z=1.58 (F=0.11)
1.7.2 Non aerobic exercise v control
Telenius 2015 -1.2 7 82 -03 6.6 81 35.9% -013[-0.44, 0.18] —
Subtotal (95% CI) 82 81 35.9% -0.13[-0.44,0.18] i
Heterogeneity: Mot applicahle
Testfor overall effect 2=0.84 (F=0.40)
1.7.3 Combination aerobic/hoh aerobic exercise v control
Hoffman 2015 -0.01 011 102 -0.01 0.0a 28 H.T% 0.00[0.28, 0.29] ——
Steinberg 2009 -7.8 15.739263 14 0 15739263 13 5.8% -0.48 [-1.25,0.29]
Suttanon 2013 0.53 45 11 -0.62 6.31 18 6.0% 0.20 [-0.56, 0.95]
Subtotal (5% CI) 127 119 53.4% -0.03 [-0.28, 0.22] o
Heterogeneity: Chi*=1.71,df =2 {P=042); F= 0%
Testfor overall effect Z=0.23 (F=0.82)
Total (95% CI) 234 225 100.0% -0.01 [-D.20, 0.17]

Heterogeneity: Chi®=4.95 df=4 (P=0.29); F=19%
Testfor overall effect 2=015(F=0.88)
Testfor subgroup differences: Chif= 3.24, df= 2 (P =0.200, F= 38.2%

CSDD (post-intervention)

. < .

R 0.5 0 05 1

Favours control - Favours intervention

Exercise Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
2.7.2 ferobic exercise v control
Cancela 2016 1.84 11.51 T3 271 442 116 20E6% 4.5511.79,7.31] e —
Subtotal (95% CI) 73 116 20.6% 4.55[1.79,7.31] el
Heterageneity: Mot applicahle
Testfor overall effect 7= 3.23 (P =0.001)
2.7.3 Non aerobic exercise v control
Telenius 2015 -0.8 52 8z 11 38 81 3[9% 0.20[-1.20,1.60] t
Subtotal (95% CI) g2 81 359% 0.20 [-1.20, 1.60]
Heterogeneity: Mot applicable
Testfor averall effect Z=028(F =078
2.7.4 Combination aerobic/non aerobic exercise v control
Steinberg 2008 114 1.03 14 o o1.03 13 43.5% 1.14 [0.36,1.97] -
Subtotal (95% Clj 14 13 43.5% 1.14[0.36, 1.92] L 2
Heterageneity: Mot applicable
Test for averall effect 2= 2.87 (P =0.004)
Total (95% Cl) 169 210 100.0% 1.50 [-0.15, 3.16] el
Heterogeneity: Tau®=1.48; Chi*= 760, df= 2 (P=0.02); F=T4% l_1 0 I5 ] é e

Testfor overall effect Z=1.78 (P=0.07)

Testfor subaroup differences: Chi*= 760, df= 2P =002, P=737%
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Depression (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
1.8.1 Multimodal programs v control
Burgener 2008 0.4 32 24 09 3z 19 11.3% -0.15 [FO.76, 0.45] —
Subtotal {95% CI) 24 19  11.3% -0.15[-0.76, 0.45] ——aal——
Heterageneity: Mot applicable
Testfar overall effect Z=050(F =062
1.8.2 Aerobic exercise v control
Cancela 2016 1.84 11.51 T3 o-271 442 116 17.8% 0.57 [0.27, 0.87] —
Subtotal {95% CI) 73 116 17.8% 0.57 [0.27, 0.87] -l
Heterogeneity: Mot applicable
Testfor overall effect Z2=3.75 (F=0.0002)
1.8.3 Non aerobic exercise v control
Telenius 2015 -0.9 52 82 11 38 M 17 E% 0.04 [-0.26, 0.35] I
Subtotal (95% CI) 82 81 17.6% 0.04 [-0.26, 0.35] il
Heterogeneity; Mot applicable
Testfor overall effect Z=028(P=073)
1.8.4 Combination aerobic/non aerobic exercise v control
Hafftman 2014 -0.2 28 102 -02 23 88 181% 0.00 [-0.29, 0.29] i
Ralland 2007 i 8 a6 14 72 54 16.1% -0.18 [F0.56,0.19] —_—T
Steinberg 2009 114 1.03 14 o 1.03 13 8.1% 1.07[0.26, 1.849] _—
Wreugdenhil 2012 -0.6 145 20 o 14 200 109% -0.41 [1.03,0.22] — 1
Subtotal {95% CI) 192 175 53.2% 0.03 [-0.38, 0.44] —nli-
Heterogeneity, Tau*= 011, Chi*=9.08, df=3(F=003), F=67%
Testfor overall effect Z=013 (P =050
Total (95% CI) I 391 100.0% 0.11[-0.19, 0.40]

Heterogeneity: Tau®= 0.10; Chi*= 20.91, df= 6 (P = 0.002); F= T1%

Testfor overall effect Z=071 (P=0.43)

Testfor subgroup differences: Chi*= 8.89, df= 3 (P =0.03), = 66.2%

-

4 05 0 05 1
Favours Intervention  Favours contraol

Depression (post-intervention) — sensitivity analysis excluding multimodal

interventions
Exercise Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
1.9.2 Aerobic exercise v control
Cancela 2016 1.84 11.51 T3 -271 442 116 188% 0.57 [0.27, 0.87)] —
Subtotal {95% CI) 73 116 19.9% 0.57 [0.27, 0.87] -
Heterageneity: Mot applicable
Testfor overall effect 2= 374 (P =0.0002)
1.9.3 Non aerobic exercise v control
Telenius 2015 -0.8 52 82 11 38 81 19.7% 0.04 [-0.26, 0.29] -
Subtotal {95% CI) 82 81 19.7% 0.04 [-0.26, 0.35] il
Heterogeneity: Mot applicable
Testfor overall effect Z=028 (P =0.78)
1.9.4 Combination aerobic/non aerobic exercise v control
Haoffrman 2014 -0.2 25 102 -02 23 88 20.2% 0.00 [-0.28, 0.29] i —
Rolland 2007 1] 2 a6 14 72 a4 181% -0.18 [F0.56,0.19] —
Steinberg 2005 114 1.03 14 o 1.03 13 3.4% 1.07[0.26, 1.849] —_—+
Yreugdenhil 2012 -0.6 145 20 o 14 20 12.5% -0.41 [F1.03,0.22 — 1
Subtotal {95% CI) 192 175  60.3% 0.03 [-0.38, 0.44] —anifi—
Heterogeneity: Tau®= 0.11; Chi®=9.08, df= 3 (P = 0.03);, F= 67%
Testfar overall effect Z=013 (P =080
Total (95% CI) 347 372 100.0% 0.14 [-0.18, D.46] -P'

Heterogeneity, Tau*= 011, Chi*= 2008, df= 5P = 0.001}; F=74%

Testfor overall effect Z=0.85 (P =0.39)

Testfor subgroup differences: Chi®= 7.30, df= 2 (P =003, F= 71.6%
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ZBI (post-intervention)

Exercise Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
2.8.1 Comhination aerobicinon aerobic exercise v control
Suttanan 2013 375 1743 11 2 1156 18 398% 1.75[9.85 13.349] L]
Wreugdenhil 2012 -44 132 20 36 17 20 B02% -B.O0[17.43 1.43] L
Subtotal (95% CI) 31 38 100.0% -4.12[-11.44,3.20] —eai———
Heterogeneity: Chi*=1.63, df=1 (P = 0.200; = 39%
Test for overall effect Z=110(F=0.27)
Total {(95% CI) 31 38 100.0% -4.12[-11.44,3.20] el
Heterogeneity: Chi*=1.63, df=1 (P = 0.200; = 39% |

Test for overall effect: Z=110(F =027}
Test for subgroup differences: Mot applicable

Carer burden (post-intervention)

-20

-10 0 10
Favours Intervention  Fawours control

20

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% C1 I, Fixed, 95% Cl
1.10.1 Combination aerobicinon aerobic exercise v control
Steinkery 2009 0.8 36081778 14 0 3.6081778 13 28.9% 0.21 [-0.24, 0.97] —
Suttanon 2013 3.74 17.43 11 2 11.56 18 29.4% 0.12 [-0.63, 0.57] O e —
Wreugdenhil 2012 -4.4 13.2 20 36 17 20 #MT% -0.52F1.15,012] —
Subtotal (95% Cl) 45 51 100.0% 012 [-0.52,0.29] i
Heterogeneity: Chi®= 2648, df= 2 (P=0.27); F=29%
Testfor overall effect £2=0.96 (F=0.57)
Total (95% CI) 45 51 100.0% -0.12 [-0.52, 0.29] *
Heterogeneity: Chi*= 2.65, df= 2 (P = 0.27); F= 25% 5_2 51 p 15 3
Testfor overall eﬁec.t: Z=056(F= 0'5?_) Favours Intervention  Favours control
Test for subaroup differences: Mot applicable

Outcomes stratified by dementia severity
MMSE (post-intervention)
Exercise Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
6.1.1 Mild
Arcoverde 2014 0.3 2.4 1m -2 na 10  85% 2.40[0.83, 3.97]
Burgener 2008 0.4 3.3 4 05 6.4 19 44% 0.80 [2.27, 4.07] I E—
Hoffrman 2015 0.1 34 102 -02 39 88 101% 0.30 [0.75, 1.358] 1T
Wreugdenhil 2012 1 5 20 -2 T 20 3.3% 3.00 [1.02,7.02 -
Yang 2015 1.5 2.75 25 -046 343 25 8.0% 1.96 [0.24, 3.68] —
Subtotal {95% Cl) 181 162 34.3% 1.44 [0.36, 2.53] L 3
Heterogeneity: Tau®=0.57; Chi®= 6.63, df=4 (P = 016);, F=40%
Test for overall effect. £= 2.60 (F = 0.008)
6.1.2 Moderate
Cancela 2016 0.09 3.42 73 O-211 862 MEB T4A% 2.20[0.28,4.12] —
Christofaletti 2008 22 22 17 0z 1.3 10 9.3% 2.00[0.68, 3.32] I
Christofaletti 2008 1.4 1.6 17 0.z 1.3 10 10.0% 1.30[0.19, 2.41] —
Hwang 2010 949 1013 10 488 7.85 8 08% 502[3.291333 *
Miu 2008 -1.06 2.63 36 -004 218 49 101%  -1.02[-2.07,0.03] —
Pitkala 2013 1.444545 4357056 110 1.08 3.911 50 9.2% 0.36 [0.99,1.72] -1
Teleniug 2015 -0 5.5 g2 -08 5.4 g1 8.1% 0.80 F1.17, 217] I —
Wan deWinckel 2004 2.66 4.44 14 0z 43 9 37% 246 [1.14, 6.086] I e —
Wenturelli 2011 -1 2.8 11 -6 2 10 7.0% 5.00([2.93, 7.07] —
Subtotal {95% Cl) In 343  65.7% 1.49[0.29, 2.68] -l
Heterogeneity: Tau®= 2.24; Chi®= 3519, df= 8 (P = 0.0001); F=77%
Testfar overall effect 2= 244 (P=0.01)
Total {95% Cl) 552 505 100.0% 1.46 [0.62, 2.30] <
Heterogeneity, Tau®= 1.52; Chi*= 42.07, df=13 (P = 0.0001}; = 63% o * 5 i -

Test for overall effect: £=3.42 (P = 0.0006)
Test for subgroup differences: Chi®=0.00, df=1 (F = 0.96), F= 0%
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MMSE (post-intervention) — sensitivity analysis excluding multimodal interventions

Exercise Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
6.2.1 Mild
Arcoverde 2014 0.3 24 1m -2 0.a 10 9.8% 2.40[0.83, 3.97] —
Hoffman 2015 0.1 34 102 -02 34 88 11.4% 0.30 [F0.75,1.39] 1T
Wreugdenhil 2012 1 5 20 -2 7T 20 4.2% 3.00 1.02, 7.02] e
Yang 2015 1.5 2.75 25 -046 343 25 9.4% 1.96 [0.24, 3.68] I
Subtotal {95% Cly 157 143 34.8% 1.56 [0.27, 2.84] ’-
Heterogeneity: Tau®=0.88; Chi®= 6.59, df=3 (P = 0.08);, F=54%
Test for overall effect £= 237 (F=0.02)
6.2.2 Moderate
Cancela 2016 0.09 3.42 73 -211 862 ME  8.8% 2.20[0.28,4.12] —
Christofoletti 2008 22 22 17 0.2 1.3 10 10.6% 2.00[0.68, 3.32] —_—
Hwang 2010 99 1013 10 488 784 8 1.3%  502[-3.2913.33] s
Wiy 2008 -1.06 263 36 -004 218 49 11.4% -1.02 [-2.07,0.03] -]
Pitkala 2013 1.444545 4357056 110 1.08 34811 a0 10.58% 0.36 [F0.99,1.72] -
Teleniug 2015 -0.1 8.4 82 -0B 54 Eal 9.5% 0.580 117, 217] I
Wan deWinckel 2004 2.66 4.44 14 0.z 43 9 48% 246 [1.14, 6.08] I e —
Wenturelli 2011 -1 2.8 11 -6 2 10  83% 5.00[2.93, 7.07] —
Subtotal {95% Cl) 354 333  65.2% 1.57 [0.13, 3.01] B
Heterogeneity: Tau®= 3.01; Chi*= 34.77, df= 7 (P = 0.0001); F= 80%
Test for overall effect £=213(F=0.03)
Total (95% Cly 511 476 100.0% 1.55 [0.56, 2.55] <
Heterogeneity: Tau® = 1.96; Chi*= 41.83, df=11 (P = 0.0001); F= 74% f f ! |
Test for overall effect 2= 3.07 (P = 0.002) 1o 5 v L

- : " Favours control  Favours intervention
Test for subgroup differences: Chi®=0.00, df=1 (P =099, F= 0%
MMSE (follow-up)
Exercise Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
8.1.1 Moderate
Cheng 2012 3.7 5.039304 39 0 5039904 35 48.4% 3.70[1.40,6.00] ——
i 2008 -2.36 4.11 36 -1.24 273 46 516%  -1.12[2.68 0.44]
Subtotal {95% Cly 75 81 100.0% 1.21[-3.51, 5.93]
Heterogeneity: Tau*= 10.61; Chi*=11.47, df=1 (P = 0.0007); = 91%
Testfor overall effect: Z= 050 (P = 0.61)
Total (95% Cl) Fii] 81 100L0% 1.21[-3.51, 5.93]
Heterogeneity: Tau®= 10.61; Chi*=11.57, df=1 {P = 0.0007), F= 81% f ; T f {
Test for overall effect: Z= 0.50 (P = 0.61) 1o S o -~ 1
- : o Favours cantral  Fawours exercise
Test for subaroup differences: Mot applicable
Cognition (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean %D Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% C|
5.1.1 Mild
Arcoverde 2014 0.3 24 1o -21 0.8 10 3.8% 1.28[0.30, 2.27]
Eurgener 2008 0.4 3.3 24 -0.4 6.4 19 6.7% 018042 0.78] -
Hoffman 20145 0.1 34 102 02 349 88 10.4% 0.08 [-0.20,0.37] -
Yreugdenhil 2012 1 a 20 -2 TT 20 6.4% 0.45[-0.18,1.08] T
Yang 2014 1.4 275 25 -0.46 343 25 7.0% 0.62 [0.05,1.19] —'—
Subtotal {95% CI) 181 162 34.4% 0.39 [0.05, 0.73] ’
Heterogeneity: Tau?= 0.07; Chi*= 7.63, di=4 (P=011); = 48%
Test for overall effect £=2.22 (F=0.03)
5.1.2 Moderate
Cancela 2016 0.08 342 73 -211 962 116 10.3% 0.28 [-0.01, 0.57] —'—
Christofoletti 2008 1.4 1.6 17 0z 1.3 10 4.8% 0.34 [0.02, 1.66] —
Christofoletti 2008 22 22 17 0z 1.3 10 4.7% 1.01[017F, 1.84] -
Hwang 2010 9.9 1013 10 488 785 3 4.0% 0.52[-0.43 1.47] I E—
Kemoun 2010 .18 ¥.66 16 -1.582 837 15 5.3% 1.05[0.30,1.81] —
Miu 2008 -1.06 2.63 36 -0.04 218 19 8.6% -0.42 [-0.86, 0.01] B
Pitkala 2013 1.444545 4357056 110 1.08 3911 a0 9.8% 0.09[-0.25, 0.42] T
Telenius 2015 -0 5.4 82  -08 5.4 8 101% 0.09[-0.22, 0.40) -
Wan de Winckel 2004 266 4.44 15 0z 4.3 9 4.6% 0.54 [-0.30,1.38] I —
Wenturelli 2011 -1 28 1" -B 2 10 3.3% 1.96 [0.88, 3.04] -
Subtotal {95% Clj 387 358 65.6% 0.44 [0.12, 0.75] ‘
Heterogeneity Tau= 0.16; Chit= 31.03, df= 8 (P = 0.0003); F=71%
Test far overall effect 2= 268 (P=0.007)
Total (95% CIy 568 520 100.0% 0.41[0.18, 0.64] L 2
Heterogeneity: Tau® = 0.11; Chi*= 38.76, df= 14 (P = 0.0004); I*= 54% ) R 5 % 7

Test for overall effect. 2= 3.47 (P =0.000%8)
Test for subgroup differences: Chi*=0.04, df=1 (P =085, F=0%
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Cognition (post-intervention) — sensitivity analysis excluding multimodal interventions

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% Cl
5.2.1 Mild
Arcoverde 2014 0.3 24 10 -24 0.8 10 4.4% 1.281[0.30, 2.27]
Hoffrman 2014 0.1 34102 -0.2 34 28 11.6% 0.08[0.20,0.37] -,
Yreugdenhil 2012 1 ] 20 -2 7T 20 T.3% 045018, 1.08] T
Yang 2015 14 2748 25 -048 343 25 g.0% 0.62 [0.05,1.19] —
Subtotal (95% Cl 157 143 31.3% 0.47 [0.03, 0.92] L
Heterogeneity: Tau*=0.12; Chi*=7.53, df= 3 (P=0.06); = 60%
Test for overall effect £=2.08 (F=0.04)
5.2.2 Moderate
Cancela 2016 0.09 342 73 0-211 962 116 11.5% 0.28[0.01,0.57] T
Christofoletti 2008 22 22 17 0.2 1.3 10 5.4% 1.01[017,1.84] -
Hwang 2010 94 1013 10 488 785 g 4.6% 0.52 [0.43,1.47] N
Kemoun 2010 718 766 16 -1.52 837 15 6.1% 1.05[0.20, 1.81] .
Miu 2008 -1.06 263 36 -0.04 218 49 9.6% -0.42 [-0.86, 0.01] -]
Pitkala 2013 1.444545 4357056 110 1.08 3911 50 11.0% 0.09[-0.25,0.42] -
Telenius 2014 -0.1 4.5 g2 -0 5.4 81 11.3% 0.09 [0.22,0.40] T
Yan de Winckel 2004 2.66 4.44 15 0.2 4.3 9 5.4% 0.54 [0.30,1.38] I ———
WVenturelli 2011 -1 28 11 -G 2 10 3.9% 1.96 [0.88, 3.04] —
Subtotal (95% Ch 370 348 68.7% 0.40 [0.07, 0.73] <&
Heteroneneity: Tau®= 0.16; Chi*= 28.83, df= 3 (P =0.0003), F=72%
Test for overall effect 2= 2.37 (P=0.02)
Total (95% CI) 527 491 100.0% 0.41 [0.16, 0.66] L 3
Heterogeneity: Tau*= 0.12; Chi*= 36.64, df= 12 (P = 0.0003);1*= 67% ) 5 5 1
Testfor overall effect: 2= 3.18 (P = 0.001) Favours control - Favours interention
Test for subdgroup differences: Chif= 007, df=1 (F=079, F=0%
Cognition (follow-up)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean %D Total Weight IV, Random, 95% Cl IV, Random, 95% CI
7.1.1 Moderate
Cheng 2012 3.7 5.0395804 38 0 5039304 35 496% 0.73[0.25 1.200 —i—
Miu 2008 -2.36 411 36 -1.24 273 46 50.4% -0.33 FOF7, 0.01]
Subtotal (95% CI) 75 81 100.0% 0.20[-0.83, 1.23]
Heterogeneity: Tau®=0.50; Chi=10.24, df=1 (P=0.001); F=90%
Testfor overall effect Z=037 (F=0.71)
Total {(95% Cl) 75 81 100.0% 0.20[-0.83, 1.23]
Heterogeneity: Tau® = 0.50; Chir=10.24, df=1 (P = 0.0013; F= 90% 5_2 51 5 1’

Testfor overall effect Z=037 (F=0.71)
Test for subaroup differences: Not applicable
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ADL (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
5.4.1 Mild
Hoffrman 2015 -0.4 94 102 0.3 10.4 88 11.4% -0.07 [-0.36,0.21] —
Yreugdenhil 2012 o7y 1.2 20 -42 126 20 449% 054 [-010,1.17] T
Subtotal (95% Cl) 122 108 16.3% 016 [-0.42, 0.74] —eoniiiiiline-—
Heterogeneity: Tau®= 0.12; Chi*= 2.95 df=1 (P = 0.09); = 66%
Testfor overall effect: 2= 056 (P = 0.58)
5.4.2 Moderate
Bossers 2016 0.6 1.7 35 -0.2 31 189  57% 0.35[-0.22,0.92] e
Bossers 2016 0 29 3| -0.2 31 17 56% 0.07 [-0.51, 0.65] T
Cancela 2016 0.22 1.18 73 -0.25 06 116 11.0% 0.54[0.24,0.84] a—
Littibrand 2008 -0.13 21 45 14 228 50 B4% 0.44[0.03,0.84] —
Luttenberger 2012 08 17.0848 56 0 1r.0848 63 95% 0.05[-0.31,0.41] T
Pitkala 2013 -BE1318 1405123 129 -144 145286 64 10.9% 0.411[010,0.71] —
Telenius 2014 0.1 26 g2 07 41 21 10.8% 0.21[-0.10,0.51] T
Toats 2016 -1.56 2.8442 79 -212 28442 79 10.7% 020012, 051] -,
Yenturelli 2011 8 4 11 -3 3 1m 20% 2.091[0.98, 3.20 _—
Subtotal (95% Cly 545 498  74.6% 0.34 [0.15, 0.53] <4
Heterogeneity: Tau®= 0.04; Chi*=16.60, df= 8 (P = 0.03); F=52%
Testfor overall effect: 2= 3.47 (P = 0.000%8)
5.4.3 Severe
Rolland 2007 0.4 15 56 0 148 54 81% 026 [-0.11,0.64] .
Subtotal (95% Cl) 56 54 9.1% 0.26 [-0.11, 0.64] i
Heterogeneity, Mot applicable
Testfor overall effect Z=1.38F =017}
Total {95% Cly 723 660 100.0% 0.30 [0.13, 0.46] ‘
Heterogeneity: Tau?= 0.04; Chi*= 2340, df= 11 (P=0.02); P= 53% 5_2 51 p 15

Testfor overall effect: 2= 3.48 (P = 0.000%)

Testfor subgroup differences: Chi®=0.39, df= 2 (P = 0.82), F=0%

Favours control

Favours intervention

ADL (post-intervention) — sensitivity analysis excluding multimodal interventions

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Random, 95% CI IV, Random, 95% CI
5.5.1 Mild
Haoffman 2015 -0.4 9.4 102 0.3 10.4 B8 12.5% -0.07 [-0.36,0.21] I
Wraugdenhil 2012 07 1.2 0 42 126 0 55% 0.54 [-0.10,1.17] T
Subtotal (95% Cl) 122 108 18.0% 0.16 [-0.42, 0.74] —eonfiliiine-—
Heterogeneity: Tau®= 0.12; Chi®= 2.95, df=1 (P = 0.09); F= 66%
Test for overall effect Z2=0.56 (P = 0.58)
5.5.2 Moderate
Bossers 2016 0.6 1.7 35 -0.2 31 18 B.3% 0.35[-0.22,0.92] O
Bossers 2016 0 29 35 0.2 31 17 BI% 0.07 [-0.51, 0.55] e e—
Cancela 2016 0.22 1.18 73 -0.25 06 116 121% 0.54 [0.24,0.84] e
Littibrand 2009 -0.13 21 45 141 2.28 a0 9.4% 0.44[0.03,0.84] —
Pitkala 2013 -8.61318 1405123 129 -14.4 145286 B4 12.0% 0.41[010,0.71] —
Telenius 2015 0.1 36 82 07 41 81 11.8% 0.21 [-0.10,0.51] T
Toots 2016 -1.56 2.8442 79 -212 28442 O1T% 0.20[-0.12,0.51] T
Wenturelli 2011 3 4 11 -3 B 10 2.3% 2.09[0.83,3.20 _—
Subtotal (95% Cl) 189 435 71.9% 0.38 [0.18, 0.58] -
Heterogeneity: Tau®= 0.04; Chi*=13.99, df= 7 (P =0.09); F=50%
Testforoverall effect Z=3.70 (P = 0.0002)
5.5.3 Severe
Ralland 2007 0.4 1.4 56 0 1.4 54 101% 0.26 [-0.11, 0.64] T
Subtotal (95% Cl) 56 54 10.1% 0.26 [-0.11, 0.64] <
Heterogeneity: Mot applicable
Testforoverall effect Z=138F=017)
Total {95% Cly 667 597 100.0% 0.32 [0.15, 0.50] <
Heterngeneity: Tau?= 0.05; Chi*= 21.88, df= 10 (P = 0.02); F=54% i_2 i1 p 1=

Testfor overall effect 2= 3.96 (P = 0.0004)

Test for subgroup differences: Chi?= 066, df= 2 (P =072, "= 0%
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NPI (post-intervention)

Exercise Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% Cl
6.3.1 Mild
Hoffrnan 2014 -1.2 85 102 2 11 88 17.2% -3.20[6.03,-0.37] s —
Yang 2015 -3.25 8.15 25 1149 14.4 25 33% -4.44[-1093 2.05] 4
Subtotal {95% CI) 127 113 205% -3.40[-5.99,.0.81] i
Heterogeneity: Chi*=012, df=1{P=0.73), F= 0%
Test for overall effect: £= 257 (F=0.01)
6.3.2 Moderate
Cancela 2016 -0.54 12.73 73 46 1451 116  B89% -544[938-15800 ———————
Steinberg 2009 0.65 32669526 14 0 3.2669526 13 227% 065[1.82 317 B
Teleniugs 2015 -0.7 5 82 0.6 6.4 81 374% -1.30[3.22, 0.67] —
Subtotal {95% CI) 169 210 69.0% -1.19[-2.61,0.22] i
Heterogeneity: Chi*=6.63, df= 2 (P=0.04); F=70%
Testfor overall effect Z=1.65 (FP=010)
6.3.3 Severe
Rolland 2007 0 849 56 0.6 10.4 54 105% -0.60[4.22 3.07] I E—
Subtotal {95% CI) 56 54  10.5% -0.60 [-4.22, 3.02] ——el——
Heterogeneity: Mot applicable
Test for overall effect: £=032 (FP=0.759)
Total (95% CI) 352 377 100.0% -1.58[-2.76,-0.41] <4
Heterogeneity: Chif= 920, df= 5 (P = 0.10); F= 46% :—10 55 B é n
Test for overall effect 7= 2.64 (P = 0.008 Favours Intervention Favours control
Test for subgroup differences: Chi*= 2,46, df=2 (P =0.29), F=18.6%

BPSD (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl IV, Fixed, 95% CI
5.3.1 Mild
Haffman 2015 -1.2 84 102 2 1 88 26.2% -0.33 [-0.61,-0.04] —
Yang 2015 -3.25 8.15 25 118 14.4 25 B.9% -0.37 [0.93,0.19] —
Subtotal (95% Cl) 127 13 33.2% -0.34 [-0.59, -0.08] -
Heterogeneity: Chi®=0.02, df=1 (P =089}, F=0%
Testfor overall effect 2= 259 (P =0.010)
5.3.2 Moderate
Cancela 2016 -0.54 12.73 73 46 1451 116 24.8% -0.39 [-0.69,-0.10] —
Steinbery 2009 0.65 3.2669526 14 0 3.2669526 13 3.8% 0.19 [-0.56, 0.85] e e
Telenius 2014 -0.7 3 8z 0.6 6.4 81 22.8% -0.21 [0.51,0.10] —
Subtotal (95% Cl) 169 210 51.4% -0.27 [-0.47, -0.06] <
Heterogeneity: Chi=224 df=2 (P=033); F=11%
Testfor overall effect £=2.54 (F=0.01)
5.3.3 Severe
Ralland 2007 1] 8.9 56 0.6 10.4 54 15.5% -0.06 [-0.44, 0.31] i
Subtotal (95% CI) 56 54 15.5% -0.06 [-0.44, 0.31] -~
Heterogeneity: Mot applicahle
Test for overall effect Z=032{P=0.75)
Total (95% CI 352 377 100.0% -0.26 [-0.41, -0.11] &»
Heterageneity: Chi*= 3.70, df= § (P = 0.58); F= 0% 5_2 51 B 15 25

Testfor overall effect £=3.44 (F = 0.0006)
Testfor subgroup differences: Chi*=1.43, df=2 (P =0.48), F=0%
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Quality of life (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% Cl
5.7.1 Mild
Hoffman 2015 -0.01 011 102 -0.01 0.0a a8 MT% 0.00 [0.28, 0.29]
Suttanon 2013 0.53 45 11 -0.62 6.31 18 6.0% 0.20 [-0.46, 0.95]
Yang 2015 148 484 25 -0.66 453 25 10.7% 0.45F0.11,1.02] T
Subtotal (95% Cly 138 131 58.4% 0.10 [-D.14, 0.34] -.-
Heterogeneity: Chi*= 2058, df= 2 (P=0.36); P= 3%
Testfor overall effect £=0.84 (F=0.40)
5.7.2 Moderate
Steinberg 2009 -7.8 15739263 14 0 15739263 13 5.8% -0.48 [-1.25,0.29]
Telenius 2015 -1.2 7 82 03 6.6 81 35.9% -013[0.44,0.18] —
Subtotal (95% CI) 96 94 41.6% -0.18 [-0.47, 0.11] i
Heterogeneity: Chi*= 068, df=1 (P=041}, F=0%
Testfor overall effect 2=1.24 (F=0.22)
Total (95% CI) 234 225 100.0% -0.01 [-D.20, 0.17]

Heterogeneity: Chi®=4.95 df= 4 (P=0.29); F=19%
Test for averall effect Z=0.15 (P = 0.88)
Testfor subgroup differences: Chif=2.21, df=1 (F=014), F= 54.8%

CSDD (post-intervention)

A1 -0.5 0 0.5 1
Favours control - Favours intervention

Exercise Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% ClI
6.8.1 Moderate
Cancela 2016 1.84 11.491 T3 o271 442 116 206% 48550179, 7.31] e —
Steinhery 2008 114 1.03 14 o o1.03 13 435% 1.14 [0.36,1.97] -
Telenius 2015 -0.8 a2 a2 11 38 81 35.9% 0.20[-1.20,1.60] —
Subtotal (95% Clj 169 210 100.0% 1.50 [-0.15, 3.16] Lol
Heterogeneity: Tau®=1.48; Chi*= 760, df= 2 (P= 002, F=74%
Testfor averall effect Z=1.78 (F=0.07)
Total (95% Clj 169 210 100.0% 1.50 [-0.15, 3.16] =
Heterogeneity: Tau®=1.48, Chi*=7.60, df= 2 (F = 0.02); F=74% I ; } |
Testf Il effect: Z=1.78 (P=0.07 10 8 o 5 10

estioroverall 8 EC_' =178(P=0. ) Favaurs Intervention  Favours contral
Test for subgroup diferences: Mot applicable
Depression (post-intervention)

Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
5.8.5 Mild
Burgener 2008 0.4 3.2 24 ns 3z 19 11.3% -0.15 [0.7E, 0.48] I
Hofftnan 2015 -0z 248 102 02 23 23 181% 0.00[-0.28, 0249 —
Wraugdenhil 2012 -06 14 20 0 1.4 20 109% S04 [1.03,0.23] e ——
Subtotal {(95% CI) 146 127 40.3% -0.08 [-0.32, 0.16] -
Heterogeneity, Tau®= 0.00; Chi*=1.349, df= 2 (P =0.50% F=0%
Testfor overall effect Z=068 (P =050
5.8.6 Moderate
Cancela 2016 1.84 11.51 T3 O-2TF1 442 1B 1TE% 057 [0.27,0.87] I
Steinberg 2009 114 1.03 14 0 1.03 13 81% 1.07 [0.26,1.89] _—
Telenius 2015 -04 52 82 11 38 21 1T E% 0.04 [-0.26,0.34] —_—
Subtotal {(95% CI) 169 210 43.6% 0.47 [-0.03, 0.96] |~—enl—
Heterogeneity, Tau*= 014, Chi*= 893, df=2 (P=0.01); F=78%
Testfor overall effect Z=1.84 (P=0.07)
5.8.7 Severe
Rolland 2007 0 a 1] 14 7F2 a4 1B1% -018 [-0.56, 0.149] — 1
Subtotal {95% Clj Lili] 51 16.1% -0.18 [-0.56, 0.19] et
Heterogeneity Mot applicable
Testfor overall effect 2= 094 (P =0.34)
Total {95% CI) 371 391 100.0% 0.11 [-0.19, 0.40]

Heterogeneity, Tau*= 010, Chi*= 2091, df= 6P = 00023, F=T1%
Testfor overall effect Z=0.71 (P=0.48)
Testfor subaroup differences: Chif= 4.65, df=2 (P=010), F=47.0%
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Depression (post-intervention) — sensitivity analysis excluding multimodal

interventions
Exercise Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight N, Random, 95% Cl I, Random, 95% CI
5.0.5 Mild
Hoffman 2015 -0.2 28 102 02 23 28 20.2% 0.00[-0.28, 0.249] D
Yreugdenhil 2012 -0.6 1.4 20 0 14 20 12.8% -0.41 [-1.03, 0.2 —
Subtotal {(95% Cl) 122 108 32.8% -0.10[-0.45, 0.24] -
Heterogeneity, Tau==0.02; Chi*=1.33,df=1 (F=0.248), F= 25%
Testfar overall effect =058 (P = 0.56)
5.9.6 Moderate
Cancela 2016 1.84 11.51 T3 O-2F1 442 1B 199% 0.57 [0.27,0.87] e
Steinberg 2009 114 1.03 14 0 1.03 13 94% 1.07 [0.26,1.849] —_—t
Telenius 2015 -0.4 5.2 82 11 38 21 19.7% 0.04 [-0.26, 0.39] I
Subtotal {(95% CI) 169 210 49.1% 0.47 [-0.03, 0.956] |-em———
Heterogeneity, Tau==0.14; Chi*= 8893, df=2 (F=0.01), F=78%
Testfar overall effect Z=1.84 (P=0.07)
5.0.7 Severe
Rolland 2007 0 a Ak 14 72 Al 181% -018 [-0.56, 0.149] —
Subtotal {(95% CI) 56 51 18.1% -0.18 [-0.56, 0.19] e
Heterogeneity; Mot applicable
Testfor overall effect Z=085 (P =0.34)
Total {95% CI) 347 372 100.0% 0.14 [-0.18, 0.46]

Heterogeneity: Tau®= 0.11; Chi*= 20.08, df= 5 (P = 0.001); F= 75%

Testfor overall effect Z2=0.85 (F=0.39)

Testfar subaroup differences: Chi*= 4.61, df= 2 (P =010}, F= 56.6%

ZBI (post-intervention)

-

a8 0o 1
Favours Intervention  Favours contral

Exercise Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
6.6.1 Mild
Suttanon 2013 378 1743 11 2 11486 18 329.8% 1.75[9.85,13.39] L)
Wreugdenhil 2012 -4.4 132 20 36 17 20 B0.2% -B.O0[17.43 1.43] i
Subtotal (95% CI) 3 38 100.0% -4.12[-11.44, 3.20] e
Heterogeneity: Chif=1.63, df=1 (P =0.20); *= 39%
Test for averall effect: Z=1.10{P = 0.27)
Total (95% CI) " 38 100.0% -4.12[-11.44, 3.20] -~
_ll-_iet?;ogenmtyl:l C;I T,jg??; TE:QEPD:QE.ED);I =39% o = 3 T 20
estioroverall 8 EC_' =110P=10 ) Fawours Intervention  Fawaurs contral
Test for subgroup differences: Mot applicable
Carer burden (post-intervention)
Exercise Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
5.10.2 Mild
Suttanon 2013 378 17.43 ih! 2 11.56 18 28.4% 012 [-0.63,0.87] e
YWreugdenhil 2012 -4.4 132 20 3.6 17 20 MT% -0.82[-1.15,0.132] —
Subtotal {35% Cly )| 38 A% -0.25[-0.73,0.23] —al-—
Heterogeneity: Chi*=1.62, df=1 (P=0.20); F=38%
Testfor overall effect £2=1.02 (F=0.31)
4.10.3 Moderate
Steinherg 2009 0.8 36081778 14 0 36081778 13 28.9% 0.21 [-0.594, 0.97] e e —
Subtotal (95% Cl) 14 13 28.9% 0.21 [-D.54, 0.97] ——
Heterogeneity: Mot applicahle
Test for overall effect 2= 056 (F=0.58)
Total {95% Cly 15 51 100.0% -0.12 [-D.52, 0.29] -q—
Heterogeneity: Chi*= 2.65, df= 2 (P = 0.27); F= 25% i_2 i1 p 1i 3

Testfor overall effect £2=0.96 (F=0.57)
Testfor subgroup differences: Chif=1.04, df=1 (P =031, F=35%
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H.9.1.9

Nutrition

Ginkgo biloba

Cognition (post-intervention): Alzheimer’s disease

Ginkgo biloba Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight I, Random, 95% Cl I¥, Random, 95% CI
15.2.1 120mg daily
Le Bars 1997 0z 5142 104 1.5 58842 103 35.0% 0.31 [0.03, 0.58] —
Schneider 2004 -1.6 58 169 -09 56 174 409% -0.12[0.33,0.09] —=r
Subtotal (95% CI 273 277 75.9% 0.08 [-0.34, 0.50] e
Heterogeneity, Tau®=0.08; Chi®=5.90, df=1{P =0.02), F=83%
Testfor overall effect Z=0.39 (P = 0.70)
15.2.2 160mg daily
Mazza 2006 0.6 5.8142 25 -0.25 595815 26 16.8% 0.14 [F0.41, 0.649] e
Subtotal (95% Cl) 25 26 16.8% 0.14 [-0.41, 0.69] -*-—
Heterageneity: Mot applicahle
Testfor overall effect Z=0.81 (P =061}
15.2.3 240mg daily
Maurer 1997 -0.88 13.824786 9 003 15397652 9 TA% -0.06 [-0.98, 0.86] I
Subtotal (95% Cly 9 9  74% -0.06 [-0.98, 0.86] ——e R ——
Heterogeneity: Mot applicahle
Testfor averall effect £= 013 (P = 0.90)
Total (95% Cly 307 312 100.0% 0.08 [-0.19, 0.35]

Heterogeneity: Tau®=0.03; Chif=6.07 df=3{P =011} F=51%

Test for averall effect Z=0.55 (P = 0.58)

Testfar subaroup differences: Chi*=0.13, df=2 (P =0.93), F=0%

-1 1
Favours placebo  Favours ginkgo hiloba

>

Cognition (post-intervention): Alzheimer’s disease and vascular dementia

Ginkgo hiloba Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
17.1.1 240my daily
Herrschaft 2012 224 32272 200 034 38643 202 16.9% 05210033072 —
Ihl 2012 1.43 28 202 -027 271 202 168% 0.62[0.42,0.82] —
Kanowski 2003 21 315 106 1 3.05 499 16.6% 0.35[0.08, 0.63] e
Mapryenko 2007 318 231 198 -1.34 238 187 167% 1.92 [1.68, 2.16] —
Mikolova 2013 2.2 3B4 196 203 402 2001 168% 005 [F0.15,0.24] T
Subtotal (95% CI) 902 901  84.1% 0.69 [0.09, 1.29] —al——
Heterogeneity: Tau®= 0.46; Chi*=151.31, df= 4 (P < 0.00001); F= 97%
Testfor overall effect: Z= 226 (F=0.02)
17.1.2 160:/240my daity
van Dongen 2000 -0.8 4.1 a0 12 38 40 15.9% 0.10[0.28,0.48] e
Subtotal (95% CI) 79 40  15.9% 0.10[-0.28, 0.48] il
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.51 (P = 0.61)
Total (95% CI) 981 941 100.0% 0.60 [0.06, 1.13] —~ofiiiine-—
Heterogeneity: Tau®= 0.43; Chi*=158.596, df= 5 (F = 0.00001); F= 97% f !

Testfor overall effect Z= 218 (P=0.03)

Testfor subaroup differences: Ghif= 2,67, df=1 (P=0100, F=62 6%
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ADL (post-intervention): Alzheimer’s disease and vascular dementia

Ginkgo hiloba Placebho Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
17.5.1 240my daily
Herrschatt 2012 011 038 200 -004 032 202 174% 0.43[0.23,0.62] —
Ihl 2012 015 028 202 -001 032 202 174% 0.52[0.32,0.77] —
Kanowski 2003 08 21 106 0.4 203 93 16.2% 0.19[-0.08, 0.47] T
MNapryenko 2007 1.86 27 198 -09 244 187 17.2% 1.07 [0.86, 1.28] —
Mikolowa 2013 0o7 215 186 -026 222 201 174% 0.15[-0.05, 0.35] T
Subtotal (95% CI) 902 001 85.6% 0.48 [D.15, D.80] -~
Heterogeneity: Tau®=0.12; Chi*= 45,45 df= 4 (P = 0.00001); F=91%
Testfor averall effect Z=2.91 (P = 0.004)
17.5.2 160/240mgy daily
van Dongen 2000 -1.4 48 79 14 55 40 14.4% 0.00[-0.38, 0.38] s
Subtotal (95% CI) 7o 40  14.4% 0.00 [-0.38, 0.38] e
Heterogeneity: Mot applicable
Test for overall effect: 2= 0.00 (P =1.00)
Total {95% Cly 981 941 100.0% 0.41[0D.11,0.71] i
Heterogeneity, Tau®=0.12; Chi®=51.36, df= 4 (F = 0.00001); F= 90% 5_2 51 b ,i

Test for overall effect: £= 2 66 (P =0.008)

; i Favours placebo  Favours ginkgo biloba
Testfor subgroup differences: Chif= 3.1, df=1 (P=0.06), F=71.5%

NPI (post-intervention): Alzheimer’s disease and vascular dementia

Ginkgo biloba Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% CI
17.2.1 240mg daity
Herrschaft 2012 -4.86 TATI6 200 -214 64871 202 249% -2A42[-3.76,-1.08] —
Ihl 2012 -3.18 .08 202 1] 614 202 251% -3.18[-4.37,-1.99] —
Napryenko 2007 -6.55 504 198 244 552 197 25.2% -899[10.03,-7.95 +=—
Mikolowa 2013 -3.91 734 196 -3.08 802 201 247%  -0.85[-2.36,0.66] —
Subtotal (95% CI) 796 802 100.0% -3.8B8[-7.63,-0.14] ——eggi———
Heterogeneity: Tau®=14.18; Chi®= 10737, df= 3 (P = 0.00001); IF = 97%
Test for overall effect: Z=2.03 (P =0.04)
Total (95% CI) 796 802 100.0% -3.88[-7.63,-0.14] ——eaf———
Heterogeneity: Tau®=14.18; Chi*= 10737, df= 3 (P = 0.00001}; I* = 97% f

\ .
10 5 0 5

Testfor overall effect 2= 2.03 (P = 0.04) Favours ginkgo hiloba Favours placebo

Testfar subgroup differences: Mot applicable

BPSD (post-intervention): Alzheimer’s disease and vascular dementia

Ginkgo hiloba Placebho Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
17.3.1 240my daily
Herrschaft 2012 -466 TATI6 200 -214 G4BT 202 151% -0.35 [-0.55,-0.16] —a—
Ihl 2012 -3.18 .08 202 0 614 202 250% -0.A2 [0.72,-0.32] —a—
MNapryenko 2007 -6.55 504 198 244 552 187 248% -1.70[1.93,-1.47] —=—
Mikolova 2013 -3.91 734 196 -3.06 802 01 251% -0.11 [-0.31, 0.09] =T
Subtotal (95% CI) 796 802 100.0% -0.67 [-1.31, -0.03] —eli——
Heterogeneity: Tau®= 0.42; Chi*=117.67, df= 3 (F = 0.00001); F= 97%
Testfor overall effect: Z=2.04 (P=0.04)
Total (95% CI) 796 802 100.0% -0.67 [-1.31, -0.03] —eli——
Heterogeneity: Tau®= 0.42; Chi*=117.67, df= 3 (F = 0.00001); F= 97% f !

.
2 A 0 1

Testfor overall effect: Z=2.04 (P=0.04) Favours ginkgo hiloba  Favours placebo

Testfor subdgroup differences: Mot apnlicable

© NICE 2018. All rights reserved. See


https://www.nice.org.uk/terms-and-conditions

Global assessment (post-intervention): Alzheimer’s disease and vascular dementia

Ginkgo biloba Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
17.4.1 240mg daily
Herrschaft 2012 -314 112 200 -3.78 14416 202 251% 0.49[0.30, 0.69] —
Ihl 2012 -341 097 202 -4.08 114 201 250% 0.61[0.41, 0.81] ——
Mapryenko 2007 9.9 881 198 -411 8.08 197 248% 1.67[1.45,1.90] —
Mikolova 2013 1.61 809 196 0.23 TR O201 251% 017 [-0.02, 0.37] -
Subtotal {95% CI) 706 801 100.0% 0.74[0.14, 1.33] ool
Heterogenaity, Tau®= 036, Chi*= 10130, df= 3 (P < 0.00001}); F= 97%
Testfor overall effect 2= 242 (P=0.02)
Total {95% CIy 706 801 100.0% 0.74[0.14, 1.33] ool
Heterageneity: Tau®= 0.36, Chi*=101.30, df= 3 (P < 0.00001}), F= 97% 5_2 51 s 15 25

Testfor overall effect £= 242 (P=0.02)

) : Favaurs placeba Favours gingko bilaba
Test for subaroup differences: Mot applicahle

Quality of life (post-intervention): Alzheimer’s disease and vascular dementia

Ginkgo hiloba Placebo Std. Mean Difference Stid. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% C1 IV, Fixed, 95% CIl
17.6.1 240my daily
Herrschaft 2012 347 8.08 200 145 BA¥Y 202 4949% 0.22[0.03,0.42] i
Ihl 2012 3.38 B45 202 136 662 202 G01% 0.27[0.07, 0.46] ——
Subtotal (95% CI) 402 404 100.0% 0.24 [0.11, 0.38] L

Heterogeneity: Chi*=0.09, df=1 (P = 0.78), F= 0%
Test for overall effect £=3.45 (P = 0.0006)

Total {95% CIy 402 404 100.0% 0.24 [0.11, 0.38] "

Heterogeneity: Chi*= 0.09, df=1 (P = 0.76); F= 0% 5_2 51 p ,i 25
Test for overall effeC.tZ= 345(P= D.DDlDE) Favours placebo  Favours ginkgo hiloba
Test for subaroup differences: Mot applicable

Omega-3 fatty acids

MMSE (post-intervention)

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Freund-Levi 2006 -08 272 91 -08 272 BT 46.9% 0.00[0.80,0.80]
Quinn 2010 -3.7 58185 240 -4.04 51877 160 25.2% 0.34 [0.75,1.49] =
Shinto 2014 43 13 13 -46 14 13 27TE% 0.30F0.74,1.34] =

Total {95% CIj 344 260 100.0% 0.17[-0.38,0.72] —*
Heterogeneity: Chi*=0.33, df= 2 (P = 0.89); F=0% I1 -DI PR DI 4
Testfor overall effect 2= 0.61 (P = 0.54) Favours control  Favours intervention

ADL (post-intervention)

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
Quinn 2010 11.51 152565 240 1043 128373 160 93.8% 0.07 [-0.13,0.28]
Shinto 2014 24 1 13 24 07 13 B.2% -0.45[1.23,033]
Total {(95% Cl) 253 173 100.0% 0.04 [-0.15, 0.24]

Heterogeneity: Chi®=1.62, df=1 {F = 0.20); F= 38% ' ! T t {

. : -2 -1 0 1 2
Testfor overall effect Z=0.43 (P = 0.67) Favours contral  Favours intervention

CDR (post-intervention)

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl I, Fixed, 95% Cl
Freund-Levi 2006 0.4 3568915 91 0.5 38070493 87 26.2% -0.10[F1.19,0.99]
Quinn 2010 287 338 240 2493 313 160 73.8% -0.06 [-0.71,0.59]
Total {95% CIy 331 247 100.0% -0.07 [-0.63, 0.48]

Heterogeneity: Chi®= 0.00, df=1 (P =0.98); F=0% t T t }

ey : -4 -2 0 2 1
Testfor averall effect Z=0.25 (F = 0.80) Fawours intervention  Favours control
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Souvenaid

Cognition (post-intervention)

Test for overall effect: 7= 4 60 (P = 0.00001)

ADL (post-intervention)

Favours contral Favours Huperzine A

Souvenaid Placebo Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Veight I, Random, 95% CI1 IV, Random, 95% Cl
Scheltens 2010 03 a1 44 0 3048 95  288% 010 [F018, 0.39] T
Scheltens 2012 012 0278 120 0035 0286 129 325% 0.20[0.06, 0.55] ——
Shah 2013 -1.88 644 M8 1483 AEB3 20T 3BTH -0.06 [-0.25,0.13]
Total (95% Chy 447 432 100.0% 0.10[-0.12,0.32]
Heterogeneity, Tau®= 0.02; Chi*=§.14, df= 2 (P = 0.08); F= §1% 5_2 51 7 15 2
Testfor overall effect. 2= 0.92 (F = 0.38) Favours placebo  Favaurs souvenaid
ADCS-ADL (post-intervention)
Souvenaid Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I/, Fixed, 95% Cl
Scheltens 2010 1.2 106 101 035 114 99 22 6% 084 [2.20 380 =
Shah 2013 -374 876 228 -366 803 223 YTA% -0.08[1.73,1.87]
Total (95% CI) 329 322 100.0% 0.13[-1.32, 1.58]
Heterogeneity; Chi®= 0,28, df=1 (P = 0.60); F= 0% 54 52 3 é i
Testfor overall effect: Z=0.18 (F = 0.26) Fawours placebo  Fawours souvenaid
Huperzine A
MMSE (post-intervention)
Huperzine A Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% CI
Dang 2012 42 235 10 118 1.33 11 157% 8.38([3.72,7.04] e
Liu 1995 04 1022 14 2 T8 14 29% -1.60 [-8.14, 4.94]
Feafii 2011 0875 2845 140 -04 33 70 19.9% 1.27 [0.37,218] -
#1997 2498 7483 a0 043 7498 a3 9.0% 255052 567 T
ang 2003 43 308 36 01 3.28 30 16.3% 4,20 [2.69,5.78] I
Fhang 2002 27 185 93 019 266 99 206% 2A11.74,3.29] -
Zhaow 2004 1.08 28 12 -0.45 1.03 12 15.5% 2030034, 370 e
Total {(95% Cl) 350 289 100.0% 2.80[1.61, 3.99] -
Heterogeneity, Tau®=1.64; Chi®= 25.07, df= & (P = 0.0003); F= 76% I-m 5 7 5 m’

Huperzine i Control Std. Mean Difference Std. Mean Difference
Stuily or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
Dong 2012 -34.9 11.06 10 -45.45 19245 ia 2.3% 0.64 [0.25,1.52] T
Liu 1994 36 1484 14 -26 1577 14 10.2% 039 036, 1.14] e
Rafii 2011 -1.015 847 140 -264 866 70 209% 019 010, 0.48] ™
¥u 19497 348 1341 a0 -1.28 936 83 182% 0.42[0.03,081] —
Yang 2003 6.6 1019 1 0 856 an 153% 063019 1.19] —
Zhang 2002 239 488 93 048 501 99 11% 0.38[0.10, 0.67] -
Zhaou 2004 549 334 12 225 2498 12 6.0% 2.481[1.37,3.549] —
Total {95% Cly 359 289 100.0% 0.54 [0.23, 0.85] ’
Heterogeneity Tau®= 010 Chif= 1713, df = 6 (P = 0.009%; F= 5% 54 52 p é

Testfor averall effect: 7= 3.44 (P = 0.0008)

© NICE 2018. All rights reserved. See
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BPSD (post-intervention)

Huperzine & Control Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fized, 95% CI

Rafii 2011 -0675 11255 140 -083 7.1 70 107% 015 [-2.35, 2.66] F—

Zhang 2002 154 331 98 -D02 284 95 B893% -1.57[2.39,-0.55] s B

Total (95% CIy 238 166 100.0% -1.34[-2.16, -0.52] <

Heterageneity: Chi=1.84, df=1 (P =0.21); F= 35% f ; t

) -10 -5 0 a 10

Test for overall effect 2= 3.21 (P =0.001) Favours Huperzing & Favours contral
Folic acid
MMSE (post-intervention)

Intervention Control Std. Mean Difference Std. Mean Difference

Stuiy or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 5% C1 IV, Fized, 95% Cl

Quinn 2010 11.81 152865 240 1043 129373 160 93.8% 0.07[-0.13,0.28]

Shinto 2014 24 1 13 249 0.7 13 6.2% -0.44[-1.23,0.33]

Total (95% Cly 253 173 100.0% 0.04 [-0.15, D.24]

Heterogeneity Chif=1.62, df=1 (P = 0.20); F= 38% 1_2 11 h 1? 2‘

Testior overall efiect Z=0.43 (F = 0.67) Favours control - Favours intervention
ADL (post-intervention)

Intervention 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

Chen 2016 0.068 1088 61 013 13.42 B0 A7 7% -0.01 [-0.36, 0.34]

Cannelly 2008 0.61 36 23 -208 417 18 423% 0.68[0.04,1.31] ——

Total (95% Clj 84 78 100.0% 0.28[-0.38, 0.95]

Heterngeneity: Tau®= 0.16; Chi*= 3.38, df=1 (P = 0.07); F= 70% 52 51 b 15 é

Testfor averall effect: Z=0.84 (P =040}

© NICE 2018. All rights reserved. See Notice of rights
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Ginseng

MMSE (post-intervention)

Intervention Control Mean Difference Mean Difference
Studhy or Subgroup  Mean SD Total Mean SD Total Weight I, Fided, 95% Cl I, Fixed, 95% CI
9.1.1 Ginsenyg 1.5g/day
Heo 2012 23 74 10 36 3a 4 21% -1.30[-7.03, 443 N I—
Subtotal (95% CI) 10 4 2.1% -1.30[-7.03, 4.43] ——
Heterageneity: Mat applicable
Testfor averall effect: Z=0.44 (F = 0.66)
0.1.2 Ginseng 3g/day
Heo 2012 21 g 10 36 34 3 4% -1.80[-6.83, 393 e E—
Subtotal (95% CI) 10 3 2.4% -1.50[-6.93, 3.93] ——eal——
Heterogeneity: Mot applicable
Testfor averall effect: Z=0.54 (P =0.559)
0.1.3 Ginsenyg 4.50/day
Heo 2008 1.27 326 15 -048 283 16 146% 1.75[0.44, 3.94] T
Heo 2012 24 618 10 36 3 3 21% -1.20[-6.98, 4.58] e
Lee 2008 056 36 A8 088 25 39 473% -0.32[1.53,089] t
Subtotal (95% CI) 83 58 64.0% 0.12[-0.92,1.17]
Heterogeneity: Chi*= 284, df=2 (P =024} F=30%
Testfor averall effect Z=023 (P=082
9.1.4 Ginseng 9g/day
Heo 2008 1.54 364 15 -048 283 15 1285% 202[0.34, 439 T
Lea 2008 0z 2 9 -003 31 19 191% 0.23[1.68 2.14] -
Subtotal (95% CI) 24 31 31.6% 0.94[-0.55, 2.42] L
Heterageneity: Chi*=1.33, df=1 (P =025}, F= 19%
Testfor averall effect Z=1.24 (F=023)
Total {95% Cl) 127 99 100.0% 0.31[-0.52, 1.15] ?

N B~ —_ —_ LR = J 1 1 1

Heterogeneity: Chi*=571, df= 6 (P =0.46), F=0% _110 '5 ﬁ é 110

Testfor averall effect: Z=0.73 (P = 0.45)
Testfor subaroup differences: Chit=1.54, df= 3 (P=0.67), F=0%

Fawours control  Favours intervention
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H.9.1.10 Music therapy

Music therapy versus standard care in people with dementia (post-intervention)

MMSE
Music therapy Standard care Mean Difference Mean Difference
Stuiy or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% CI
1.1.2 Active music therapy
Ceccato 2012 {(group) -0.67 237 27 0 34 23 M2%  -0.67[2.30,0.96) e
Chu 2014 (group) 2096 653 49 006 436 a1 18.8% 2.901[0.71, 5.09] e —
Hong 2011 {1-2-1) 38 3 15 -0.87 245 15 18.0% 4 67 [2.54,6.80 e —
Sarkamo 2016 {group) 0.2 B33 23 11 58 11 10.8% 1.30 [2.99, 5.54]
Subtotal (95% Cl) 114 100 69.7%  2.06[-0.68, 4.81] —reng———
Heterogeneity, Tau®=6.13; Chi*= 1677, df= 3 (P = 0.0008), F= 82%
Test for overall effect Z2=1.47 (P=0.14)
1.1.3 Receptive music therapy
Guetin 2009 {1-2-1) 0a 34 19 -0.9 3.3 19 17.8% 1.80 [0.60, 4.20] I
Sarkamo 2016 {group) 0.z 5 28 11 58 12 124% 1.30 [2.47, 5.07)] — T
Subtotal (95% Cl) 43 27 30.3% 1.66 [-0.37, 3.68] e
Heterogeneity: Tau®= 0.00; Chi*=0.05,df=1 (P=0.83);F=0%
Test for overall effect Z=1.60{F=0.11}
Total (95% CI) 157 127 100.0% 1.91[0.05, 3.78] e
Heterngeneity: Tau®= 3.58; Chi*= 16.82, df= 5 (P = 0.008); F= 70% t t t |
Test for overall effiect Z= 2.01 (P = 0.04) -0 8 L 5 1o
5 _ Favours standard care  Favours music therapy
Test for subgroup differences: Chi*=0.05, df=1 (F=082), F=0%
NPI

Music therapy Standard care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% C1
1.5.2 Active music therapy
Raglio 2015 {1-2-13 107 11.49 40 -99 144 20 55.8% -0.80[8.30 6.70]
Subtotal (95% CI) 40 20 55.8% -0.80[-8.30,6.70]
Heterogeneity: Mot applicable
Testfor overall effect £=0.21 (P=0.83)
1.5.3 Receptive music therapy
Raglio 20145 {1-2-13 -46 172 40 -99 144 20 442% A30[F313,1373] L
Subtotal (95% CI) 40 20 44.2% 5.30[-3.13,13.73] ——e———
Heterogeneity: Mot applicable
Testfor overall effect £=1.23(P=0.22)

Total (95% CI) 80 40 100.0% 1.90[-3.71,7.50] "'
T
i

- _ _ E | , ,
Heterogeneity: Chi*=1.12, df=1 {P=029);F=11% T o 1 20

Testfor overall effec.t Z=0E8 (P:_ .51 Favours music therapy  Favours standard care
Testfor subgroup differences: Chif=1.12, df=1{P=02%, F=10.9%

Depression
Music therapy Standard care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl I, Random, 95% CI
1.9.1 Active music therapy
Ceccato 2012 (groupy  -0.86  3.34 27 -0895 494 23 34.9% 0.02 053,058
Chu 2014 (group) -9.17 86 49 -192 949 a1 38.1% -0.77 F1.18,-0037] ——
Subtotal (95% Cl) 76 71 ¥31% -0.40[-1.18, 0.38]

Heterogeneity: Tau®= 0.26;, Chi*=513,df=1{(P=0.02);, F=80%
Testfor overall effect Z2=1.01 (F=0.31)

1.9.2 Receptive music therapy

Guetin 2009 (1-2-1) -7 48 14 -02 44 12 26.9% -1.61 [-2.52,-0.70] — &

Subtotal (95% Cl 14 12 26.9% -1.61 [-2.52, -0.70] ~al—

Heterogeneity: Mot applicable

Testfor overall effect 2= 3.49 (P = 0.0005)

Total {95% Cly a0 86 100.0% -0.72 [-1.50, 0.05] -

Heterogeneity: Tau®= 0.37; Chi*=10.26, df= 2 (F = 0.006); F= 81% t t t t

Test i Il effect: Z=1.83 (P = 0.07 4 -2 v : 4
estfor overall effect 2= 1.83 (P = 0.07) Favours music therapy  Favours standard care

Testfor subgroup diferences: Chi®= 3.94, df=1 (F=008), F=T4.6%
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Agitation

Music therapy Standard care

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Rand 95% CI I, Random, 95% Cl
1.11.1 Active music therapy

Ceccato 2012 (group) 216 11.849 19 147 11.65 15 141% 0.69[-7.27, 8.65)

Lin 2011 {group) -6.75 10.64 49 077 1027 51 1941%  -F.52[11.62,-3.432] e —

Ridder 2002 (1-2-1) -6 1598 21 114 13.98 21 127%  -2.30[11.386.78]

Sung 2012 {group) -3.56 498 27 -479 296 28 MA1% 1.23[0.94, 3.40 T
Subtotal (95% Cly 116 115 67.0% -2.06 [-7.38, 3.27] —~ea———
Heterogeneity: Tau®= 20.83; Chi*=13.88, df= 3 (P = 0.003); F=78%

Testfor overall effect Z=0.76 {F = 0.45)

1.11.2 Receptive music therapy

Remington 2002 (1-2-1)  -10.76 978 17 -0.88 8.66 17 16.4% -9.88[16.09,-3.67] e —

Sung 2006 {1-2-1) -816 1037 32 096 12.54 25 166% -1012[16.21,-4.03] e —

Subtotal (95% Cly 19 42 33.0% -10.00[-14.35, -5.65] —~ai———

Heterogeneity: Tau®= 0.00; Chi®=0.00, df=1 {P = 0.96); F= 0%

Test for overall effect Z=4.51 (P = 0.00001)

Total {95% Cl) 165 157 100.0% -4.67 [-9.67, 0.33] e
Heterogeneity: Tau®= 29.68; Chi*= 28.88, df= 5 (F = 0.0001); F=83% ' t |

Test for overall effect £=1.83 (P=0.07)
Testfor subaroup differences: Chi*=4513,df=1 (P =002}, F=80.5%

-20

-10

10

1]
Favours music therapy  Favours standard of care

20

Quality of life
Music therapy Standard care Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% CI IV, Fixed, 95% CI
1.18.2 Active music therapy
Raglio 2014 {1-2-1) B 0 -23 94 20 253% 016 [-0.38, 0.70] T
Ridder 2002 {1-2-1) -0.88 604 21 1587 813 21 19.9% -0.03[-0.64, 0.57] —
Sarkarno 2016 {group) -0z 48 23 -08 328 11 144% 0.13[-0.59, 0.85] ——
Subtotal (95% Cl) 84 52 59.3% 0.09 [-0.26, 0.44] L 2
Heterogeneity: Chir=0.24, df=2 (P=089); F=0%
Test for overall effiect Z=0.49 (P =062)
1.18.3 Receptive music therapy
Raglio 2015 {1-2-1}) -1.3 96 40 -23 9.4 20 25.3% 0.10[-0.43 0.64] -
Sarkamo 2016 (group 165 44 28 -08 38 12 154% 086 [-0.13,1.25] T
Subtotal (95% Cl) 68 32 40.7% 0.28 [-0.15, 0.70] -«
Heterogeneity: Chi®=1.04, df=1{FP=031);F=4%
Test for overall effect £=1.27 (F=0.20)
Total {(95% Cly 152 84 100.0% 0.16 [-0.11, 0.43] ’

Heterogeneity: Chi®=1.72, df=4 (P=079); F=0%
Test for overall effect Z=119 (FP=0.23)
Test for subaroun differences: Chi*=0.44, df=1 (P = 0.51), F= 0%

Carer burden

:
-1

1
-2

0 2 4

Favours standard care  Favours music therapy

Music therapy Standard care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% C1
1.21.2 Active music therapy
Sakamoto 2013 (1-2-1) -0 07 13 0z 08 6 174% -1.31 [2.38,-0.23] —_—
Sarkamo 2016 {group) -1 B9 23 ng r4a 11 295% -0.32 [1.04, 0.40] —
Subtotal {95% Cl) 36 17 46.9% -0.73[-1.68, 0.22] -*-
Heterogeneity: Tau®= 0.26; Chi®*= 221, df=1 (P=0.14); F=95%
Testfor overall effect Z=1.51 {P=0.13)
1.21.3 Receptive music therapy
Sakamoto 2013 (1-2-1) -01 05 13 0z 08 721.3% -0.47 [-1.40,0.47] —
Sarkamo 2016 {@roup) 14 BB 28 0g ra 12 31.8% 0.08 [-0.589, 0.76] —
Subtotal (95% CI) 1 19 53.1% -0.11[-0.65, 0.44] -
Heterogeneity: Tau®=0.00; Chi®= 0.88, df=1 (P=035); F=0%
Testfor overall effect Z=0.38{F=0.71)
Total (95% Cl 77 36 100.0% -0.40[-0.91, 0.12] P
Heterogeneity: Tau? = 0.10; Chi*= 4,63, df= 3 (P = 0.20%; F = 36% 54 52 5 é i

Testfor overall effect Z=1.50(F=0.13)
Testfor subaroun differences: Chi®=1.26, df=1 (P = 0.26), F= 20.4%

© NICE 2018. All rights reserved. See
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Music therapy versus standard care in people with dementia (follow-up)

Music therapy Standard care Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight I, Fized, 95% Cl IV, Fixed, 95% CI
1.2.1 Active music therapy
Chu 2014 {group) 1.44 639 49 -0.26 4.6 51 GB7.9% 1.70[0.49 3.89] -——
Sarkamo 2016 {group) -1.8 BT 23 -29 BT 11 14.0% 1.10[F3.71,591]
Subtotal (95% CI) 72 62 81.5% 1.60[-0.40, 3.59] <l
Heterogeneity: Chi=0.05, df=1 (P =0.82); F=0%
Testfor overall effect Z=1.57 (P=012)
1.2.2 Receptive music therapy
Sarkamo 2016 {group)  -1.68 4.8 8 -29 67 12 18.59% 1.25[2.94 544]
Subtotal (95% CIy 28 12 18.5% 1.25[-2.94, 5.44] ————
Heterogeneity: Mot applicable
Test for overall effect Z=0.59 (P = 0.56)
Total (95% Cly 100 74 100.0% 1.53[-0.27, 3.33] et
Heterogeneity: Chif= 0.07, df=2 (P=0.87); F= 0% i_1 0 15 p % 1D=
Test for averall effeclt Z=1867 (P:, 010 Favours standard care  Favours music therapy
Test for subaroup diferences: Chi*=0.02, df=1 (P=0.88), F=0%

Music therapy Standard care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fized, 95% CI
1.5.2 Active music therapy
Raglio 2015 (1-2-1) 107 11.9 40 -98 149 20 55.8% -0.80[8.30,6.70]
Subtotal {95% CI) 40 20 558% -0.80[-8.30,6.70]
Heterogeneity: Mot applicable
Testfor overall effect £=0.21 (P=0.83)
1.5.3 Receptive music therapy
Raglio 2015 (1-2-1) -46 17.2 40 -98 149 20 442% A30[3.13,13.73) o
Subtotal (95% CI) 40 20 44.2% 5.30[-3.13,13.73] —— R —
Heterageneity: Mot applicahle
Testfor overall effect Z=1.23 (F=0.22)
Total {95% Cl) 80 40 100.0% 1.90[-3.71,7.50] -?—
Heterogeneity: Chi®=1.12, df=1 (F=0249); F=11% o 0 b h 0

Test for overall effect 2= 0.66 (F=0.51)

Testfor subaroup diferences: Chi*=1.12, df=1{P =02, F=10.9%

Depression

Music therapy Standard care

Study or Subgroup Mean SD Total Mean

Std. Mean Difference

SD Total Weight IV, Random, 95% CI

Favours music therapy  Favours standard care

Std. Mean Difference
I, Random, 95% C1

1.10.1 Active music therapy

Chu 2014 {group) RA LR 49 -437 49 51 68.2%
Subtotal (95% CI) 49 51 58.2%
Heterogeneity: Mot applicable

Testfor owerall effect £= 098 (P =0.33)

1.10.2 Receptive music therapy

Guetin 2008 (1-2-13 -4 46 13 1.3 349 11 41.8%
Subtotal (95% CI) 13 11 41.8%
Heterogeneity: Mot applicable

Testfor overall effect: £= 2.64 (P = 0.008)

Total {95% CI) 62 62 100.0%

Heterogeneity: Tau®= 0.37; Chi®*= 4.06, df=1 {(P=0.04); F=75%
Testfor overall effect Z=1.25 (P =0.21)

Test for subaroup differences: Chi*= 4.06, df=1 (P=0.04), F=75.4%

-0.20 [F0.59, 0.20]
-0.20[-0.59, 0.20]

-119[2.07,-0.31]
-1.19 [-2.07, -0.31]

-0.61[-1.57, 0.35]

© NICE 2018. All rights reserved. See Notice of rights

_._
i
—~

, y ,
-2 i 2 4
Favaurs music therapy  Favours standard care

4


https://www.nice.org.uk/terms-and-conditions

Cohen-Mansfield Agitation Inventory

Music therapy Standard care Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight [V, Rand 95% CI I, Rand 95% Cl
1.15.1 Active music therapy
Lin 2011 {group) -7.43 989 49 -003 97 51 B31%  -T.40[11.26,-3.54] ——
Subtotal (95% CI) 49 51 63.1% -7.40[-11.26,-3.54] ~l——
Heterogeneity: Mot applicable
Test for overall effect: 7= 376 (P=0.0002)
1.15.2 Receptive music therapy
Remington 2002 (individualised) -13.76 787 17 -129 109 17 368% -1247[1886,-608 — @ ——
Subtotal (95% CI) 17 17 36.9% -12.47 [-18.86, -6.08)] ——e—
Heterogeneity: Mot applicable
Test for overall effect 2= 3.82 (P =0.0001)
Total (95% Cl) 66 68 100.0% -9.27[-14.06, -4.48] —li—
Heterogeneity: Tau® = 8.60; Chi®=1.77, df=1 (P=018), F= 44% 5_20 -1=D 0 1=g ggi
Testfor overall eﬁec.t' =378 (P:_ 0.0002) Favours music therapy  Favours standard care
Testfor subgroup differences: Chi*=1.77, df=1 {P=018), F= 43.5%
Quality of life

Music therapy Standard care Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI1 I, Fixed, 95% Cl
1.19.2 Active music therapy
Raglio 2014 {1-2-1) -04 B8 0 -2 491 0 31T% 0.28 [-0.25,0.87] =
Sarkarno 2016 {group) 11 48 23 149 43 11 17.8% 017 [-0.55, 0.89] —
Subtotal (95% Cl 63 31 49.5% 0.24 [-0.19, 0.67] ‘
Heterogeneity: Chi®=0.06, df=1 (P =0.80); F=0%
Test for overall effect Z=110(FP=0.27)
1.19.3 Receptive music therapy
Raglio 2015 {(1-2-1) -0.3 88 40 -26 491 20 #HMT7% 0.25[-0.29,0.79] T
Sarkarno 2016 {group) 17 45 28 19 43 12 18.8% 0.73[0.09, 1.49] —_——
Subtotal (95% Cl) 68 32 50.5% 0.45[0.03, 0.88] S
Heterogeneity: Chif=1.44, df=1 (F=023) F=31%
Test for overall effiect 2= 2.08 (F=0.04)
Total (95% Cly 131 63 100.0% 0.35 [0.05, 0.65] L 2
Heterogeneity: Chi=1.87, df= 3 (P = 0.58); F= 0% 54 _52 D é j‘

Test for overall effect £=2.26 (F=0.02)
Test for subgroup differences: Chif= 047, df=1 (P =0.49), F=0%

Carer burden

Favours standard care  Fawaurs music therapy

Music therapy Standard care Stil. Mean Difference Sti. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI1
1.22.2 Active music therapy
Sakamoto 2013 (1-2-1) -0.3 07 13 08 08 6 19.7% -1.67 [-2.649,-0.45] e —
Satkarno 2016 {@roup) -35 T8 23 1 84 11 283% -0.56[-1.30,0.17] —
Subtotal (95% CI) 36 17 48.0% -0.97 [-1.94, -0.01] i
Heterogeneity: Tau®= 0.27; Chi®= 217, df=1(P=0.14); F=54%
Testfor overall effect £=1.97 (P =0.05)
1.22.3 Receptive music therapy
Sakamaoto 2013 {1-2-1) 0z 048 13 0s 08 ToO223% -1.09 [-2.08,-0.05] I —
Sarkamao 2016 {@roup) 14 64 28 1 84 12 29.8% 0.07 061, 0.79] —
Subtotal (95% CI) 4 19 52.0% -0.45 [-1.58, 0.68] —~i—
Heterogeneity: Tau®= 0.48; Chi®= 3.56, df=1 (P=0086); F=72%
Testfor overall effect Z=0.78 (F=0.43)
Total {95% Cly 77 36 100.0% -0.69 [-1.37, -0.01] *
Heterogeneity: Tau® = 0.28; Chi®= 7.64, df= 3 (P = 0.06); F = 0% 14 12 5 é j‘

Testfor overall effect Z2=1.98 (P =0.05)
Testfor subaroup differences: Chi*= 048, df=1 (P =049}, F=0%
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Music therapy versus active control (post-intervention)

Cognition
Music therapy Other activities Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI1 I, Fixed, 95% CI1
2.2.1 Active music therapy
Marme 2014 {group) (1) -8 1441 18 -6 1949 19 601% 0.05[-0.59,0.70]
w.ol. Winckel 2004 (1-2-1) () 266 48 15 0.z 47 11 39.9% 0.50[-0.29,1.29]
Subtotal (95% CI) 33 30 100.0% 0.23[-0.27,0.73]
Hetarogeneity: Chi*= 075, df=1 (P=0.349); F= 0%
Test for overall effect 2= 090 {F = 0.37)
Total {(95% Cl) 33 30 100.0% 0.23[-0.27,0.73]

Heterogeneity: Chi*=0.75, df=1 (P =034}, F=0%
Test for overall effect 2= 090 {F = 0.37)

Test for subgroup differences: Mot applicable
Footnotes

(13 Active contral - coaking

(2 Active contral - conversation

Cohen-Mansfield Agitation Inventory

-4 2 0 2 4
Favours active control  Favours music therapy

Heterogeneity: Chi*=2.08, df= 3 (P=056); F=0%

Music therapy Active control Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
2.7.1 Active music therapy
Marrne 2014 {grouph (13 -39 164 18 -98 56 19 308% 590[-2.08 13.88] T
Thornley 20148 (1-2-1) (2 1648 287 10 148 341 6 1.9% 1.70[F3087, 34.27]
Subtotal (95% C1) 28 25 327% 5.66[-2.09,13.42] e
Heterageneity: Chi*=0.06, df=1 {P =081 F=0%
Testfor averall effect: Z=1.43 (F=0.15)
2.7.2 Receptive music therapy
Rernington 2002 (1-2-13 (3 -10.76 9.78 9 -1494 708 17 377%  4.18[-3.04,11.40] -
Remington 2002 {1-2-13 {4y -10.76 9.78 8 -871 455 17 296% -2.08[10.21,611] —
Subtotal {95% CI) 17 34 67.3%  1.44[-3.96, 6.85] -
Heterogeneity, Chi®=1.26, df=1{P=028), F=20%
Testfor overall effect Z=0.52 (P = 0.60)
Total (95% CI) 45 59 100.0% 2.82 [-1.61, 7.26] ?

1]

Testfor overall effect Z=1.26{F=0.21)

Testfor subgroup differences; Chif= 077, df=1 (P=038), F=0%
Footnotes

(173 Active contral - cooking

(2 Active control - engagement therapy

(3 Active control - hand massage and calming music

(43 Active control - hand massage

| ,
-50 -25 25
Favours music therapy  Favours active control

Music therapy versus active control (follow-up)

Cohen-Mansfield Agitation Inventory

a0

Music therapy Active control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
2.7.1 Active music therapy
Marme 2014 {group) (1) -1.2 154 18 -7ETH 18 31.9% 6.40[1.459 14.29] =
Subtotal (95% CI) 18 19 31.9% 6.40[-1.49, 14.29] e ——
Heterogeneity: Mot applicahle
Testfor averall effect Z=1.59 (F=011)
2.7.2 Receptive music therapy
Rernington 2002 (1-2-1) (2} -10.76 9.78 9 -14.84 7.08 17 38.2% 4.18[3.04,11.40] -
Remington 2002 (1-2-13 {3 1076 9.78 8 -871 9.5 17 298% -2.05 [F10.21,6.11] o
Subtotal (95% CI) 17 34 681%  1.44[-3.96, 6.85] —*—
Heterageneity: Chi®*=1.26, df=1 (P = 0.26); F= 20%
Test for overall effect: 2= 052 {F = 0.60)
Total (95% CI) 35 53 100.0% 3.03[-1.437.49] e
Heterogeneity, Chi®= 229, df= 2 (P=032); F=13% -1'D -'5 b é 1'D

Testfor averall effect Z=1.33 (P=0.18)

Testfor subgroup differences: Chi=1.03,df=1{F=031), F=31%

Footnotes

(13 Active control - cooking

(23 Active control - hand massage and calming music
{2y Active control - hand massage

Favours music therapy  Favours active control

© NICE 2018. All rights reserved. See Notice of rights
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H.9.1.11 Aromatherapy

CMAI (post-intervention)

Aromatherapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% Cl
Ballard 2002 -231 104 3 73 176 36 501% -1580[22.50-9.10] ——
Yang 2016 -6.3 1362 27 -3.41 1248 29 49.59% -2.89 [-9.68, 3.50] ——
Total {95% CI) 62 65 100.0% -9.36[-22.01, 3.30] ——
Heterogeneity: Tau®= 71.49; Chi®=7.04, df= 1 (P = 0.008); F= 86% f

20 -10 0 10 20

Testior overall effect: Z=1.45 (F =10.19) Favours aromatherapy Favours control

Agitation (post-intervention)

Aromatherapy Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI1
Ballard 2002 -231 104 M| T3 ITE 36 335% -1.08 [-1.58,-0.58] . E—
Burns 2011 -0y 24 32 -0F 24 M O33T% 0.00[-0.45, 0.449]
Yang 2016 -6.3 154 27 -341 128 29 318% -0.20[-0.73,0.37] — T
Total {95% Cl) 94 96 100.0% -0.43[-1.08, 0.23] —-*-—
Heterogeneity, Tau®= 0.27; Chi*=10.09, df= 2 (F = 0.006); F= 80% 5_2 51 ) 15
Testfor overall effect: Z=1.28 (F=0.20)

Favours aromatherapy  Favours control

H.9.1.12 Light therapy

MMSE (post-intervention)

Light therapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% CI
Burns 2004 -0.3 T 22 01 fi 24 BBTY%  -0.20[-3.88 358
Graf 2001 29 44 q n3 73 9 3% 260 [3.00, 8.20] =
Total (95% Cl) Kl | 33 100.0% 0.68 [-2.46, 3.81]
Heterogeneity: Tau®= 0.00; Chi*= 0.66, df=1 (P =0.42%; F= 0% :—10 55 1 é
Testfor overall effect Z=0.42 (P = 0.67)

Favours light therpay  Favours control

CSDD (post-intervention)

Light therapy Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% C1 I, Random, 95% CI
Burns 2008 48 43 21 48 34 25 498%  -040[2.37, 247
Onegs 2016 -743 376 o -08 47 30 50.2%  -6.93 [8.69,-4.37] ——
Total {(95% Cl) a1 55 100.0%  -3.33[-9.63, 2.08]
Heterogeneity: Tau=193.40; ChiF=16.19, df=1 {F = 0.0001); F=94% =-1D ES b :lj
Testfor overall effect £=1.03 (F=0.30)

Favours lighttherapy Favours control

CMAI (post-intervention)

Light therapy Control Mean Difference Mean Difference
Stuiy or Subgroup Mean SD Total Mean 5D Total Weight I, Random, 95% Cl I, Random, 95% CI
Burns 2004 -102 228 22 -6EB 158 26 48.0% -3.60[14.86, 7.66] ——
Onega 2016 <1283 1378 30 756 2165 30 52.0% -0.39[3957,-1121] —— @ ——
Total (95% Cly 52 56 100.0% -12.32[-28.76, 4.12] —-*'-—
Heterogeneity, Tau®=113.48; Chif= 813, df=1 (P =0.02); F= 81% } t 1 }
Test for overall effect Z=1.47 (P=0.14) 20 10 D 10 20

Favours light therapy  Favours cantral
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H.9.1.13 Non-invasive brain stimulation
Non-invasive brain stimulation people with Alzheimer’s disease (post-intervention)

Cognition (MMSE) — higher values favour intervention

Brain stimulation Sham stimulation Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean 5D  Total Weight I, Fized, 95% Cl IV, Fixed, 95% CI1
1.1.1 Mild and’or moderate dementia
Ahrned 2012 {FTME) 3 3.2 10 0.z 28 11 29.4%  2.80[0.29 5.31] I —
Cotelli 2011 {DCS) -0.2 74 5 0 47 5 31% -0.20[7.88 7.48)
Cotelli 2014 (fTMS) 05 24 12 04 348 12 321% -0.40[2.80, 2.00] . —
Lee 2016 {rThS) 165 444 18 1.75 449 8 11.8% -015[412 3.87]
Subtotal (95% Cl) 45 36 76.4% 0.88 [-0.68, 2.43] -

Heterogeneity: Chi®= 3.68, df=3 (P =030}, F=18%
Testfor overall effect Z=1.11 (P=0.27)

1.1.2 Severe dementia
Ahrned 2012 {FTME) 0.8 14 g 0.3 23 4 236% 0.480[2.30 3.300 e
Subtotal (95% Cl) 5 4 23.6% 0.50[-2.30,3.30] —eni—
Heterogeneity: Mot applicable

Testfor averall effect Z=035 (P =072

Total {95% CI) 50 40 100.0% 0.79[-D.57, 2.15] ?

Heterageneity: Chi*=3.73, df=4 (P=0.44), F=0% t t 1 ) {

Tast fi Ileffect: Z=1.14 (P =026 10 3 b s 10
estfor overall effect 2=1.14 (P = 0.26) Favours sham stimulation  Favours brain stimulation

Testfor subaroup differences: Chi*=0.05, df=1 (P=082), F=0%

tDCS: transcranial direct current stimulation; rTMS: transcranial magnetic stimulation

Cognition (MMSE or ADAS-cog) — higher values favour intervention

Brain stimulation Sham stimulation Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean Sh  Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.3.1 Mild andior moderate dementia
Ahmed 2012 {rTM3) 3 3 10 0.z 27 11 19.1% 0.94 [0.03, 1.86] e —
Caotelli 2011 (DCE) -0.2 6.8 ] a 45 5 10.4% -0.03[1.27,1.21] I E—
Cotelli 2014 {rTME) 0.5 24 12 04 31 12 24.8% -0.14 [-0.94, 0.66] e
Lee 2016 (r'TMS) 1.6 3.9 18 1.75 4.2 8 23.0% -0.04 [F0.587, 0.80] —
Rabey 2013 {rTMS) 376 34 7047 33 8 136% 0.91 017, 2.00] T
Subtotal {95% Cly 52 44 90.9% 0.28 [-0.13, 0.70] -

Heterogeneity: Chi*= 519 df=4 (P=0.27), F=23%
Testfor overall effect Z=133 (P=0.18)

1.3.2 Severe dementia

Ahmed 2012 (FTME) 0.8 1.8 g 0.3 21 4 9.1% 0.23[-1.08,1.55] e —

Subtotal (95% Cly ] 4 9.1% 0.23 [-1.09, 1.55] —ea——

Heterogeneity: Mot applicable

Testfor overall effect Z=034 (P=0.73)

Total (95% Cl) LTS 48 100.0% 0.28 [-0.12, 0.68] P

Heterogeneity: Chi*=5.20, df= 5 (P = 0.39); F= 4% 1 t 1 t t

Testfi Il effact Z=1.37 (P= 017 4 -2 v z 4
estioroverall efiect: 2= (P=017) Favours sharn stimulation  Favours Brain stirmulation

Testfor subaroup differences: Chi*=0.01, df=1 (P = 0.94), F= 0%

tDCS: transcranial direct current stimulation; rTMS: transcranial magnetic stimulation

Activities of daily living (Instrumental Activities of Daily Living — IADL) — higher values
favour intervention

Brain stimulation Sham stimulation Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.5.1 Mild and/or moderate dementia
Cotelli 2011 {DCE) 0 1.9 ] 0 23 4 26.6% 0.00[2.80, 2.80]
Cotelli 2014 {rTMS) 0 1.9 12 0 23 12 734% 0.00[-1.69, 1.69]
Subtotal (95% CIy 17 16 100.0% 0.00 [-1.45, 1.45]

Heterageneity: Chi*= 0.00, df=1 {F=1.00), F= 0%
Testfor overall effect: Z=0.00{P =1.00)

-10 -5 0 5 10
Favours sham stimulation  Favours brain stimulation

Testfar subdroup differences: Mot applicable

tDCS: transcranial direct current stimulation; rTMS: transcranial magnetic stimulation

© NICE 2018. All rights reserved. See
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Depression (using Geriatric Depression Scale — GDS) — lower values favour

intervention
Brain stimulation Sham stimulation Mean Difference Mean Difference
Study or Subgroup Mean 5D Total Mean SD  Total Weight IV, Fized, 95% Cl IV, Fixed, 95% C|
1.7.1 Mild and/or moderate dementia
Ahmed 2012 (rTMS) -1.7 14 10 0.z 23 11 41.9% -1.90 [-3.70,-0.10] ——
Lee 2016 (FTMS) 2B 19 18 228 23 8 409% -0.36[2.18 1.46] ——
Subtotal (95% CI) 28 19 82.8% -1.14[-242,0.14] e
Heterogeneity: Chi®=1.39, df= 1 (P=0.24); F=28%
Test for overall effect Z=1.75 {F = 0.08)
1.7.2 Severe dementia
Ahrmed 2012 (fTMS) A1 19 5 03 23 4 17.2% -0.80[3.60,2.00] —_—
Subtotal {95% CI) 5 4 17.2% -0.80[-3.60,2.00] ——ei——
Heterogeneity: Mot applicahle
Test for overall effect Z= 056 (F = 0.58)
Total {(95% Cl) 33 23 100.0% -1.08[-2.24, 0.08] -
Heterogeneity: Chit=1.44, df= 2 (P=044); F= 0% l ; t {
Tast fi Il effiect: 2= 1.82 (P = 0.07 10 -5 b 5 0
estioroverall @ ec.. =1.82 T ) Favours brain stimulation  Favours sham stimulation
Test for subaroup differences: Chi*=0.05, df=1 (P=0831, F=0%
tDCS: transcranial direct current stimulation; rTMS: transcranial magnetic stimulation
Non-invasive brain stimulation in people with Alzheimer’s disease (follow-up)
Cognition (using Mini Mental State Examinations — MMSE) — higher values favour
intervention
Brain stimulation Sham stimulation Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% CI IV, Rand 05% Cl
1.2.1 Mild and’or moderate dementia
Ahmed 2012 (rTWMS) 4.2 14 10 -1 3.2 11 26.8% 5.20[3.09, 7.31] —
Cotelli 2014 {FTME) -0.5 348 12 0.z 25 12 25.6% -070[-3.13,1.73] — T
Lee 2016 {(rTMS) 2 457 18 3 4486 8 203% -1.00 [-4.80, 2.80] — 1
Subtotal (95% Cly 40 3 72.6% 1.30[-3.07, 5.68] ———
Heterogeneity: Tau®=12.88, Chi®=15.95 df=2 (P=0.0003);, F=87%
Test for averall effect Z= 058 (P = 0.56)
1.2.2 Severe dementia
Ahmed 2012 (rTWMS) 0.8 14 g 0 1 4 2T 4% 0.80[1.13, 273 e
Subtotal (95% Cly ] 4 274% 0.801[-1.13, 2.73] e
Heterogeneity: Mot applicable
Test for averall effect Z=0.81 (P=0.42)
Total (95% Cly 45 35 100.0% 1.23 [-1.68, 4.14] ’
Heterogeneity: Tau®=7.08; Chi*=17.10, df= 3 (P = 0.0007), F=82% } 1 T 1 t
Tastf Il effect: Z=0.83 (P =0.41 10 S b 5 10
estior overall e ec.. =083¢ e } Favours sham stimulation  Favours hrain stimulation
Testfor subgroup differences: Chi*=0.04, df=1 (P = 0.84), F=0%
tDCS: transcranial direct current stimulation; rTMS: transcranial magnetic stimulation
Depression (using Geriatric Depression Scale — GDS) — lower values favour
intervention
Brain stimulation Sham stimulation Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Fized, 95% Cl IV, Fixed, 95% Cl
1.8.1 Mild and/or moderate dementia
Ahmed 2012 (TME) -3.3 14 10 -0 4.3 11 61.4% -3.20[-5.91,-0.49] —u—
Lee 2016 (fTMS) -3 644 18 -363 6597 8 140% 0B3[5.04 630
Subtotal (95% CI) 28 19 75.3% -2.49[-4.93,-0.05] —tl——
Heterogeneity: Chi®=1.43, df=1 (P = 0.23); F=30%
Testfor overall effect: 2= 2.00 (F = 0.05)
1.8.2 Severe dementia
Ahrmed 2012 (TMS) -1.8 29 5 -4 35 4 247% -080[5.07, 3.47] b
Subtotal (95% Cl) 5 4 247% -0.80[5.07,347] e —
Heterogeneity: Mot applicable
Testfor overall effect Z=037 (P=0.71)
Total {95% Cly 33 23 100.0% -2.07 [-4.19,0.05] i
Heterogeneity: Chi*=1.88, df= 2 (P = 0.39); F= 0% 5_1 p 55 p é 1D=

Testfor overall effect Z=1.92 (P = 0.06)
Testfar subaroup differences: Chi*= 045, df=1 (P = 0.50), F=0%

tDCS: transcranial direct current stimulation; rTMS: transcranial magnetic stimulation

© NICE 2018. All rights reserved. See

Favours brain stimulation  Favours sham stimulation


https://www.nice.org.uk/terms-and-conditions

H.9.1.14 Acupuncture

MMSE (post-intervention)

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

Mean Difference
I, Randor, 95% C1

Liu 2016 823 1.07 a4 4 1.04 24 55.9% 4.23[3.91, 4.55] | ]

Wang 2014 34 5 37 45 B3 28 441%  -1A0[4.71, 2.51] —_— .

Total {95% Cl) 111 112 100.0%  1.88[-3.31,7.07] —-P-—
Heterogeneity: Tau®=12.50; Chi= 8.32, df= 1 (P = 0.004); IF= 8% 5_1 0 55 D % 0

Testfor overall effect: Z=0.71 (F = 0.48)

© NICE 2018. All rights reserved. See Notice of rights
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H.9.2 Pre, peri and post-diagnostic counselling and support for people living with
dementia and their families

¢ How effective are pre, peri & post-diagnostic counselling and support on outcomes for
people living with dementia and their families?

H.9.2.1

Psychosocial interventions

Outcomes in person living with dementia

Quality of life (QoL-VAS)

Paychosocial Controd Mean Difference Mean Difference
Study or Subgroup  Mean 50 Total Mean 50 Total Weight IV, Fixed, 35% Cl IV, Fixed, 95% C1
1.7.2 Follow.up at 12 months-adjusied
Waldont 2012 -3BB 200681 128 -6B3 197811 143 1000%  295F1.80,7.70) —t
Sulbstotal (95% CI) 128 143 100.0%  2.95 [-1.80, 7.70]
Hewrngenem M apﬂl:: able
Tes! for ovierall @fect =122 (F=0.12)
1.7.3 Follow.-up at 36 months
Kiphigto 2016 =241 29,2609 B4 QDTT IGAIM A5 3BTEH -BIBF11ET, 53] B
Phung 2013 A2.44 ITA543 163 1077 289304 167  GE3I%  -167 FT.7I, 4.38) ——
Suibstotal (95% CI) 247 MY 100.0% 218 [7.11, 2.75) i
Haterogingity Chf= 0008, df=1 P =078 P=0%
Test for everall @fect Z= 087 (P=0.39%

-0 -0 ] 10 10

Source/Note:

Favours Contral  Favours Psychosodial

Standard deviations for individual studies were calculated from confidence intervals reported in

papers. Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.

Quality of life (QoL-AD)

Psychosocial Control Mean Difference Mean Difference
Study of Subgroup  Mean 50 Total Mean 50 Total Weight IV, Fixed, 95% C1 IV, Fixed, 95% Cl
1.6.2 Followr.up at 12 months-adjusted
Waldoat 2012 047 50712 130 281 S5EBBE 144 1000% 214 (084, 344 1
Subdotal (95% CI) 130 144 100.0%  2.14 [0.84, 3.44]
Heterogengity Nol applicable
Teesd for overall effect Z= 3.23 (P = 0.001)
1.6.3 Followr.up at 36 months
Kapista 2016 036 T8I/ B4 17T 99633 157 I.I% -1.58[3.89,073 —_—
Phung 2013 -283 66593 163 -264 TTIIS 16T GEE% -DA9[F1.74 138 z—
Subtotal (95% CI) 247 M9 100.0% 0062 [-1.91, 0LET)

Helerogeneity Chi*= 0.96, ¢f=1 (P= 033, "= 0%

Test for overall effect Z= 0055 (P = 0.34)

Source/Note:

'.1u

-5 i 5 10
Favours Conbrgl  Favours Feychosooal

Standard deviations for individual studies were calculated from confidence intervals reported in

papers. Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.
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Cognitive impairment (MMSE)

Psychosocial Control Mean Difference Mean Difference
Study o Subgroup  Mean 50 Todal Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.3.2 Followr.up at 12 months-adjusted
Waldon® 2012 155 36882 130 18 4536 139 1000% 0.25[073,1.23)
Subdotal (95% CI) 130 139 100.0% 0.25[-0.73,1.23]

Heterogeneity Not applicable
Teest for overall effect Z= 0.50 (F = 06

1.3.3 Follow.up at 36 months

Kapista 2016 <709 62X8 B84 634 TOBT1 152 523% -075[259 1.09) -
Phung 2013 -6AT B5342 163 686 G2044 167  4TT% -0.01 [1.93,1.91) T
Subtotal (95% CI) T M9 100.0% J0.40 [1.73, 0083

Helarogeneity Chi*= 030, df= 1 (P= 0.59); F= 0%
Test for ovarall effect Z = 0058 (P = 0.56)

-0 i 5 10

Fawours Confrol  Fawvours Psychosodal
Source/Note: Standard deviations for individual studies were calculated from confidence intervals reported in

papers. Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.

Activities of daily living (ADSC-ADL)

Psychosocial Control Mean Difference Mean Difference
Study or Subgroup  Mean 50 Total Mean 50 Total Weight IV, Fixed, 85% CI IV, Fixed, 95% Cl
1.4.2 Follow-up at 12 months-adjusied
Waldos 2012 639 1217 130 463 137923 143 1000%  -1.76F4.85,1.33) t
Subtotal (5% CI) 130 143 10000% 176 [-4.85, 1.33)

Heterogengity Mol apphicable
Tist for ovirall @fect Z=1.12 (P=0.2E)

1.4.3 Follow - up at 36 months

Kohiglo 20186 =25.2% 200BF B4 192 25521F 152 4T3% -BOSPI19T-DA3) —
Fhung 2013 =269 258612 163 207 269814 167 S27% -520F10.8Z, 042 — &
Subtotal (95% CI) 247 M8 100.0% -5.60 [-5.68, -1.53) i

Heterogengity, ChP= 0004, di=1 P= 0845 P=0%
Test for overall @fgct Z= 2.69 (P = 0.007)

T -1 ] 10 20
Fawours Conbral  Favours Psychosodal

Source/Note: Standard deviations for individual studies were calculated from confidence intervals reported in
papers. Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.

Behavioural disturbances (NPI or NPI-Q)

Paychosocial Control Mean Difference Mean Difference
Study of Subgroup  Mean 5D Total Mean S0 Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
1.5.2 Follow-up at 12 months-adjusted
Waldorm 2012 085 3803F 129 043 42345 143 1000% 042053 1.39]
Subtotal (5% CI) 129 143 10000 042 [.0.55, 1.39]

Heteroganaity. Mol applicable
Test for overall effect = 085 (P = 0.35)

1.5.3 Follow.up at 36 months

Habisto 2016 1025 180311 84 702 240881 152 5% 323[2.36 8837
Phung 2013 148 S5481 163 1.3 B08TY 167 94.9% 018[1.92 1.49]
Subtotal (95% CI) 247 9 100.0% 034 [-0.93, 1.60]

Heterogenaity, Chit= 1,09, df=1 (P = 0,30); F= 8%
Tarst for gvirall effect Z= 052 (F = D60}
-0 5 [ 5 10
Fawvours FE]’IH‘II}S oal Favours Contral

Source/Note: Standard deviations for individual studies were calculated from confidence intervals reported in
papers. Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.
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Depressive symptoms (CDS)

Paychosocial Control Mean Dillerence Mean Difference
Study or Subgroup  Mean 5D _Total Mean S0 Total Whight IV, Fixed, 95% CI IV, Fiotied, 95% CI
1.8.2 Followr.up at 12 months.-adjusted
Waldion® 2012 02 48407 130 138 53454 141 1000% -1.58 F2.79,-0037) i
Subtotal (95% CI) 130 141 10000% -1.58 [-2.79, 0.37]
Heterogeneity. Mot applicable
Teest for overall efect 2= 255 (F = 0.01)
1.8.3 Follow-up al 36 months
Fhung 2013 D59 69178 163 064 55635 167 1000% -0.05F1.41,1.3)
Subltotal (95% CI) 163 167 100.0% -0.05 [-1.41,1.31)

Heterogeneity: Mot applicable
Tesl for overall effect Z= 007 (P = 0.94)

Source/Note:

-4 -2 0 2 4
Favours Psychosocal Favours Control

Standard deviations for individual studies were calculated from confidence intervals reported in

papers. Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.

Nursing home placement

Psychosocial Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Komisto 2016 18 84 24 152 265%  1.36[0.78 2.39)
Phung 2013 43 163 48 16T T3I5% 092 |0.65,1.30)
Total (95% CI) 247 M9 100.0%  1.03[0.77,1.39]
Total events B1 72
Heterogeneity Chi*= 1.38, df= 1 (P = 0.24); F= 28% f : | i : i
Fostior seeral of :-z—d:z{P—ina?} " A L 5o
esiior overall eflech o= L. T Favours intervention Favours confrol
Mortality
Psychosocial Control Risk Ratio Risk Ratio
Study of Subgroup  Events  Total Events Total Weight M-H, Random, 85% CI M-H, Random, 85% CI
1.8.1 Follow-up at 12 months
Waldort 2012 10 163 3 167 1000% 342 [0.96.1219] t
Subitotal (95% Ci) 163 167  100.0% 342 [0.96, 12.19]
Total events 10 3
Heterageneity: Mat applicable
Testfor overall effect Z= 1 89 (F = 0.08)
1.9.2 Follow-up at 36 months
Kokvisto 2016 8 a4 18 152 419% 0,90 [0.43, 1.92]
Fhung 2013 36 163 i 167 581% 1.84[1.12, 3.04] ——
Substatal (95% CI) 247 39 100.0% 1.37 [0.69, 2.73]
Tolal events 45 K}
Heterogenaity Tau®= 015, Chit= 237, df= 1 (P= 012); F= 58%
Testfor overall effect Z = 0.89 (F = 0.37)
ooz 0 10 50

Source/Note:
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Favours Pasychosocial Favours Conlrol

Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.
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Outcomes in caregivers

Quality of life (QoL-VAS)

Psychosocial Control Mean Difference Mean Difference
Study of Subgnoup Lean S0 Total Mean S0 Tolal Weight IV, Random, 95% C1 IV, Ramdom, 95% Cl
222 Follow-up at 12 months-adjusted
Waldor® 2012 S0 ITTIIE 1T 02 152376 144 1000% 051 446, 3.44]
Subtotal (35% CI) 128 144  100.0% A0.51 [-4.46, 3.44]
Helerogenaity. Mat applicable
Tast for overall effect Z= 0025 (P = 0.80)
2.2.7 Follow-up a1 36 months
Kohisto 2016 -338 148 B4 004 I EIBE 152 415%  -34T 1063, 379 —_—
Phung 2013 014 215395 163 271 257BBE 167 S85% IRS 227,780 ———
Subtotal (35% CI) 47 e 100.0% 025581, 6.30] ——
Heterogeneily. Tau™= 9.48, Chi*= 183, df=1 (F=016); "= 4E%
Test for overall effect Z= 008 (F = 0.94)

-20 -10 i 10 0

Source/Note:

Favours Controd  Favours PSychosocial

Standard deviations for individual studies were calculated from confidence intervals reported in

papers. Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.

Depression (BDI or GDS)

Psychosocial Control Mean Difference Maan Difference
Study or Subgroup  Mean 50 Total Mean S0 Total Weight IV, Random, 95% C IV, Ramdom, 95% C
7.5.2 Follow-up at 12 monaths-adjusted
Waldarff 2012 096 S1457 128 036 46579 143 1000%  OTOF04T, 1.87]
Subtodal (95% CI1) 128 143 100.0%  0.70[047, 1.87]
Heterogeneity: Mol applicable
Tast for overall effact 2=1.17 (F= 0.24)
2.5.3 Follow-up at 36 months
Kohvisto 2016 053 88474 84 0BT 113567 152 355% 1. 25F387,1.37] =
Phung 7013 047 6TEBG 163 -033 6876 167 E4.5%  080F06T, 2.27] —1il—
Subtotal (95% CI) 247 39 100.0% 007 [-1.85, 1.99]
Heterogeneity: Tau®s 093, Chi*s 1,79, di=1 (P=0.18); M= 44%
Tast for ovarall effact Z = 0,07 (P = 0.54)

a0 -5 [ H 1n

Source/Note:

Favours Paychogsodal Favours Conbrol

Standard deviations for individual studies were calculated from confidence intervals reported in

papers. Waldorff 2012 and Phung 2013 are the 12-month and 36-month follow-up of the same RCT.
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H.9.2.2 Self-management intervention
Outcomes in people with dementia
Cognitive function

Sall-management Control Mean Difference Mean Difference
Study or Subgroup Mean 50 Total Mean 50 Total Weight IV, Fined, 95% Ci IV, Fimed, 95% C1

3.2.1 Cinical Dementia Rating

Lazkkonen 2016 (1} 113 18030 BT -1.66 18448 Br 10000% 053009, 1.15] 't
Subdatal (95% CI) &7 BT 100.0% 0.53 [-0009, 1.15]

Hataroganeity: Mot applicable
Test for overall effect 2= 168 (P = 0.08)

3.2.2 Verbal Fluency
Laakkonen 2016 -0.38 26648 6T <16 27058 BT 1000% 1. X200.31, 213 t
Subdotal {95% CI} &7 67 100.0% 122 [0.1,2.13]

Hutersgeneity: Mot applicabbe

Tieesd for ervitrall efMect 2= 263 (P = 0.004)

3.2.3 Clock Drawing Test
Laakkonen 2016 -0.41 1.4759 BF -065 14349 B 10000% 0.54 [0.05, 1.03] t
Subtotal (95% CI) &7 6T 100.0% 0.54 [0.05, 1.03)

Hataroganeity: Mot applicable
Test for overall effect = 205 (F = 0.03)

. - . -

-4 .2 ] 2 H
Favours Conbrol  Favours Self-management

Eocingles

(1) Results multiplied by -1 5.0 direction of eMect consisient with other cognitive oulcomes

Source/Note: Standard deviations for individual studies were calculated from confidence intervals reported in
papers.
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H.10 Managing non-cognitive symptoms

H.10.1.1

Interventions for treating iliness emergent non-cognitive symptoms in people living

with dementia

¢ What are the most effective pharmacological interventions for managing illness emergent
non-cognitive symptoms, such as psychosis, depression, behavioural changes in people

living with dementia?

¢ What are the most effective non-pharmacological interventions for managing illness
emergent non-cognitive symptoms, such as psychosis, depression, behavioural changes

in people living with dementia?

Sertraline vs placebo

Cornell scale for depression in dementia (12-13 weeks)

Sertraline Placebo Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Random, 95% CIl I, Random, 95% CI
Banerjee 2011 117 4691 78 0 4.691 45 41.0% 147 [[0.23, 2.87] T
Lyketos 2003 103 Tr 24 1449 55 20 26.3% -4.60[8.51,-0.649] e ———
Waintrauh 2010 0 8314 g4 12 83148 7 326%  -1.20[4.05 1.64] —
Total {(95% CI) 166 182 100.0%  -1.12 [-4.26, 2.01] -*—
Heterogeneity; Tau®= 5.72; Chif= 8.54, df= 2 (P = 0.01); F=77% I—‘ID 55 3 % 1|J=

Testfor overall effect: Z=0.70 (P = 0.48)

Cornell scale for depression in dementia (24-39 weeks)

Sertraline Placeho

Study or Subgroup  Mean SD Total Mean

Mean Difference

SD Total Weight IV, Fixed, 95% CI

Favours serraline Favours placebo

Mean Difference
IV, Fixed, 95% CI

Banerjes 2011 0.37 4.651 6a 0 4651 a2
Weintraub 2010 0 8348 67 06 8343 fi4
Total (95% CI) 135 146

Heterogeneity: Chi#= 0.35, df= 1 (P = 0.56); F= 0%

78.5% 0.37[1.13,1.87]
21.5% -0.50 [-3.46, 2.26]

100.0% 0.16 [-1.16, 1.49]

10 5 0 ]

e _ 10

Testfor overall effect 2= 0.24 (P =0.81) Favours sertraline  Fawaurs placeba
MMSE (12-13 weeks)
Sertraline Placebho Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean S0 Total Weight N, Fixed, 95% Cl IV, Fixed, 95% CI
Banerjea 2011 -0.22 4257 T8 0 4247 95 9249% -0.22[1.48 1.08]
Lyketos 2003 16.1 8.5 24 168 A 20 A% -070[5.31,3.81]
Total {95% CI) 102 115 100.0% -D.25[-1.48, 0.97]
Heterogeneity, Chi®= 0.04, df=1 (P =084}, F=0% Mo £ b : 0

Testfor overall effect Z=0.41 (P = 0.69)

Activities of daily living (12-13 weeks)

Favours placebo  Favours serfraline

Sertraline Placeho Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
Banerjes 2011 272 8.264 T8 0 8264 95  BO0.3% 0.33[0.03, 0.63] —i—
Lyketos 2003 14 17 24 181 1498 20 39.7% -0.25[-0.85,0.39] L
Total (95% Cl) 102 115 100.0% 0.10 [-D.46, D.65] *
Heterogeneity: Tau?=0.11; Chi*= 2.88, df=1 (P = 0.09); F= 65% 5_1 -DI.S p IJ? p

Testfor averall effect Z=035 (F=073)

© NICE 2018. All rights reserved. See
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NPI (12-13 weeks)

Sertraline Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Eanerjes 2011 272 15794 ] 0 15794 95 T88%  2T72[2.01,7.448] —
Lyketos 2003 14 17 24181 1449 200 201% -410[-13.43 5.33] - 71
Total {95% CI) 102 115 100.0% 1.35[-2.88, 5.58] "*-
Heterogeneity: Chif=1.61, df=1 (P =0.21); F= 38% } T f
Testfor averall effect Z= 0.63 (F=0.53 -0 10 0 1D 20
- . : Favours serraline  Favours placebo
Any adverse events
Sertraline Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Banetjea 2011 46 107 28 111 47.7% 1.65[1.12, 2.41] —i—
Lyketos 2003 ] il T 17 13.0% 1.04 [0.49, 2.21]
Yyeintraub 2010 39 B3 24 GG 39.3% 170117, 2.47] — &
Total (95% CIj 191 194 100.0% 1.59 [1.24, 2.05] -
Total events 94 &0
Heterogeneity: Chi®=1.38, df= 2 (P = 0.50); F= 0% ID 2 DIS é s
Test for overall effect: £=3.60 (F= 0.0003) ’ Favuurs.ser‘[raline Favours placebn
Serious adverse events
Sertraline Placeho Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
Banetjes 2011 12107 18 111 81.1% 0.83[0.41, 1.69] —
Weintraub 2010 17 63 g 66 48.9% 2.23[1.03, 4.749] i
Total {95% CI) 170 177 100.0% 1.34[0.51, 3.54] — e ——
Total events 28 23
Heterogeneity: Tau?= 0.34; Chif= 3.42, df= 1 (P = 0.08); F= 71% I f f 1
Testfi Il effect: Z= 0.60 (P = 0.55 0.2 05 ‘ 5
estior overall effect. 2= 0.60 (P = 0.53) Favours settraline  Favours placebo
Psychological treatment vs usual care
Depression
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fized, 95% Cl IV, Fized, 95% Cl
Burgener 2008 33 24 14 4.3 34 14 T.4% -0.31 1.0, 0.38)
Burns 2005 4.4 26 20 5.4 1 20 9.3% -0.03 [-0.69, 0.54] —
Spectar 2012 1038 5834 21 1B.72 ¥.283 18 2.0% -0.95[1.62, -0.28]
Stanley 2012 a2 286 11 78 5485 15 A.9% 0.0a[-0.70, 088
Tappen 2009 1513 454 15 1913 7.37 15 6.8% -0.46[-1.18,0.27] - 1
Waldorf 2012 505 481 130 &77 407 141 BZ7% -0.145[-0.39, 0.04] —
Total {95% Cly 216 223 1000%  -0.22 [-0.41,-0.03] -4
Heterogeneity, Chif= 633, df= 8 (P = 0,280 IF= 21% 51 —D: p p 0:5 15
Testifor overall efiect 2= 2.30 (P = 0.02) Favours treatrment  Favours usual care
Anxiety (RAID)
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Spector 2012 13.57 6.038 21 1789 ad9 18 T4.8% -4.32[-8.07,-0.57] ——
Stanley 2012 11.9 /92 11 172 989 16 263% -530[11.76,1.16] —
Total (95% CI) 32 33 1000% -4.57[-7.81,-1.32] .
Heterogeneity: Chi*=0.07, df=1 (P=0.80), F=0% T T b i -0

Testfor overall effect: £= 2.76 (P = 0.006)

© NICE 2018. All rights reserved. See Notice of rights
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Anxiety (self-ratings)

Test for overall effect Z=1.81 (P=0.07)

© NICE 2018. All rights reserved. See Notice of rights

Fawours wsual care  Favours freatment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Spector 2012 725 3338 21 BF8 3.843 18 BOA% 0.13 [-0.50,0.76]
Stanley 2012 39 3a7 11 4.2 52 15 386% -0.06 [-0.84, 0.71]
Total {95% Cl) 32 33 100.0% 0.05 [-0.44, 0.54]
Heterogeneity Chif= 014, df=1 (F =071 F=0% 5_2 51 i 1! 3
Testior overall efiect: 2= 0.21 (P = 0.83) Favours treatment Favours usual care
Quality of life (self-rating)
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
Spector 2012 34.05 50482 21 3261 B8 18 150% 144212 500
Stanley 2012 365 428 11 351 GE4 15 108% 1.40[2.81,561] —
Waldorff 2012 8.2 BE 128 382 6.8 140 74.2% 0.00[-1.60,1.600
Total {(95% CI) 161 173 100.0% 0.37 [-1.01,1.759]
Heterogeneity: Chi*=0.78, df= 2 (P = 0.68); = 0% :-10 I5 ) % 0
Testfor overall effect: 2= 0.52 (F = 0.60) Favours usual care  Favours treatment
Quality of life (proxy-rating)
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Spectar 2012 34.25 G086 21 .72 6789 18 12.3% 2483 [1.599 6.61]
Waldarff 2012 326 B2 130 322 B7 144 BYT% 040[1.13,1.93]
Total {(95% CI) 151 162 100.0% O0.66[-0.77,2.09]
Heterogeneity: Chif= 092, di=1 (P = 0.34); 7= 0% I—‘ID 55 5 % 1IZI=
Testfor overall effect: 2= 0.81 (F=0.38) Favours usual care  Favours treatment
Activities of daily living
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
Eurns 2004 TA 44 20 98 41 0 12.4% -0.48 112, 0.14]
Wialdorff 2012 553 141 130 466 178 143 87E% -0.08 [-0.32, 0.16]
Total (95% Cl 150 163 100.0% -0.13 [-0.35, 0.09]
Heterogeneity, Chi®=1.46, df=1 (P=023); F=32% I_2 I1 1 1! 2:
Testfor overall eflect Z=1.15 (F = 0.25) Favours treatment  Favours usual care
Neuropsychiatric symptoms
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% Cl
Spector 2012 2071 18.03 31 2861 1368 18 37T7T% -0.48 112,016
Wialdaorf 2012 479 382 129 424 436 143 B23% 0,13 [F0.10,0.37]
Total (95% Cl 150 161 100.0% -0.10 [-0.68, 0.48]
Heterogeneity: Tau®= 0.13; Chi®= 3.09, df=1 (P = 0.08); F= 68% 5_2 51 p 15 25
Testforoverall efiect 7= 0.33 (P = 0.74) Favours treatment  Favours usual care
MMSE
Experimental Control Mian Difference Mean Differsnce
Study or Subgroup  RMean S0 Total Bean S0 Total Weight IV, Fixed, 95% CI I, Fixed, 95% C1
Burgener 2008 324 TE 14 252 i1 19  6.2% -2BOL7.02 143
Bums 2005 s £ 1] 0 238 41 M 178% -200[4.48 048)
Spector 2012 19.83 5973 18 223 4457 il 9.7% -247[583 089
‘Waldorff 2012 122 GE 139 225 38 130 663% -0.30[1.59,099) —-
Todad (95% CI) 191 190 100.0% -0.97 [-2.01, 0.08) -
Heterogeneity, Chi*= 318, df= 3 (P = 0.36); F= 6% !. 0 ‘5 EI 5' “]!
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Caregiver depression

Experimental Control 5td. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Spector 2012 32 293 21 294 2387 18 28.6% 0.10[-0.53,0.73]
Stanley 2012 2.9 2.7 11 6.2 474 19 21.5% -0.80[-1.61,0.02]
Waldorff 2012 564 545 129 482 57 143 49.49% 0.15[-0.09, 0.38]
Total {95% CI) 161 176 100.0% -0.07 [-D.55, 0.41]

Heterogeneity: Tau®= 0.10; Chi*= 4.76, df= 2 (P = 0.09); F= 58%

e - 2 R 0 1 2
Testfor overall effect: 2= 0.28 (F = 0.77) Favours treatment  Favours usual care
Antidepressants for other non-cognitive symptoms
SSRIs vs placebo
CMAI
SSRI Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% CI
Auchus 1887 -36 1.4 121 27 12 119 BB2% -0.80[1.23,-0.57] E 3
Finkel 2004 1.4 7.58 5 14 6.3 5 20% 2805584, 11.44] 4 »
Forsteingson 2014 2381 4749643 86 2619 5739573 B3 208% -238[4.11,-065 +——%———
Total {95% CI) 212 207 10000%  -1.27 [-2.50, -0.03] e
Heterogeneity: Tau?= 0.56; Chif= 3.43, df= 2 (P = 0.18); F= 42% 1_4 12 ; é 41
Testfor averall effect: Z=2.01 (P = 0.04) Favours SSR1 Favours placebo
NPI
SSR1 Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I, Random, 95% Cl
Finkel 2004 -47 176 121 -65 12 119 51.6% 1.80 [2.01, 5.61] —
Porsteinsson 2014 21.2 1548694 86 2723 1548774 83 484% -B03[1070,-136) +——W——
Total (95% CI) 207 202 100.0%  -1.99[9.66, 5.68] ——q———
Heterogeneity: Tau®= 2593, Chi®=6.49 df=1 (F=0.01), F=85% I—‘ID 55 1 é 1D=
Testfor overall effect: £= 041 (P = 0.61) Favours SSRI Favours placebo
NBRS
SSRI Placeho Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl I, Random, 95% Cl
Fallock 2002 -10 13.62 31 -2.3 17486 21 278% -TYO[16.87,1.17]
Farsteinsson 2014 4.33 2.874822 86 526 279 81 F22% -0.93[1.78,-0.07]
Total (95% Cl) 117 102 100.0% -2.82[-8.76,3.13]
Heterogeneity Tau®=12.487, Chif=2.21,df=1 (P=014); F=55% I—ED -1=D 0 1=D QDI
Testfor overall effect Z=0.93 (P = 0.35) Favours S8R Favours placebo
Withdrawal due to adverse events
SSRI Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
Auchus 1857 1] ] 1 ] T 1% 0.33[0.02, 6.65]
Finkel 2004 18 124 8 121 381% 1.83[0.81, 4.16] L
Iyth 19590 13 449 4 45 18.8% 1.25[0.36, 4.38] e e —
Olafsson 1992 4 22 g 24 36.0% 0.55[0.19, 1.56] — &
Total {(95% CI) 200 199 100.0% 1.15[0.67, 1.99] ‘.‘
Total events 24 21
e i = _ _ N - . I : : :
Heterogeneity: Chi®= 384, df= 3 (P =028} F=22% 001 o e 100

Testfor averall effect £=0.91 (P = 0.61)
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SSRIs vs typical antipsychotics

CMAI
SSRI Tymical antipsychotic Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Auchus 1997 14 7.58 ] -2.4 8.5 5 BB1% 3.80[6.18,13.78] B
Gaher 2001 -15.2 11.76 13 -21.689 2117 10 31.9% 6.49[8.11,21.09] = +
Total {95% CI) 18 15 100.0% 4.66[-3.58, 12.90] ——enE——
Heterogeneity: Chi®= 0.09, df=1 (P =077 7= 0% :-20 _110 B 110 201
Testfor overall efect: Z=1.11 (F = 0.27) Favours SSRI Favours antipsychatic
Trazodone vs typical antipsychotics
CMAI
Trazodone Typical antipsychotic Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% Cl
Sulzer 1997 -6 126 14 -16 12.6 14 49.5% 0.00[9.33 9.33]
Teri 2000 -0.76 16.46 3 -Ti6 0 2141 34 505% B.A0[2.741574]
Total (95% CI) 51 48 100.0% 3.28[-3.28, 9.85]
Heterogeneity: Chi®= 0.94, df=1 (P = 0.33; F= 0% 5_50 _255 3 255 505
Testfor overall effect. 2= 0.98 (P = 0.33) Fawours antipsychotic Fawours trazodone
Atypical antipsychotics vs placebo
NPI
Atypical antipsychotics Placebho Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fized, 95% CI
1.1.1 Aripiprazole
De Deyn 2005 -11.2 23.65 103 -975 235 100 B.3%  -1.45[-7.94 5.04] —
Mintzer 2007 -15.9 18.2 Kl 13 164 11T M.5% -280[-6.42 0.62] — T
Streim 2008 -16.43 17.32 128 1001 1883 121 13.2% -6.42[-1092-1.92] —_—
Subtotal (95% Cly 588 338 M.0%  -3.81[-6.36,-1.26] .
Heterogeneity: Chi®= 2.06, df= 2 (P = 0.36); 7= 3%
Testfor overall effect: £= 293 (P =0.003)
1.1.2 Olanzapine
De Deyn 2004 -16.1 15.9 513 -137 203 129 188%  -240[-6.16,1.36] — 71
Deberdt 2003 -11.8 22.8 193 -12.3 22 45 9.2% 0.50 [-6.69, 7.69] e
Schneider 2006 -14 18.7 40 -9 206 15 1.9% -5.00[R16.93 6.93]
Street 2000 -14.3 231 185 -104 2374 15 34%  -380[F12.72 4.97] -1
Subtotal {95% Cly 901 234 20.3% -2.23[-5.25,0.79] -
Heterogeneity: Chi*=0.91, df=3 (P=0.82);, F=0%
Testfor overall effect Z=1.45(FP=0.158)
1.1.3 Quetiapine
Kurlan 2007 -1 16.04 14 -1 20,85 18 1.9% 0.00[11.92 11.92]
Faleacu 2008 -24.58 2116 19 -19.42 18.02 19 1.6% -516[-17.95 7.63]
Schneider 2006 -16.6 18.3 N -9 206 15 1.8% -7.60[19.83, 4.69]
Tariot 2006 -14.24 19.52 86 -9.68 19.M1 94 8.4% -4.56 [10.20,1.08] ———
Zhong 2007 -9.3 23.24 234 -8.2 2302 92 8.6%  -1.10[-6.67, 4.47] N
Subtotal (95% CI 389 238 22.3% -3.13[-6.59, 0.33] i
Heterogeneity: Chi*=1.63, df= 4 (P = 0.80); = 0%
Testfor overall effect Z=1.77 (P =0.08)
1.1.4 Risperidone
Deberdt 2005 -9.7 19.5 190 -12.3 22 45 5.4% 2.60 [-4.40, 9.60] e B
Schneider 2006 -16.4 15 32 -9 206 15 20% -7.40[-19.05, 4.29]
Subtotal {95% Cly 222 60 7.4% -0.05[-6.05, 5.95] —el——
Heterogeneity: Chi*=2.08, df=1 (P=0.158); F=52%
Testfor overall effect: Z=0.02 (P = 0.99)
Total {95% Cly 2100 870 100.0% -2.91[-4.55,-1.28] . 2
Heterogeneity: Chif= 8.23, df= 13 (P = 0.83); F= 0% =-20 -1=D p 110 201

Testfor overall effect: £= 3.50 (P = 0.0005)
Testfor subgroup differences: Chi®=1.55, df= 3 (P = 0.67), = 0%
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BPRS

Atypical antipsychotics Placeho Mean Difference Mean Difference
Stuchy or Subgroup Mean sD Total Mean 5D Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 aripiprazole
De Deyn 2005 -2.53 12.3 100 -6.58 12.38 95 89% -1.95[5.421.52) -
Streim 2008 -3 816 123 -514 888 117 228% -250[475-0.43] I
Subtotal {95% Cly 223 212 31.6% -2.41[-4.24,-0.58] -
Heterogeneity: Chi®= 0.09, df=1 (P=0.76), F= 0%
Testfor overall effect 2= 258 (P=0.010)
1.2.2 Olanzapine
De Deyn 2004 -7.8 9.3 470 -9 1.9 1258 0% -0.90[3.15,1.349] —
Deherdt 2005 -35 10.4 182 -37 9.3 42 10.4% 020299 3.39) I —
Schneider 2006 -7.4 9.8 40 -39 9.8 16 3.3% -3.50[9.18 2.18]
Street 2000 -5.8 949 116 1.4 111 33 B.0% -410[8.29,0.09 —
Subtotal {95% Cly 808 216 40.8% -1.30[-2.92,0.31] -
Heterogeneity: Chi®= 3.26, df=3 (P=0.358), F= 8%
Testfor overall effect Z=1.58 (F=0.11)
1.2.3 Quetiapine
Schneider 2006 -7.4 9.8 o -39 9.8 16 3.0% -3.50[9.45 2.45]
Tariot 2006 -9.06  11.07 85 -B.74 988 94 11.2% -232[F5.41,077] e
Subtotal {95% Cly 115 110 14.2% 257 [-5.31,0.17] ——aai——
Heterogeneity: Chi==012, df=1 (P=0.73), F=0%
Testfor overall effect Z=1.84 (P=0.07)
1.2.4 Risperidone
Deherdt 2004 -31 9.4 183 -37 9.3 42 108%  060[2.53, 373 e T —
Schneider 2006 -85 12.2 32 -39 9.8 16 26% -460[F11.00,1.80] 4
Subtotal {95% Cly 215 58 134% -0.41[-3.22,2.41] —e
Heterogeneity: Chi®= 2.05, df=1 (P=018);, F=51%
Testfor overall effect Z=028 (P=0.78)
Total {(95% Cly 1361 506 100.0% -1.71[-2.74, -0.68] S -
Heterageneity: Ghi*= 7 53, df = 9 (P = 0.58); F= 0% or * 5 i s
Testfor overall eﬁec.t =315 (Pz_ b.oot) Favours antipsychotics  Favours placeho
Testfor subaroup differences: Chi*=2.01, df=3(P=057), F=0%

CMAI

Atypical antipsychotics Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.3.1 Aripiprazole
Streim 2008 -10.25 1285 126 -616 1456 121 10.3% -4.09[-7.52,-0.66]
Subtotal {95% Cl) 126 121 10.3% -4.09 [-7.52, -0.66] —-*-—
Heterogeneity: Mot applicable
Testfor overall effect 2= 234 (P =0.02)
1.3.2 Olanzapine
Deberdt 20045 -1.3 48 183 -049 31 45 259% -0.40[-1.53,0.73] =
Subtotal (95% CI) 193 45  259% -0.40 [-1.53, 0.73] L
Heterogeneity: Mot applicable
Testfor overall effect 2= 068 (P =0.49)
1.3.3 Quetiapine
Ballard 2005 -4 16.4 27 -2 1T7H 29 23% 220 [-6.45,10.85] +
Zhong 2007 -10.1 22186 234 -B8 2206 92 52% -1.30 [6.63, 4.03]
Subtotal (95% Cly 261 121 7.5% -0.34 [-4.87, 4.20] —e
Heterogeneity: Tau®= 0.00; Chi®= 0.46, df=1 (P =050); F=0%
Testfor overall effect Z=0.15{F =0.88)
1.3.4 Risperidone
Brodaty 2003 -7 12.21 182 -31 11.84 149 137% -4 40712, -1.68] I ——
e Deyn 1999 -3.9 665 68 -1.6 BEA T4 0.0% -230[153.82, 14822 4 *
Deberdt 2005 -1.5 48 189  -04 31 45 158% -0.60 [1.74,0.54] T
Katz 1999 -4 .63 12.4 456 1.4 124 161 169% -3.23[-5.46,-1.00] e —
Subtotal (95% Cly 865 420 56.4% -2.49[-4.79, -0.18] ——
Heterogeneity Tau®= 3.06, Chi®= 910, df= 3 (P=0.03); F=67%
Testfor overall effect Z=212 (P =0.03)
Total (95% CI) 1445 716 100.0% -1.85[-3.18, -0.51] e
Heterogeneity: Tau® = 1.46; Chi®= 14,83, df= 7 (P = 0.04); F= 3% 5_1 2 55 D é 105

Testfor overall effect £=2.71 (P =0.007)

Testfor subgroup differences: Chi*=5.88,df=3 (F=012), F=458.9%
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CGI-C

Atypical antipsychatics Placelso Mean Difference Mean Difference
Study or Suljroag Mean S0 Total Mean  SD Total Weight IV, Fised, 95% CI I, 95% (1
1.4.1 Aripiprazole
Mingzer 2007 3.2 14 357 35 14 117 184% -0.30F059,-0.01]
Subitotal {95% O 57 117 18.4% 030 [0.59, .0.01] -
Heterogenaity Not applicable
Test for overall efect 2= 2,00 (= 0004)
1.4.2 Olanzaping
D Deyn 2004 29 1.4 514 32 14 129 5% -030[057,-003 —
Schnebdar 2006 28 13 0 23 15 16 22% 0401124, 044) —
Subitotal {95% C) 554 145 23.7% L3 [057, .0.05] -
Heterogenaity Chi'= 0.05, df = 1 F = 0L82); *= 0%
Test for overall effack 2= 2,36 (F = 0002)
143 Ounstiapine
Kurtan 2007 415 114 19 38 126 18 25% 025054, 1.04] —
Paleacu 2008 2849 1.2 18 332 125 19 26% -043F1.1,035 —
Schnebdar 2006 27 11 M 23 15 16 23% -0B0F1.43023 —
Tariod 2006 328 1.45 BS 336 1.32 4 94% 008|049 033 b
Zhong 2007 ER] 217 234 38 1492 82 68% -0.50[088, -003
Subitotal {95% CI) 308 239 236% -0.25[-0.51,0.00] -
Haterogeneity Chi'= 4.14, df= 4 (P = 0030); = 3%
Test for everall effeck Z= 1.93 (F = 005
1,4.4 Risperidomne
Brodaty 2003 323 14 150 401 163 153 126% -0.T7E[1.13,-043 I
Mintzer 2006 L) 1.44 201 325 149 M3 147%  -001 029, 0.27] -
Schneider 2006 16 15 33 3% 15 16 20% 070160, 0320 —
Suilitotal {95% CI} kT 382 3% 033 [055,-0.12) L
Haterogeneity Chif= 11,85, &= 2 (P =0.003), P=83%
Tiest for ovierall efect Z= 3.05 (F = 0U003)
Todal {95% Iy 1683 883 100.0% 0030 [-0.43, -0.18) L 3
Heterogeneity Chi"= 16,26, @M= 10 (P = 0.09); F= 38% :_1 1 ¥ 1

Teest for ovierall @figct Z= 4, 73 (P = 000001)

Teest for subaroup différénces: Chi*= 022, df=3 (P =087 F= 0%
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Adverse events — extrapyramidal

Atypical antipsychotics Placeto Fisk Ratio Risk Ratio

ar Evenls Total Ewints Total Weight MM, Fied, 95% C1 M.H, Fied, 95%
1.5.1 Aripirazole
D Dhirym 2005 5 106 4 102 26% 1.200.33, 4.35] =
Mintzer 2007 ) {1 T o121 6% 128|057, 2.89] e n
‘Strgim 2008 T 13 5 125 3F% 1.340.44, 4.90] 1T
Subitotal (#5% CI) 603 B O126% 128 [0L71, 2.29] -
Todal events 30 16
Helerogeneity Chi*= 001, = 2 (P = 0.99); F= 0%
Test for ovarall effect Z= 0082 (P = 0.41)
1.5.2 Olanzapine
Daberdl 2005 T3 204 14 47 146% 1.20 075, 1.93] -r—
Schneider 2006 12 100 0 47 04% 1188072 19651] *
Sulstotal (25% C1) kT 04 150% 1.51 (.04, 2.42] -
Todal evants B85 14
Heterogeneity. Chi*= 2.96, df= 1 (F= 0.09); = 66%
Taesd for ovarall effect Z=1.72 (P = 0.0E)
1.5.3 Quetiapine
Paleacu 2008 1 20 & I 3T% 0.20 0,03, 1.568] _
Schneider 2006 r a4 i} 47 Da% 253|012, 51.58)
Tarol 2006 9 91 12 98 FaA% 0.820.36, 1.89] 1
Zhvong 2007 14 241 & 92 4% 1.07 j0.40, 2.88] .
Subitotal (95% C1) 446 258 156% 081 [0.46, 1.44] -
Todal events 26 F¥
Hetarageneity: Chi*= 262, d@= 3 (P=045), F= 0%
Test for overall effect Z= 072 (P =047)
1.5.4 Risperidone
Brodaty 2003 In 167 IFOATD O 1TA% 1.47 0,85, 2,.29] =
D Drigym 1999 17 15 13 114 B4% 1.30D.6E, 2.54]
Daberd 2005 a7 196 14 47 145% 166 [1.05, 2.63] S
Malz 1999 B4 462 12 163 114% 1.881.04,3,39] ——
Mirziér 2006 20 135 B I3 51% 2531.14,563]
Schneider 2006 10 BS i} 47 04% 11720070, 195.65) *
Subitotal (95% CI) 1260 TH OSGE%  1.74[1.36, 2.23) *»
Todal vinis a7 T4
Hetarogeneity: Chi*= 402, df= 5 (P = 0.55); F= 0%
Testfor overall effect Z=4.43 (P < 0.00001)
Talal (95% Ch 2613 1479 L0 1.50[1.24, 1.82] »
Todal events a7 126
Heterageneity: Chi*= 1429, ¢f= 14 (P= 0.43); F= 1% b0l Dii 1:11 1 B[I:

Test for overall effect Z= 419 (P < 000001)
Test for subaroun diferences; Chi*=61T7. di=3F=0100.F=51 4%
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Adverse events — somnolence

Atypical antipsychotics Placebho Risk Ratio Risk Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
1.6.1 Aripiprazole
De Deyn 2005 g 106 1 102  09% 7.70[0.98 60.46]
Mintzer 2007 24 366 4 121 5.3% 207073, 587 T
Streim 2008 14 13 4 128 36% 33401.13,9.87] e —
Subtotal {95% CI) 603 348 0.8%  3.05[1.53, 6.08] .
Total events a7 9
Heterogeneity: Chi®=1.35, df=2 (P=051% F=0%
Testfor overall effect: =317 (F=0.002)
1.6.2 Olanzapine
Deberdt 2005 a7 204 4 47 5T% 271 11.03,7.14]
Street 2000 46 148 3 47 41%  4.53[1.48 13.91] e —
Subtotal (95% CI) 363 o4 0.8% 347 [1.67,7.21] e o
Total events 93 7
Heterogeneity: Chi®=0.47, df=1 (P = 0.49), F= 0%
Testfor overall effect: Z=3.33 (P = 0.0004)
1.6.3 Quetiapine
Tariot 2006 23 91 4 99 34% B.26([2.25,17.40] e
Zhong 2007 21 241 2 92 2.6%  4.01[0.96, 16.76]
Subtotal (95% CI) 332 191 59% 5.20[2.31, 12.13] e
Tatal events 44 B
Heterogeneity: Chif=0.25 df=1 (P=062), F=0%
Testfor overall effect: £=3.93 (F = 0.0001)
1.6.4 Risperidone
Brodaty 2003 61 167 43 170 37.6% 1.44[1.04,2.00] i
De Deyn 1999 14 115 i 114 4.4% 2.7801.03,7.49] —
Deberdt 2005 a7 196 4 47 5T% 2.22[0.83,5.82] b
Katz 19499 86 462 13 163 17.0% 2.331.34,4.07] —
Mintzer 2006 38 235 11 238 97% 350[1.83, 6.68] —_—
Subtotal {95% CI) 1175 732 744%  2.05[1.61, 2.62] &>
Total events 236 7B
Heterogeneity: Chi*= 765, df=4 (P=0113; F=438%
Testfor overall effect: =574 (F = 0.00001)
Total {95% CIy 2473 1365 100.0%  2.48 [2.00, 3.07] L 2
Total events 420 98
Heterogeneity: Chi®=18.06, df=11 {F = 0.08); F= 38% ID o 051 150 0

Testfor averall effect; 2= 58.34 (F = 0.00001)
Testfor subgroup differences: Chi®= 6.46, df= 3 (P =0.09), F= 53.6%
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Adverse events — cerebrovascular

Atypical antipsychotics Placebho Risk Ratio Risk Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
1.7.1 Aripiprazole
De Deyn 2005 1 106 1 102  67% 0896([0.06 15.18]
Mintzer 2007 7 366 o 121 4.9% 4.95[0.28 B6.67]
Streim 2008 i} 13 1 128 101% 032001, 7.74]
Subtotal {95% CI) 603 348 21.8% 1.58 [0.36, 6.98] —en——
Total events g 2
Heterogeneity: Chi*=1.71,df=2(P=043) F=0%
Testfor overall effect: 2= 0.60 (F = 0.55)
1.7.2 Olanzapine
Deberdt 2005 g 204 i} 47 53%  2.58([0.14,45.79]
Schneider 2006 2 100 i} 47 448%  238([012 48.54]
Subtotal (95% CI) o4 o4 0.8% 2.48[0.31, 20.01] —ee N ——
Total events 7 i}
Heterogeneity: Chi®=0.00, df=1 (P =0.87), F= 0%
Testfor overall effect: Z=0.86 (F = 0.39)
1.7.3 Quetiapine
Schneider 2006 1 94 i} 47 44%  1.52[0.06, 36.51]
Tariot 2006 1 91 3 99 18.9% 0,36 [0.04, 3.42]
Zhong 2007 2 241 1 42 9.5% 076 [0.07, 8.329]
Subtotal (95% CI) 426 238 32.8%  0.63[0.16, 2.58] -~
Total events 4 4
Heterogeneity: Chi®=0.55, df=2 (P = 0.76), F= 0%
Testfor overall effect: Z=0.64 (F=052)
1.7.4 Risperidone
Brodaty 2003 18 167 3170 19.68% 5.09[1.580, 17.26] -
Deberdt 2005 4 196 i} 47 53% 2190012, 40.04]
Mintzer 2006 4 235 1 238  B.45% 4.05[0.46, 35.98]
Schneider 2006 1 a5 i} 47 42% 167 [0.07 40.31]
Subtotal {95% CI) 683 502 35.6% 4.06[1.59, 10.40] ~at
Total events 24 4
Heterogeneity: Chi®= 060, df= 3 (P =080) F=0%
Testfor overall effect: =292 (F=0.003)
Total {95% CIy 2016 1182 100.0%  2.24[1.21, 4.16] e
Total events 43 10
Heterogeneity Chi*=7.53, df= 11 (P=0.76); F= 0% IIJ 0 051 150 o0

Testfor overall effect: 2= 2.596 (F = 0.01)

Testfor subgroup differences: Chi= 487, df= 3(P=0.18), F= 38.3%
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Adverse events — mortality

Atypical antipsychotics Placebho Risk Ratio Risk Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% CI
1.8.1 Aripiprazole
De Deyn 2005 4 106 o 102  1.0% B8.66[047 158.51] *
Mintzer 2007 14 366 31 9.2% 1.65[0.449, 5.61] N B —
Streim 2008 3 13 3128 B.3% 0.85[0.20, 4.654] —_ T
Subtotal {95% CI) 603 348  16.6% 1.83 [0.76, 4.39] e
Total events 22 3
Heterogeneity: Chi®=1.77, df=2 (P=041% F=0%
Testfor overall effect: Z=1.35(F=018)
1.8.2 Olanzapine
De Deyn 2004 14 520 2 129  B.6% 1.86[0.43,8.03] ]
Deberdt 2005 B 204 i} 47 17% 304017 53.11]
Schneider 2006 1 100 1 47 2.8% 0.47[0.03,7.39]
Street 2000 B 188 i} 47 1.8% 380([0.22 67.98]
Subtotal (95% CI) 983 270 12.6% 1.96 [0.68, 5.64] =i
Total events 28 3
Heterogeneity: Chi*=1.36, df=3 (P =073 F=0%
Testfor overall effect: Z2=1.25 (P =0.21)
1.8.3 Quetiapine
Ballard 2005 1 | i} H 1.0% 3.00[013, 7087
Schneider 2006 3 94 1 47 27% 1500016, 14.03]
Tariot 2006 4 124 4 128 B2% 1.01 [0.26, 3.54] I —
Zhong 2007 16 241 3 92 8.49% 2.04 [0.61,6.82] T
Subtotal (95% CI) 490 205  20.8% 1.61 [0.72, 3.59] -l
Total events 24 8
Heterageneity: Chi®=0.75, df= 3 (P = 0.86); F= 0%
Testfor overall effect: Z=1.16 (P = 0.24)
1.8.4 Risperidone
Brodaty 2003 B 167 4 170 B1% 1.53[0.44,5.31] I B —
De Deyn 1999 1 115 5 114 10.3% 0.201[0.02,1.67]
Deberdt 2005 4 196 i} 47 1.8%  219([012, 40.04]
Katz 1999 24 462 5 163 15.1% 1.76 [0.69, 4.53] T
Mintzer 2006 9 235 B 238 12.3% 1.52[0.55, 4.20] N
Schneider 2006 1 a5 1 47 26% 0.55[0.04, 8.64]
Subtotal {95% CI) 1260 770 50.0% 1.29[0.76, 2.21] L
Total events A6 21
Heterogeneity: Chi®= 405, df= 4 (P =054 F= 0%
Testfor overall effect: 2= 095 (F = 0.34)
Total {95% CIy 3336 1692 100.0% 1.53 [1.06, 2.22] L 2
Total events 120 38
Heterogeneity Chi*=8.09, df= 16 (P =0.95); F=0% IIJ 0 051 150 o0

Testfor overall effect: 2= 2.26 (F = 0.02)

Testfor subgroup differences: Chif=0.77, df= 3 (P = 0.86), F= 0%

Antipsychotic withdrawal

Favours antipsychotics  Favours placebo

Heterogeneity: Tau®= 006, Chi*=4.08, dfi=2 (F=013),F=581%

BPSD severity

Withdrawal Continuation Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% Cl
Ballard 2004 -1.3 94 45 nz 12 54 395% -0.14 [-0.53, 0.26] —
Ballard 2008 1.4 177 kil 1.4 221 28 30.6% 0.50 [0.02,1.02] |
Ruths 2008 -019 53 7 179 49 28 29.8% 0.31 022, 0.84] B e E—
Total (95% Cly 104 110 100.0% 0.19[-0.20, 0.58] -’-

0

Testfor overall effect Z=0.94 (P =0.35)
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BPSD worsening

Testfor overall effect Z= 023 (F = 0.82)

© NICE 2018. All rights reserved. See

Favours memantine Favours placeho

Withdrawal Continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fized, 95% CI M-H, Fized, 95% Cl
Ballard 2004 2 22 1} 14 148% 326[017 63.30] »
Bridges-Parlet 1997 4 17 3 16 T749% 1.25[0.33, 4 7E]
Devenand 2011 4 14 2 18 51% 2.00[0.43, 837
Devenand 2012 12 36 11 46 24 6% 1.39[0.70, 2.79] e e —
Ruths 2004 4 27 4 28 100% 2.33[0.81, 6.68]
Fuths 2008 g 10 4 10 102% 2.00[0.88, 4.54] e —
wan Reekurn 2002 23 40 22 70 407%  1.83[1.18,2.83) ——
Total (95% CI) 167 100 100.0%  1.78[1.30,2.42] B
Total events 62 46
ity Chif= = = RE= I } } } } f
o P S o
estfor overall effect: Z= 3.63 (F = 0. ) Favours discontinuation  Favours continuation
Early study terminations
Withdrawal Continuation Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 95% CI
Ballard 2004 14 46 14 a4 200% 117 [0.63, 2.20]
Ballard 2008 ar 64 36 B4 559% 1.03[0.76, 1.39]
Bridges-Parlet 1997 2 22 a 14 08%  326[017 63.30] +
Devenand 2012 4 40 g 70 8.0% 0.88[0.28 277
Ruths 2008 4 27 3 28 4 6% 1.38 [0.34, 5.61]
wan Reekum 2002 10 17 G 16  96% 1.87[0.74,3.31] e
Total (95% CI) 216 246 100.0%  1.13[0.88, 1.46] -
Total events 71 67
Heterogeneity: Chi®=1.91, df= 5 (P = 0.86); F= 0% I f f t f {
. - 0.1 0z 0.4 2 g 10
Testfor overall effect Z=0.96 (F = 0.34) Favours discontinuation  Favours continuation
Mortality
Withdrawal Continuation Odds Ratio Odds Ratio
Study or Subgroup Events Total Fvents Total Weight M-H, Fixed, 95% CIl M-H, Fixed, 95% CI
Ballard 2004 i 22 i 14 Mot estimable
Ballard 2008 1 17 2 16 9.8% 0.44[0.04,5.36] 4
Bridges-Parlet 1997 3 46 3 a4 13.0% 1.191[0.23,6.18]
Devenand 2012 16 B4 18 B4 7IE%  0.73[0.33,1.60] ——
wan Reekum 2002 1 40 1 o 36% 177011, 29.08] +
Total (95% Cl) 189 218 100.0%  0.79[0.41, 1.54] ——
Total events 20 25
Heterogeneity; Chi*= 0.81, df= 3 (P =0.85); F=0% ) t t ! ! |
o M 0.1 0.z 0.5 2 ] 10
Testfor overall efiect 2= 0.68 (P = 0.50) Fawours discontinuation  Favours continuation
Memantine vs placebo (mild Alzheimer’s disease)
ADAS-cog
Memantine Placebho Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fized, 95% Cl IV, Fized, 95% CI
Bakchine 2007 -2F9 ¥4 125 -2B1 BA T2 B556% -018[210,1.74]
Feskind 2004 -1.44 103 59 -1.85 4914 48 15.0% 0.51[-3.18, 4.200
Farsteinsson 2008 -1.83 7.6A 57 149 T.04 G4 294% -049[312 214] =
Total {95% CI) 241 184 100.0% -0.17 [-1.60, 1.26] —*—
Heterogeneity: Chi®= 018, df= 2 (P = 0.91); F= 0% 54 52 1 é ji
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ADCS-ADL

Mermarniting Placeho Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean 5D Total Weight NI, Fixed, 95% CI I, Fixed, 95% CI
Bakchine 2007 186 1031 124 201 Q27 T3 587% -045[3.24 2.39] —u—
FPeskind 2004 -0.73 13 889 -478 14.66 50 15.8% 4.05[1.20,9.30]
Porsteingson 2008 -0.53 1214 57 -1.34 834 G4 285% 081[310,477 S e E—
Total {95% Cl} 240 187 100.0% 0.62 [-1.46, 2.71] -’-—
Heterogeneity; Chi*= 2,21, df= 2 (P = 0.33); P=10% f ; 1 I
Test Il effect: Z= 0.58 (P = 0.55 10 S o 3 10
estfor overall effect: 2= 0.58 (F = 0.58) Favours memantine Favours placebo
NPI
Mermarniting Placeho Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight N, Fixed, 95% CI IV, Fixed, 95% CI
Bakchine 2007 -6 945 124 -309 4903 T3 OBB4% 049[217 3.149]
FPeskind 2004 -4.77 21.83 89 -365 17.03 a0 9.2% -112[8.36 612]
Porsteingson 2008 -2.31 13.27 57 -1.68 1272 G4 224% -063[5.28 4.07) =
Total {95% Cl} 240 187 100.0% 0.09 [-2.11, 2.29] -’-—
Heterogeneity Chi*=0.28 df=2 (F= 087}, F=0% l ; 1 t
Test Il effect: Z= 0.08 (P = 0.94 10 s v s 10
estfor overall effect: £= 0.08 (F = 0.84) Favours memantine Favours placebo
Sleep problems
Melatonin vs placebo
Total night-time sleep time (minutes)
Melatonin Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% CI
1.1.1 Melatonin {immediate release)
Dowling 2008 489 104 15 521 108 18 11.8% -32.00[-104.89, 4089 +
Singer 2003 3578 TOB 50 3494 834 23 37 5% .40 [-32.69, 49.449] O I E—
Subtotal {95% CI) 41 494% 134 [-37.13, 34.458] ———
Heterogeneity: Chi*= 0.90, df=1 (P = 0.34); F= 0%
Testfor averall effect Z=0.07 (P = 0.94)
1.1.2 Melatonin slow release
Singer 2003 raT THZ 54 3494 B34 24 38.0% 26.30 [-14.49 67.04] e
Viade 2014 9r8 THE G T2 402 i 126% 2580 [-45.04, 96.64]
Subtotal (95% CI) 60 29 506%  26.18[-9.17,61.52] el
Heterogeneity, Chi*=0.00, df=1 {F = 0.99), F= 0%
Testfor overall effect Z=1.45{F=015)
Total {(95% CIj 125 70 100.0% 1259 [-12.56, 37.74] --P-—
Heterogeneity: Chi®= 2.05, df= 3 (P = 0.56), F= 0% I—1DD -SID ﬁ 5-0 ‘IDDI

Testfor overall effect 2= 0.98 (F = 0.33)

Testfor subaroup differences: Chif=1.15, df=1 {P=028), F=13.0%

Ratio of daytime sleep to night-time sleep

Favours placeho  Fawours melatonin

Melatonin Placebho Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fized, 95% Cl
1.4.1 Melatonin {immediate release)
Dowding 2008 053 022 15 064 029 18 B26% -0.11[0.28, 0.08] —-
Singer 2003 a3 04 a0 075 13 23 8.5% -017[0.71,037]
Subtotal (95% Cly 65 41 91.1% -D.12[-0.28, 0.05] et
Heterogeneity Chif= 0.04, df= 1 (F = 0.84); F= 0%
Testfor averall effect Z=1.37 (F=0.17)
1.4.2 Melatonin slow release
Singer 2003 0.5 0.29 84 075 1.3 24 8.9% -0.25[-0.78 0.28]
Subtotal (95% Cly 54 24 8.9% -0.25[-0.78,0.28] ——e N —
Heterogeneity: Mot applicable
Testfor averall effect 2= 0,92 (P = 0.36)
Total {95% CI) 119 65 100.0% -0.13[-0.29,0.03] e
Heterogeneity: Chi*= 0.27, df= 2 (P = 0.87); F= 0% f } t 1
Testf Il effect: £=1.58 (P = 0.11 i U5 0 05 !
estfor overall effect 2= 1.58 (P=011) Favaurs Placeba Favours Melatanin
Testfor subaroup differences: Chif= 022 df=1 (F=064) F=0%
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Multicomponent non-pharmacological interventions vs usual care

Total night-time sleep (minutes)

Intervention Usual care Mean Difference Mean Difference
Stucly or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
1.2.1 MITE-AD
Me Curry 2011 122 89.04072 33 -108 8961518 33 284% 23.00[2010,66.10] e B —
Subtotal (95% Cl) 33 33 28.4% 23.00[-20.10, 66.10] ————
Heterogeneity: Mot applicable
Testfor overall effect 2=1.05 (F=0.30)
1.2.2 Other
Alessi 2005 408 72 62 384 78 56 71.6% 2400[318,51.19] ——
Subtotal (95% CI) 62 56 71.6% 24.00[-3.18, 51.18] ~eongiin——
Heterogeneity: Mot applicable
Testfor overall effect Z2=1.73 (F=0.08)
Total (95% CI) 95 89 100.0%  23.72[0.73, 46.70] —~i
Heterogeneity: Chi*= 0.00, df=1 (P = 0.87%; F= 0% ' t } |
. - -100 -50 0 a0 100
Testior overall effec_t. Z=102(F B 004 Favours usual care  Favours intervention
Testfor subgroup differences: Chi*=0.00, df=1{FP=0897), F=0%
Total night-time awake (minutes)
Intervention Usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean 5D Total Weight I, Fixed, 95% C| I, Fixed, 95% C|
1.1.1 NITE-AD
MeCurry 2005 -36 T2 11 0 &0 12 2389% -36.00[9043 18.43] i
e Curry 2011 -324 568717 33 7.4 B5.93475 33 TEA%  -39.80[F0.29,-9.31] ——
Subtotal (95% CIy 45 100.0% -38.80[-65.49, -12.20] ot
Heterogeneity: Chi®=0.01, df=1 {P = 0.90); F= 0%
Testfor overall effect: £= 2.87 (P = 0.004)
Total (95% Cl) 14 45 100.0% -38.89[-65.49, -12.29] et
Heterogeneity, Chi*= 001, df=1 (F =090y F=0% I t t |
o - -100 -a0 0 a0 100
Testfor overall effect Z= 2.87 (P = 0.004) Favours intervention Favours usual care
Testfor subaroun diffierences: Mot apnlicable
Number of night awakenings
Intervention Usual care Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean S0 Total Weight I, Fixed, 95% CI I, Fized, 95% CI
1.3.1 NITE-AD
McCurry 2008 -4 107 11 1.3 848 12 13.8% -530[12.35,1.79] +
MecCurry 2011 -1 B.3180149 33 1.4 TA467TIN 33 620% -240[5.74,0494) ——
Subtotal (95% CI) 44 45 75.9% -2.93[-5.95,0.09] —enl
Heterogeneity: Chi*= 053, df=1 (F =047}, F=0%
Testfor overall effect: £=1.90 (P = 0.06)
1.3.2 Other
Alessi 2005 228 136 G2 224 148 a6 241%  0.10[5.25,5.49]
Subtotal {95% Cl) 62 56 24.1% 0.10[-5.25, 5.45] e
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.04 (P = 0.97)
Total (95% CI) 106 101 100.0% -2.20[-4.83, 0.43] —eongiiiiN-—
Heterogeneity: Chif=1.47, df= 2 (P = 0.48); F= 0% =_1 0 15 D % 1D=

Testfor overall effect: Z=1.64 (P=0.10)
Testfor subaroup differences: Chi*=0.94, df=1 (P=0.33), F= 0%
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Favours intervention  Favours usual care
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Non-pharmacological management of agitation, aggression and apathy

Sensory interventions

CMAI

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% CI
1.1.1 Aromatherapy
Ballard 2002 452 104 36 533 176 36 B4% -810[1478, 147 ¥———————————
Yang 2014 41.08 824 T3 AT 508 29 405%  -0.64 [3.28, 2.00] —
Subtotal (95% Clh 109 65 46.9% -1.65[-4.11,0.81] —lf—
Heterogeneity, Chi*= 414, df=1 (P=0.04); F=75%
Test for overall effect =132 (F=01%9)
1.1.2 Aromatherapy plus acupressure
rang 2014 43.24 10 a6 4172 508 28 Iri% 1.82[-1.70,4.74] - =
Subtotal (95% Clh 56 28 27.2% 152 [-1.70,4.74] ——en
Heterogeneity, Mot applicable
Test for overall effect: £=0.92 (P = 0.36)
1.1.3 Individual music therapy
Ridder 2013 29.05 145.98 21 3212 1398 21 34% 3071215601 4
Subtotal (95% Clh 21 21 3.4% 307 [-12.15,6.01] = —
Heterogeneity, Mot applicable
Test for overall effect: 2= 0.66 (F =0.51)
1.1.4 Group music therapy
Lin 2011 36,37 10.64 49 3885 1027 51 16.8%  -218[6.281.97] e B
Subtotal (95% Clh 49 51 16.8% -2.18[-6.28,1.92] ——eai——
Heterogeneity, Mot applicable
Test for overall effect Z=1.04 (P =0.30)
1.1.5 Light therapy
Burns 20049 495 138 224948 104 24 5E% 0.00 711, 7.11]
Subtotal {95% Cly 22 24 56% 0.00[-7.11,7.11] — e ———
Heterogeneity, Mot applicable
Test for overall effect: Z=0.00 {F =1.00)
Total {95% Chy 257 189 100.0% -D.B3[-2.52,0.85] -q-
Heterogeneity; Chi*=7.31, df= 8 (P =0.20); F=32% 5_1 p 55 ] :55 o
Test for overall eﬁec.t: £=087 (Pz_ 0.33) Favours intervention  Favours control
Test for subgraup differences: Chi*= 317, df=4 (P=0.453), F=0%

Agitated behaviours

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.5.1 Aromatherapy
O'Caonnaor 2013 144 106 ¥ 1448 107 27 455% -0.10 [-0.60, 0.349] —
Subtotal (95% CI) 7 27 45.5% -0.10 [-0.60, 0.39] ~ean——
Heterogeneity: Mot applicable
Testfor averall effect 2= 040 (P = 0.69)
1.5.2 Group music therapy
Sung 2006 344 128 18 4.5 1.65 18 246% -0.F0[-1.38,-0.02] —
Subtotal (95% CI) 18 18  246% -0.70 [-1.38, -0.02] —=enl———
Heterogeneity: Mot applicable
Test for overall effect £=2.03 (F=0.04)
1.5.3 Light therapy
Burns 2004 438 34 0 442 214 21 29.9% -013 078, 0.48] —
Subtotal (95% CI) 20 21 29.9% -0.13[-0.75, 0.48] —aniiiine-—
Heterogeneity: Mot applicable
Testfor averall effect 2= 0.42 (P = 067}
Total {(95% CI) Fii] 66 100.0% -0.26 [-0.59, 0.08] e
Heterageneity: Chif= 219, df= 2 (P = 0.34); IF= 8% 5_2 f 1 15 3

Test for overall effect Z=1.51 (F=013)

Testfor subgroup differences: Chi*= 219, df=2 (P=0.34),F=8.5%
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Favours intervention

Fawaurs control
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BPSD

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
1.8.1 Light therapy
Burns 2011 a T8 | 77 3T 23 599% 0.05[-0.54, 0.64]
Lykestas 1958 126 4749 15 107 485 18 401% 038 [-0.34, 1.11]
Subtotal (95% CI 36 38 100.0% 0.18 [-0.27, 0.64]
Heterogeneity: Chi*= 0,49, df=1 (P = 0.48); F= 0%
Test for overall effect Z=078(F=043)
Total (95% CI) 36 38 100.0% 0.18 [-0.27, 0.64]
Heterogeneity, Chif= 049, di=1 (P = 0.48); *= 0% 5_2 51 1 ,i
Testfor overall Eﬁeclt Z=078(P= 0'43,) Fawvaurs Intervention  Favaurs contral
Test for subgroup differences: Mot applicable
Social contact
Agitation
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
2.1.1 Simulated presence therapy
Camberg 1998 2549 953 54 2511 8.91 54 SEA% 0.04[-0.34 047
Subtotal (95% CI) 54 54  56.4% 0.04 [-0.34, 0.42]
Heterogeneity: Mot applicable
Test far overall effect: =021 (F=083)
2.1.2 Pet therapy
Churchill 1999 0.3 04 28 0s 04 28 436% -0.49 [-1.03, 0.04] ——
Subtotal (95% CI 28 28 43.6% 0.49[-1.03, 0.04] e
Heterogeneity: Mot applicable
Test for overall effect Z=1.82 (F=0.07)
Total (95% CI) 82 82 100.0% 0.19[-0.71, 0.33] -q-—
Heterogeneity, Tau®= 0.09; Chif= 287 di=1(P=0.11); F= 1% 5_2 51 1 ,i

Test for overall effect: Z=0.72 (F=047)

Testfor subaroup differences: Chi*= 257, df=1 P=0110F=611%

Favours intervention  Fawours control

Activities
Agitation
Intervention 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
3.1.1 Personalised recreational activities
Cohen Mansfield 2007 323 316 a4 41 347 78 211% -0.26 [-0.57, 0.04] -7
Cohen Mansfield 2012 208 268 89 7.492 9.08 36 19.2% -1.08 [-1.48,-0.67] —
Fizsimmans 2002 164 035 29 1.88 047 30 171% -0.57 [-1.09,-0.05] —
Kaolanowski 2001 34 82 10 46 g 10 11.1% -0.23[1.11, 0.65] T
wan der Ploeg 2013 17.6 103 15 17 84 28 151% 0.06 [-0.56, 0.68] —
Subtotal (95% CI) 232 183 83.6% -0.45[-0.87, -0.04] <&
Heterogeneity, Tau®=0149; Chi*=13.61, df= 4 (P=0.009); F=T71%
Testfor overall effect: Z= 216 (P =0.03)
3.1.2 RocKing chair therapy
Watson 19598 19.88 4.35 25 19 4.31 25 16.4% 0.20[-0.36, 0.76] T
Subtotal (95% CI) 25 25  16.4% 0.20 [-0.36, 0.76] -
Heterogeneity: Mot applicable
Testfor overall effect Z=0.71 (P =0.48)
Total {95% Cly 247 208 100.0% -0.34 [-0.74, 0.05] L
Heterogeneity; Tau®=0.17; Chi*= 18.59, df= 6 (F = 0.002); F=73% 54 52 ) é ji

Testfor overall effect: Z=1.70 (P =0.09)

Testfor subaroup differences: Chi®=3.43, df=1 (P=0.06), F=70.8%
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Negative affect

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
3.2.1 Personalised recreational activities
Cohen Mansfield 2007 1.08 04 88 111 018 T8 222% -0.03[0.08 0.02]
Cohen Mansfield 2012 1.03 0.04 83 1.05 007 36 F7.8% -0.02[-0.05, 0.01]
vah der Ploeg 2013 1 45 15 15 448 29 00% -080[237,237]) 4 *
Subtotal (95% Cly 193 143 100.0% -0.02 [-0.04, -0.00] L
Heterogeneity: Chi®= 0.24, df=2 (P=0.89), F=0%
Test for overall effect Z=1.97 (F = 0.058)
Total (95% CIy 193 143 100.0% -0.02 [-0.04, -0.00] |
Heterogeneity: Chi*= 0.24, df=2 (P=0.89); F=0% I_2 51 I 1! 2!
Test for overall eﬁec.t: Z=197(F= 0'05_) Favours intervention  Favours contral
Testfor subaroun differences: Mot applicable
Pleasure
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% CI
3.3.1 Personalised recreational activities
Cohen Mansfield 2007 1.65 0.49 89 1.28 0.34 T8 41.8% 0.37 [0.24, 0.50] ——
Cohen Mansfield 2012 1.27 0.28 89 1.04 006 36 6B.2% 0.23[0.17,0.29] L
Subtotal (95% CI) 178 114 100.0% 0.29[0.15, 0.42] e
Heterogeneity: Tau*=0.01; Chi*= 380, df=1 {P=0.048);, F=74%
Test for overall effect: 7= 418 (P = 0.0001)
Total (95% CI) 178 114 100.0% 0.29[0.15, 0.42] -
Heterogeneity, Tau®=0.01; Chi®= 380, df=1 (P=0.05), F=T4% f } 1 |
Testfor overall effect Z= 4.18 (P = 0.0001) i 05 0 o8 !
- : - Fawours cantral  Fawours intervention
Test for subaroup differences: Mot applicable
Interested affect
Intervention 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
3.4.1 Personalised recreational activities
Cohen Mansfield 2007 289 07 89 241 075 78 44.0% 0.66 [0.35, 0.497] ——
Cohen Mansfield 2012 3484 081 89 2492 083 36 35.5% 0.76[0.36,1.15] —
wan der Ploeg 2013 6.4 83 15 B 8.8 29 20.6% 0.04 [-0.58, 0.67] I
Subtotal (95% CI) 193 143 100.0% 0.57 [D.23, 0.90] e
Heterogeneity Tau®=004;, Chi*= 378, df=2(F=018); F=47%
Testfor averall effect: £= 3.31 (P = 0.0009)
Total {95% Cly 193 143 100.0% 0.57 [0.23, 0.90] e
Heterogeneity: Tau®=0.04, Chi*=3.78, di=2 (P=0.18), F= 47T% 5_2 51 B 1! 2!
Testfor overall Eﬁec_t =331 (= D'DD_DQ) Favours control - Favours intervention
Test for subdroup differences: Mot applicable
Care delivery interventions
CMAI
Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% Cl
Rapp 2013 46.24 1627 163 5638 1723 141 499% -1014 [13.93,-6.35] ——
Zwijsen 2014 g1 18 270 83 1723 127 a01% -2.00[-5.69, 1.65] ——
Total (95% CI) 433 268 100.0% -6.06 [-14.04, 1.92] ——e
Heterogeneity: Tau®= 29.50; Chi*=9.12, df=1 (P = 0.003); F= 89% f } t |
Testf lleffect Z=1.48 (P=0.14 20 10 0 10 20
estforoverall effect. Z=1.43 (F=0.14) Fawours intervention  Favaurs control
Aggressive behaviours
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% CI
Rapp 2013 11.75 432 163 1712 1107 141 48.8% -0.66 [-0.89, -0.42] ——
Zwijsen 2014 24 23 270 2.3 23 127 40.2% 0.04[-0.17,0.29]
Total (95% Cl) 433 268 100.0% -0.30[-0.99, 0.38]
Heterogeneity: Tau®=0.23; Chi®=19.13, df=1 (F = 0.0001); F=95% 5_2 51 b 15 25

Testfor overall effect £2=0.87 (F=0.38)
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Ginkgo biloba

NPI total score

Stunidy or Subgroup

Intenaention
Mean S0 Total

Comtrod
Mean SD Total Welght

Bian Difference
I, Ramidorm, $5% Cl

Mean Difference
I, Randbomm, 95% C1

.11 Gingko Biloba extract
Herschaft 2001 2 456 06 200 -214 653 102 249% -242[3.75-1.09) ——
Il 2011 -318 608 202 0 614 202 251% -318[4.37 -1.4649 ——
Mapryeyenka 2007 655 504 196 244 557 197 257% -BA9 10003, -7.45 =
Mikalowa 2013 =381 T34 196 -306 802 2 247%  -0.75[2.26,0.76 —
Sulstotal (25% 1) a4 BOZ 100.0%  .3.86[.7.62, -0010] e
Helerageneity Tau™=14.30; Chi*= 108.48, df= 3 (F < 0.00001); F=97%
Testfor owerall effect 2= 2.01 (F = 0.04)
Total (95% CI) 794 BOZ 100.0% -3.86[-7.62, -0.10] e
Helerogeneity, Tau™= 14.30; Chi®= 108.48, df= 3 (P = 0.00001); F= 97% 111 0 15 0 5 0
Testtor overall effect 2= 2.01 (P=0.04) Favours intervention  Favours canitnal
Test for subaroup differences; Mot applicable
NPI distress
Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl IV, Random, 95% Cl
6.2.1 Gingko Biloba extract
Herrschaft 2012 -245 4584 200 -0A5 389 202 249%  -1.80[274,-1.06 —a—
Ihl 2011 -9 343 202 037 343 202 253%  -1.51[218,-084)] &
Mapryeyenko 2007 -4.74 435 1498 0486 34 1497 281%  -5.30[6.07, -4.53] —
Mikalowa 2013 -2.22 46 198 162 4585 201 247%  -060[1.50,0.300 —&
Subtotal {95% Cl) 706 802 100.0% -2.33[-4.34,-0.33] e
Heterogeneity: Tau®= 4.02; Chi®= 78.06, df= 3 (F = 0.00001); "= 96%
Test far averall effect: Z=2.28 (P =002
Total {95% CIy 7o5 802 100.0% -2.33[-4.34,-0.33] .
Heterogeneity: Tau®= 4.02; Chi®= 78.06, df= 3 (P = 0.00001); F= 965% f t I
Test for overall effect Z= 2.28 (P = 0.02) -0 - v > 1
. ! Favours intervention  Fawvours control
Test for subaroup differences: Mot applicable
Activities of daily living
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
6.3.1 Gingko Biloba extract
Herrschaft 2012 -011 038 200 004 032 202 251% -0.44 064, -0.24] —&—
Ikl 2011 -015 029 202 001 032 202 251% -0.82 [F0.72,-0.32] —=
Mapryeyenka 2007 -1.86 27 198 08 244 197 248% -1.07 [-1.28,-0.86] ——
Mikalova 2013 -007 2158 1968 026 222 201 251% -0.15 [-0.35, 0.04] =T
Subtotal {95% CI) 796 802 100.0% -0.54 [-0.91, -0.18] -'.'-
Heterogeneity: Tau®= 0.13; Chi*= 40.23, df = 3 (P = 0.00001); F= 93%
Test for overall effect £2= 2,80 (P =0.004)
Total (95% CI) bl 802 100.0% -0.54 [-0.91, -0.18] i
Heterogeneity: Tau®=0.13; Chi*= 4023, df= 3 (P = 0.000013;, PF=93% 5_2 51 b 15 5
Testfor averall effec.t £=280(F= D'DD_‘U Favours intervention  Fawours contral
Test for subgroup differences: Mot applicable
Quality of life
Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
6.4.1 Gingko Biloba extract
Herrschaft 2012 347 908 200 1.5 857 202 424% 1.97[0.24,3.70] ——
Ihl 2011 338 848 202 136 BRI 202 AYE%  2.02[0.54, 340 —l—
Subtotal (95% Cl) 402 404 100.0% 2.00 [0.88, 3.12] L
Heterogeneity: Chif=0.00, df=1{P=097); F=0%
Test far averall effect: Z=3.49 (P = 0.0005)
Total {95% CIj 402 404 100.0% 2.00 [0.88, 3.12] 4
R _ _ E— | ) ; |
Heterageneity, Chi==0.00, df=1 {P=097), F=0% |_1 0 -5 b é 1D'

Test for overall effect: £=3.49 (F = 0.0005)
Test far subdroup differences: Mot applicahle
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Clinical global assessment

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% Cl IV, Random, 95% CI
6.5.1 Gingko Biloba extract
Herrschaft 2012 314 121 188 378 121 1883 250% -0.83[-0.73,-0.33] -
Ihl 2011 341 097 01 406 114 201 251% -0.61 [0.81,-0.41] -
Mapryeyenko 2007 -39 8261 193 411 808 197 248% -1.67 [-1.90,-1.44] -
Mikolova 2013 161 809 186 -023 T8 201 251% -017 037, 002 bl
Subtotal (95% Ch 703 707 100.0% -0.75 [-1.34, -0.15] -
Heterogeneity: Tau®= 0.36; Chi®=100.16, df= 3 (P = 0.000013; F= 97 %
Testfor averall effect: 2= 2.45 (P = 0.01)
Total {(95% CI 7O3 797 100.0% -0.75 [-1.34, -0.15] 4
Heterogeneity: Tau®= 0.36; Chi*= 10016, df= 3 (P = 0.00001); F=97% f t f t
Test for overall effect Z= 2.45 (P = 0.01) 4 a0 ! !
- : o Fawours intervention  Fawvours contral
Testfor subaroup differences: Mot apalicable
Cognition
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
6.6.1 Gingko Biloha extract
Herrschaft 2012 -224 347 200 -034 366 202 251% -0.53[-0.73,-0.33] -
Ihl 2011 -1.43 28 202 027 271 202 250% -0.62 [-0.82,-0.42] -
Mapryeyenka 2007 -318 231 188 134 238 147 248% -1.82 216, -1.68] -
Mikolova 2013 -221 364 196 <203 402 2 251% -0.05 [-0.24, 0145 -
Subtotal (95% Cl) 706 802 100.0% -0.78[-1.50, -0.05] <l
Heterogeneity: Tau®= 0.54; Chi®=146.41, df= 3 (P = 0.00001); F= 98%
Test far overall effect Z= 210 (F = 0.04)
Total {95% CIy 706 802 100.0% -0.78 [-1.50, -0.05] -
Heterogeneity: Tav®=0.594; Chi*=146.41, df= 3 (P = 0.000013; F= 98% 5_4 52 g é
Testfor overall eﬁec.t: £=210(= D'M_) Favours intervention  Favours contral
Testfar subaroup differences: Mot applicable
Pharmacological management of agitation, aggression and apathy
Mood stabilisers versus placebo
CMAI
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% CI
1.1.1 Valproate/divalproex
Herrmann 2007 10.38 16.74 14 5 17.44 13 8.5% 538[7.53,18.29]
Forsteinssan 2001 BT.F 233 28 6389 2249 28 9.5% -2.20[-14.30,9.50]
Profenno 2005 182 253 12 -1 z 12 50.6% 282097, 467 ——
Tariot 2005 -6F 146 T2 -345 144 ¥5 O 314%  -3.20[8.07, 167 —
Subtotal (95% CI) 126 128 100.0% 0.67 [-3.42, 1.77] -*-—
Heterogeneity: Tau®= 7.75, Chi*=5.85, df= 3 (F=012); F= 49%
Test for averall effect: Z=0.32 (P=0.75)
Total (95% Cly 126 128 100.0% 0.67 [-3.42, 1.77] -?-
Heterogeneity: Tau®= 7.75; Chi*= 5.86, df= 3 (P=0.12); F= 43% _150 5 D 5 150
Testfor overall eﬁ'ec.t: Z=032(P= D'?S_) Favours mood stahilisers  Fawours placeho
Test for subgroup differences: Mot applicable
NPI/BPRS agitation/aggression subscale
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
1.3.1 Valproate.divalproex
Herrrmann 2007 143 387 14 -208 405 13 37 T™% 0.86 [0.07,1.65] . B
Tariot 2005 208 31 72172 34 T3OG23% 012021, 0.44]
Subtotal {95% CI) 86 86 100.0% 0.40 [-0.31, 1.10]

Heterogeneity: Tau®= 018, Chi*=2.89 di=1 {F = 0.09);, F= 65%
Testfor overall effect Z=110{F=0.27)

Total {95% Cl} 86 86 100.0%
Heterogeneity, Tau®= 018, Chi*=2.89, df=1 (P = 0.09), F= 65%
Testfor overall effect Z=110(F = 0.27)

Testfor subgroup differences: Mot applicable
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NPI total score

Experimental Control

Mean Difference

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.2.1 Valproate/divalproe:
Herrmann 2007 125 1838 14 577 1852 13 1.8% B.73[7.20, 20.66] *
Prafenna 2005 18 258 16 -1 2 B 98.2%  2.80(0.92, 458 t
Subtotal {95% Cl) 30 21 100.0%  2.87[1.01, 4.73]
Heterogeneity: Chi®=0.30, df=1 {P =058, F=0%
Testfor overall effect £= 3.03 (P =0.002)
Total {95% CI) 30 21 100.0%  2.87 [1.01, 4.73] .
Heterogeneity: Chi#= 0,30, df= 1 (P = 0.583; F= 0% 1_20 -1=D ; 1=D 201
Testfor overall eﬁec.tZ: 303 (P= D'DD_E) Fawours mood stakilisers  Favours placeho
Test for subaroup differences: Mot apnlicable
BPRS total score
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
1.5.1 Valproate/divalproex
Farsteinsson 2001 -6.19 8.2 28 -549 BA 28 330% -0.29[-4.18, 3.61]
Tariot 2005 -419 4.3 72 -513 4941 75 B6E% 094 [2.04 357
Subtotal (95% CI) oo 103 89.6% 0.49[-1.88,2.85]
Heterogeneity: Chi®=0.24, df=1 (P = 0.62); F= 0%
Testfor overall effect: 7= 0.40 {F = 0.63)
1.5.2 Carbamezepine
Olin 2001 -4 74 9 42 B2 12 104% 0.20[-6.74, 7.14]
Subtotal (95% CI) 9 12 104% 0.20[-6.74,7.14] e —
Heterogeneity; Mot applicable
Test for overall effect Z=0.06 (P = 0.95)
Total (95% CI) 109 115 100.0% 0.46[-1.78,2.70] -?-—
Heterogeneity: Chi*= 0.25, df= 2 (P = 0.88); F= 0% f ! 1 ! |
Testf Il effect 7= 0.40 (P = 0.63 10 -5 u 5 1o
estioroverall e ec.. =0.404 s ) Fawours mood stabilisers  Favours placebo
Testfor subaroup differences: Chif=0.01, df=1 (P =0584), F=0%
MMSE
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% Cl I, Fixed, 95% CI
1.4.1 Valproate/divalproex
Herrmann 2007 -017 8.3 12 -0.23 4N 13 43% 006368, 3.80
Parsteinsson 2001 52 69 28 51 62 28 51%  010[-3.34,3.54]
Prafenno 2005 -1.71 3.44 12 123 245 12 101% -2.84[-5.37,-0.81] e —
Tariot 2005 085 24T 72 044 32 75 T03% -0.98[1.91,-0.07) -
Subtotal (95% CI) 124 128 89.7% -1.10[-1.91, -0.28] -
Heterogeneity: Chi®= 310, df= 3 (P = 0.38), F= 3%
Testfar averall effect: Z= 2.64 (P = 0.008)
1.4.2 Carbamezepine
Olin 2001 -0 27 9 -08 249 12 103%  0.40[-2.01,2.81] -1
Subtotal (95% CI) 9 12 10.3% 0.40[-2.01,2.81] —eanliiii—
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.33 (F=0.74)
Total (95% CI) 133 140 100.0% -0.94 [-1.72, -0.17] <
Heterogeneity: Chif=4.43, df=4 (P=0.35); F=10% =-1I:| 55 3 f 1U=
Testfor overall effec.t: Z=240 (P:_ 0.02) Favours placebo Favours mood stabilisers
Testfor subgroup differences: Chif=1.33, df=1 (P = 0.25), F= 25.0%

© NICE 2018. All rights reserved. See Notice of rights


https://www.nice.org.uk/terms-and-conditions

PSMS score

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fized, 95% CI
1.6.1 Valproate/divalproex
Porsteinsson 2001 04 26 28 -02 22 28 11.1% 0.60 [-0.6E, 1.86]
Profenno 2005 0.39 083 12 055 012 12 B2E6% -0.16[-0.68, 0.37] ——
Tariot 2005 1.03 34 72 o 27 A 17.2% 1.03[0.02, 2.04] >
Subtotal {95% CI) 112 115 90.8% 0.16[-0.28, 0.60] —eaui——
Heterogeneity: Chi*= 470, df=2{P=010), F= 47%
Testfor overall effect: Z=0.70(F =0.48)
1.6.2 Carbamezepine
Olin 2001 -05 16 9 -0B 18 12 9.2% 0.10[-1.28,1.48]
Subtotal (95% CI) 9 12 09.2% 0.10[-1.28, 1.48] e —
Heterogeneity: Mot applicable
Testfor overall effect: Z2=0.14 (P = 0.89)
Total {95% Cly 121 127 100.0% 0.15[-0.27,0.57] -?—

Heterogeneity: Chi*= 470, df= 3 (P=018); F= 36%

-

o - 2 0 1 2
Testfor overall Eﬁec_t' Z=0.71(P - 0.48) Favours moaod stabilisers Favours placeba
Testfor subgroup differences: Chif=0.01, df=1 (P =094}, F= 0%
Any adverse events
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fized, 95% Cl M-H, Fixed, 95% C|
1.7.1 Valproate/divalproex
Herrrmann 2007 12 14 a 13 48.0% 1.39[0.86, 2.28] —|
Parsteinsson 2001 18 28 q 28 820% 211 116, 3.83] ——
Subtotal (95% Cli 42 41 100.0% 1.7 [1.19, 2.67] -
Total events N 17
Heterogeneity: Chi®=1.29, df=1 (P =0.26); F= 21%
Test for overall effect: £=2.82 (P=0.005)
Total {95% Ch 42 41 100.0% 1.77 [1.19, 2.62] -
Total events N 17
e - - — R = I J 1 1 1 ]
?eti;ogenemtl.l C;I ;12392 SE—QEPD—DDD.SEE), 7= 22% na o o' 1 i 0
estioroverall EC_' =282(P=10 ; ) Favours mood stahiliser Fawours placehn
Testfor subgroup differences: Mot applicahle
Cholinesterase inhibitors versus placebo
NPI
AChEls Placebo 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 Donepezil
Holmes 2004 -39 18487 41 33 1024 55 39.8% -G.20[11.68 -0.72] —
Howeard 2007 386 1773 104 378 17758 97 42.4% -0.22 513, 4.65] :
Subtotal (95% CI) 145 152 822% -3.08 [-B.94, 2.77]
Heterogensity Tau*= 10.84; Chi*= 2.54, df=1 (P= 011} F=61%
Test for averall effect: Z=1.03 (P = 0.30)
2.2.2 Rivastigmine
Mahlberg 2007 234 g 10 373 1841 10 17.8% -13.40[28.67,-1.13] e
Subtotal (95% CI) 10 10 17.8% -13.40[-25.67,-1.13] —eegli——
Heterageneity: Mot applicahle
Testfar overall effect Z=214 (P=003)
Total (95% Ch 155 162 100.0%  -4.95[-11.19, 1.29] i
Heterogeneity: Taur= 17,67, Chi®= 513, df = 2 (P = 0.08); F=B1% —EID _150 7 150 250

Testfaroverall effect: Z=1.55 (P =0.12)

Testfor subgroup differences: Chif= 221, df=1 (F=014), F=54 8%
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H.11 Supporting informal carers

H.11.1

H.11.1.1

Supporting informal carers of people living with dementia
e How effective are carers’ assessments in identifying the needs of informal carers of

people living with dementia?

¢ What interventions/services are most effective for supporting the wellbeing of informal
carers of people living with dementia?

Psychoeducational interventions

Carer burden

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
1.1.1 Group
Hebert 2003 0.07 14.84 B0 1.23 16.55 56 3.5% -0.07 [-0.44,0.29]
Hepburn 2004 1.33 123975844 120 291 14115123 91 56.3% -0.12 [-0.39,0.15]
Subtotal (95% Cl) 180 147  B7.8% -0.10 [-0.32, 0.12]
Heterogeneity: Chi*=0.04, df=1 (P=084) F=0%
Testfor overall effect £2=0.92 (F = 0.36)
1.1.2 Technology-based
Hattink 20145 2.43 0.98 21 28 0.96 25 12.2% -0.38 [-0.96, 0.21] — 1
Subtotal (95% CI) 21 25 12.2% -0.38 [-0.96, 0.21] i
Heterogeneity: Mot applicahle
Testfor overall effect Z2=1.26 (F=0.21)
Total (95% CI) 201 172 100.0% -0.14 [-0.34, 0.07] <
Heterogeneity, Chi*= 0.77, df= 2 (P = 0.68); F= 0% i_2 i1 p 1i
Testfor overall effiect Z=1.31 (F=0.159) Favours intervention  Fawaurs cantral
Testfor subgroup differences: Chif= 073, df=1 (P=039), F=0%

Carer depression

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Random, 95% CI I/, Random, 95% CI
1.2.1 Group
Kurz 2010 -0.4 7E 115 -0 7106 46.0% -0.11 [F0.37, 0.18]
Subtotal (95% CI) 115 106 46.0% -0.11 [-0.37, 0.16]
Heterogeneity: Mot applicable
Testfor overall effect Z2=0.81 (F=0.42)
1.2.2 Technology-based
Brennan 1995 189 11 47 187 105 49 30.9% 030 F011, 0.70] T
Subtotal (95% Cl) 47 49 30.9% 0.30[-0.11, 0.70] <
Heterogeneity: Mot applicahle
Testfor overall effect Z2=144 (F=0.15)
1.2.3 Telephone
Au 20145 12.64 85650394 30 1497 9.0881846 300 23.0% -0.26 [-0.77, 0.25] .
Subtotal (95% CI) 30 23.0% -0.26 [-D.77, 0.25] —~
Heterogeneity, Mot applicahle
Testfor averall effect Z=1.00(P=0.32)
Total (95% CI) 192 185 100.0% -0.02 [-0.31, 0.28] -?'
Heterogeneity: Tau®= 0.03; Chi*= 32.64, df= 2 (P = 0.16); F= 45% i_2 i1 p 1i
Testfor overall effect Z=0.12 (F = 0.90) Favours intervention  Fawaurs cantral
Testfor subgroup differences: Chi*f= 364, df=2 (P =016, F=451%

Carer anxiety

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fized, 95% CI I, Fixed, 95% CI1
1.3.1 Group
Hehert 2003 -1.27 16.47 60 -1.64 14.49 56 51.1% 0.02[-0.34,0.39]
Hephurn 2005 074 11583165 91 273 9404164 40 48.9% -0.18 F0.55,0.19]
Subtotal (95% Cly 96 100.0% -0.08 [-D.34, 0.18]
Heterogeneity: Chi®= 099, df=1 (P=0.44), F= 0%
Test for overall effect Z= 0.57 (P = 0.47)
Total (95% CI) 151 96 100.0% -0.08 [-D.34, 0.18]
Heterogeneity: Chi*= 0,89, df=1 (P = 0.44% P= 0% 5_2 i] 5 15

Test for overall effect Z= 057 (F=0.57)
Test for subgroup differences: Mot applicable
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Carer stress

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% C1 I, Fized, 95% Cl
1.4.1 Group
Dione 2001 -0.3 4 26 o349 15 A5.4% -0.07 [-0.71, 0.56]
Subtotal (95% CI) 26 15 55.5% -0.07 [-0.71, 0.56]
Heterogeneity: Mot applicable
Testfor averall effect Z=023 (P=08%
1.4.2 Individual
Stirling 2012 2341 18 313 27 16 44.5% -0.35[-1.06, 0.36] —
Subtotal (95% CI) 15 16 44.5% -0.35 [-1.06, 0.36] e —
Heterogeneity: Mot applicable
Testfor overall effect 7= 087 (P=0.33)
Total {(95% Clh M 31 100.0% -0.20 [-0.67, 0.28] *

Heterogeneity: Chif=0.33, df=1{F=0587), F=0%

Testfor overall effect 2= 082 (P=0.41)

Testfor subaroup differences: Chi®= 033, df=1 (P =0.57), F= 0%

Carer self-efficacy

-2

: T T
-1 0 1
Fawours intervention  Favours control

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fized, 95% CI IV, Fixed, 95% CI
1.6.1 Group
Hehert 2003 3.08 2071 G0 -0.06 21.73 56 35.1% 015022, 081] 7
Subtotal (95% Cl) 60 h6  35.1% 0.15[-0.22, 0.51] -
Heterogeneity: Mot applicable
Testfor averall effect Z=079 (P =043}
1.6.2 Individual
Gitlin 2001 084 024 93 oe 027 T8 A1.4% 016014, 0.46] ——
Subtotal {95% Cl) 93 78 51.4% 0.16 [-0.14, 0.46] e
Heterogeneity: Mot applicable
Testfor averall effect: Z=1.02 (P =031}
1.6.3 Technology-based
Hattink 2015 467 1.06 21 404 149 25 13.5% 0.47[-012,1.08] 0
Subtotal (95% Cl) 21 25 13.5% 0.47 [-0.12, 1.06] e
Heterogeneity: Mot applicable
Testfor overall effect Z=1.57 (F=012)
Total (95% CIy 174 159 100.0% 0.20[-0.02, 0.41] -
Heterngeneity Chif= 0.98, df= 2 (P = 0.61); F= 0% 5 51 ] 15
Testfor overall effec_t: Z=1.78 (P:_ 0.08) Favours contral  Fawours intervention
Testfor subgroup differences: Chi*=0.98, df=2 (P = 0.61), F= 0%
RMBPC-severity

Favours intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD  Total Mean SD Total Weight N, Random, 95% Cl I, Random, 95% CI
1.8.1 Group
Hebert 2003 -0.07 0.41 60 012 0.1 56 48.9% -0.41 [-0.78,-0.04] —i—
Subtotal {95% Cl) 60 56 48.9% -0.41[-0.78, -0.04] -
Heterogeneity: Mot applicable
Testfor overall effect Z= 2,18 (P = 0.03)
1.8.2 Indmidual
Gitlin 2001 17.2 773 93 1443 982 78 O511% 0.32[0.01, 062 —
Subtotal {95% Cl) 93 78 51.1% 0.32[0.01, 0.62] o
Heterogeneity: Mot applicahle
Testfor overall effect: £=2.04 (P = 0.04)
Total {95% CI) 153 134 100.0% -0.04 [-0.75, 0.67] -*—
Heterogeneity: Tau?=0.23; Chi*= 8.88, df=1 (P = 0.003): F= 89% 5_2 51 5 15

Testfor overall effect: Z=0.11 (P = 0.81)

Testfor subgroup differences: Chi*= 8.88, df=1 (P=0.003}, F=88.7%
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H.11.1.2

RMBPC-reaction

Favours intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
1.9.1 Group
Hebert 2003 -0.28 0.54 BO -01 0B 86 40.3% -0.31 [-0.68, 0.08] — &
Subtotal (95% CIy 60 56 40.3% -0.31 [-0.68, 0.06] ~l-
Heterogeneity: Mot applicahle
Testfor averall effect Z=1.66 (P =010)
1.9.2 Individual
Gitlin 2001 043 0.21 92 045 0.29 TEOB9T% -0.07 037, 0.23] 1
Subtotal (95% Cly 03 78 50.7% -0.07 [-0.37,0.23]
Heterageneity: Mot applicable
Testfor overall effect Z= 043 (P = 0.67)
Total (95% Cl) 153 134 100.0% -0,16 [-0.40, 0.07] -
Heterogeneity: Chi®=1.03, df=1 (P = 0.313; F= 2% I_2 1 i 1
Testfor averall eﬁec.t: =139 (P:_ 0.18) Favours intersention  Favours contral
Testfor suboroup differences: Chif=1.03, df=1 (P =031, F=25%
Skills training
Carer burden
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI IV, Fixed, 95% CI
2.1.1 Group
Hepburn 2001 3.874 12,403 60 9.446 5575 34 245% -0.53 [-0.96,-0.10] L
Zarit1982 -1.06 29.269862 11 -4.69 17142686 10 B1% 014 F0.71,1.00] e
Subtotal (95% Cly 1 44 30.6% -0.39[-0.78, -0.01] -~
Heterogeneity: Chi*=1.88, df=1 {P=017), F= 47%
Testfor overall effect: £=2.02 (P =0.04)
2.1.2 Individual
Harvath 2013 5.95 317 B0 696 3.86 48 308% -0.29 [-0.67, 0.09] —
Martin-Carragco 2009 -3.48 9.49 44 016 9.7 | 234% -0.37 [0.81, 0.06] — =
Subtotal (95% Cly 104 86 54.2%  -0.32[-0.61,-0.04] -
Heterogeneity: Chi*= 008, df=1(P=077)F=0%
Testfor overall effect 2= 2.21 (P =0.03)
2.1.3 Technology-based
Liddle 2012 -1.47 94757234 13 2149 9.29 16 8.2% -0.39 [1.12,0.35] —_—
Subtotal (95% Cly 13 16  8.2% -0.39[-1.12,0.35] —eti——
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.02 (P =031}
2.1.4 Telephone
Davis 2004 1] T8 10 a1 12 16 7.0% -0.46 [-1.27,0.34] — T
Subtotal (95% Cly 10 16 7.0% -0.46 [-1.27, 0.34] ——ea———
Heterogeneity: Mot applicable
Testfor overall effect: £=1.14 (P = 0.26)
Total (95% CI) 198 162 100.0% -0.36 [-0.57, -0.15] -
Heterogeneity: Chi®= 213, df= 5 (P = 0.83% F= 0% 5_2 51 ) 15

Testfor overall effect: 2= 3.33 (P = 0.0009)
Testfor subaroup differences: Chi®= 016, df= 3 (P=098, F=0%
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Carer depression

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% C|
2.2.1 Group
Gonzalez 2014 -1.26 B.8950042 a0 0.34 858950042 82 22.0% -018 [-0.87,0.21] —
Hephurn 2001 11.99 T.BT [<1n] 16.09 913 34 18.3% -0.49 [-0.92,-0.07] —
Qken 2010 -7 91016482 1" 1.6 75544689 10 45% -0.38 [1.24,0.49] — 1
Zarit 1982 .94 9877444 11 0.78 10.357162 10 4.4% 0.49 [-0.38, 1.36] T
Subtotal (95% CI) 132 106 49.2% -0.25[-0.51, 0.01] e
Heterogeneity: Chi*= 424, df=3 (P=0.24), F=29%
Testfar overall effect Z=1.91 (P = 0.08)
2.2.2 Individual
Burgio 2003 11.9507 9.866 a7 1362049 11.63458 61 25.5% -018 081, 0.21] — T
Losada 2004 1.65 97 27 a8 6.4 4 2.9% -0.74 [-1.81, 0.33]
Quayhagen 2000 0.46 0.54 249 0.2 0.39 15 8.3% 052 [012,1.15] T
Subtotal (95% CI) 113 80 36.7% -0.05 [-0.35, 0.25] -
Heterageneity: Chi®= 4,98, df=2 {P=0.08);, F=60%
Test for overall effect Z=032{P=0.75)
2.2.3 Technology-based
Chang 1999 -0.08 0.71 34 0 04 3 141% -0.10 059, 0.39] e —
Subtotal (95% CI) 34 3 141% -0.10[-0.59, 0.39] —auii-—
Heterageneity: Mot applicable
Test for overall effect: 2= 039 (P = 0.69)
Total {95% CI) 279 217 100.0% -0.16 [-0.34, 0.03] e
Heterogeneity, Chi*=10.31,df=7 (P=017), F=32% 5_2 51 b 15
Testfor overall eﬁec.t: Z=188(F =_ 0.09 Favours intervention  Favours contral
Testfar subaraup differences: Chi*=1.09, df=2 (P =0.58), F=0%

Carer anxiety

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Rand 05% CI IV, Rand 05% Cl
2.3.1 Group
Gonzalez 2014 -3.73 12091786 a0 4.37 12.091786 82 274% -0.66 [-1.06,-0.27] —
Subtotal (95% Cl) a0 52 274% -0.66 [-1.06, -0.27] ~al
Heterogeneity: Mot applicable
Testfor averall effect: 2= 3.26 (P =0.001)
2.3.2 Technology-based
Chang 1995 -0.03 062 34 0.0z 0.86 M 24.3% -0.07 [-0.55, 0.42] — .
Subtotal (95% Cl) 3 3 24.3% -0.07 [-0.55, 0.42] —ai—
Heterogeneity: Mot applicable
Testfor overall effect: Z=0.27 (P=0.79)
2.3.3 Individual
Burgio 2003 18.49123 7132 57 2119607 7.790508 61 28.7% -0.36 [0.72, 0.00] —
Quavhagen 2000 0.56 0538516 28 0.34 0387298 15 19.6% 0.44[-0.15,1.07] 1
Subtotal (95% Cl) 86 76 48.3% -0.00[-0.78, 0.77] ——ea——
Heterogeneity: Tau®= 025, Chi*= 4 60, df=1 (P =0.03), F=78%
Testfor overall effect: Z=0.01 (P = 0.99)
Total (95% Cly 170 159 100.0% -0.22 [-0.62, 0.19] *
Heterogeneity: Tau®=0.11; Chi®= 9.45, df= 3 (P = 0.02); F= 68% 5_2 51 p 15
Testfor overall eﬁec.t: Z=1.04 (p:. 0.3m Favours intervention  Favours cantral
Testfor subgroup differences: Chi*=4.44, df=2 (P =011}, F=55.0%

Carer stress

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI1
2.4.1 Group
Oken 2010 1.9 B.7815927 11 047 4803124 10 34.8% 0.23[-0.63,1.09] t
Subtotal (95% Cly 1" 10 34.8% 0.23 [-0.63, 1.09]
Heterogeneity: Mot applicahle
Test for overall effect: £=0.43 (F = 0.60)
2.4.2 Individual
Quayhagen 2000 1434 9693297 29 1927 18.20302 15 B5.2% -0.37 [1.00, 0.26) ——
Subtotal (95% Cly 29 15 65.2% -0.37 [-1.00, 0.26] ~—e
Heterogeneity: Mot applicahle
Test for overall effect =115 (F=0.29)
Total (95% Cly 40 25 100.0% -0.16 [-0.67, 0.35]

Heterogeneity: Chi®=1.22, df=1{P=027), F=18%
Test for overall effect: 7= 0.61 (P = 0.54)
Test far subaroup diffierences: Chif=1.22, df=1 (P=027, F=17.9%
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Carer self-efficacy

Intervention Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fized, 95% Cl
2.6.1 Group
Oken 2010 0.2 50477718 11 1.2 8.1 1m 111% -0.19[1.05, 0.67]
Subtotal (95% Cly 1 10 11.1% -0.19 [-1.05, 0.67]
Heterogeneity: Mot applicable
Test for overall effect Z=0.43 (P = 0.67)
2.6.2 Individual
Horeath 2013 1,350.3 19718 60 1,305.65 203.36 48 56.2% 0.22[-0.16, 0.60] ——
Subtotal (95% CI) 60 48 56.2% 0.22 [-0.16, 0.60] B
Heterogeneity: Mot applicable
Test for averall effect Z=1.14 (P = 0.25)
2.6.3 Technology-based
Chang 1999 384 B.77 32 0.5 8.32 MO3ETHR 0.40[0.10, 050 I
Subtotal (5% Cl) 32 3 327 0.40[-0.10, 0.90] e
Heterogeneity: Mot applicable
Test for overall effect Z=1.56 (F=0.12)
Total (95% CI) 103 89 100.0% 0.23 [-0.05, 0.52] e
Heterogeneity: Chi#=1.34, df= 2 (P=0.51); F= 0% 5_2 51 7 1‘
Testfor overall effec.t Z=1.80 (Pz_ 0 Favours control  Favours intervention
Test for subgroup differences: Chif=1.34, df=2 (P=051, F=0%

RMBPC-severity

Intervention Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
2.8.1 Group
Gonzalez 2014 0 0620967 a0 0.28 0620967 52 30.8% -0.45[-0.84,-0.08] —
Hephurn 2001 6.4818 5442 60 6.807 4393 34 269% -0.06 [-0.48, 0.36] —
Subtotal (95% Cl) 110 86 57.8% -0.27 [-0.55, 0.02] -
Heterogeneity: Chi®=1.77, df=1{F=018), F=44%
Test for overall effect £=1.81 (F=0.07)
2.8.2 Individual
Eurgio 2003 9.722 4852917 50 9.5891064 3.694 47 301% -0.04 [-0.44, 0.36]
Quavhagen 2000 21.97 1453994 29 2587 2091411 15 12.2% -0.23 [0.85, 0.40] %
Subtotal (95% Cl 7o 62 42.2% -0.09 [-0.43, 0.24]
Heterogeneity: Chi®=0.25, df=1 (P =062), F=0%
Test for overall effect Z=0.54 (P =0.549)
Total (95% Cly 189 148 100.0% -0.19 [-0.41, 0.03] -
Heterogeneity: Chif= 2,60, df= 3 (P = 0.46); F= 0% 5_2 _51 5 15
Testfor overall effect: 2=1.73 (P = 0.08) Favours intervention  Favours control
Test for subaroup differences: Chi®= 058, df=1 (P = 0.44), F=0%

RMBPC-reaction

Intervention Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Rand 05% CI IV, Rand 05% Cl
2.9.1 Group
Hephurn 2001 4148 4.358 1] a.749 4 366 34 40.9% -0.37 [-0.80, 0.05] ——
Oken 2010 -6.5 Y96161323 11 1.6 23650159 10 159% -0.44 [1.31,0.43] S
Subtotal (95% Cl) 71 44 56.8% -0.39[-0.77, -0.00] il
Heterogeneity: Tau®=0.00; Chi*=0.02, df=1 {P=088), F=0%
Testfor overall effect: £=1.98 (P = 0.05)
2.9.2 Individual
Burgio 2003 1.403061 09553149 49 1271914  0.960889 47 432% 0.14 [-0.26, 0.54] —
Subtotal (95% Cl) 47 43.2% 0.14 [-0.26, 0.54] -
Heterogeneity: Mot applicable
Testfor overall effect: £=0.66 (P =0.51)
Total (95% Cly 120 91 100.0% -0.16 [-0.55, 0.22] *
Heterogeneity: Tau®= 0.05; Chi®= 3.44, df= 2 (P = 0.18); F= 42% 5_2 51 p 15

Testfor overall effect: Z=0.83 (P =0.41)
Testfor subgroup differences: Chi*=3.42, df=1 (P = 0.06), F=70.8%
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H.11.1.3 Psychoeducation and skills training

Carer burden

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Rand: 05% Cl
3.1.1 Individual
Belle 2006 17 3 96 17.7 9.6 86 13.9% -0.08 F0.37,0.21] I
Bourgenis 2002 63.2 19.8 18 78 19.8 15 55% -0.73 F1.44,-0.02]
Gavrilova 2009 -26 T 25 28 T 28 TT% -0.69 [1.25,-0.13] —
Guerra 2011 -36 46 27 0.3 24 29 ThE% -1.01 F1.57,-0.45] e —
Subtotal (95% Cl) 166 158 34.7% -0.58 [-1.07, -0.10] ~ai—

Heterogeneity: Tau®=017; Chi®=11.08, df=3 (P=0.01); F=73%
Testfor averall effect 2= 235 (P =002

3.1.2 Group

De Rotrou 2011 0.07 14383765 55 222 16980221 56 11.6% -014 F0.51,0.24] .
Ostwald 1999 54.13 11.25 50 59.81 1523 30 96% -0.44 [-0.89, 0.02] |
Subtotal (95% Cl) 105 86 21.2% -0.26 [-0.54, 0.03] B

Heterogeneity: Tau®=0.00; Chi*=1.00, df=1 (F=0.32); F=0%
Testfor averall effect Z=1.73 (P =0.08)

3.1.3 Technology-based

Begucharmp 2005 -1.4 1333 180 1 1388 149 158% -0.18 040, 0.08] —T
Cristancho-Lacroix 20145 0.3 6.6 25 -1.48 6.1 24 T.6% 0.28[-0.28,0.84] T
Subtotal (95% Cl) 175 173 23.3% -0.02 [-0.44, 0.39] ~all
Heterogeneity: Tau®=0.05; Chi*= 215 df=1{P=0.14); F=53%

Testfor averall effect Z= 011 (P =0.91)

3.1.4 Telephone

Tremont 2008 -8.69 17.384341 16 206 11517035 17 56% -0.72 [1.42,-0.01] —

Tremont 2015 -266 14163432 133 -1.65 14292862 117 151% -0.07 [[0.32,0.18] T
Subtotal (95% CI) 149 134 20.7% -0.30[-0.91, 0.30] —aal—
Heterogeneity: Tau®=0.13; Chi*= 2.85, df=1 (P = 0.04); F=65%

Testfor overall effect Z= 098 (P=0.33)

Total {(95% Cl) 595 551 100.0% -0.30 [-0.49, -0.10] S
Heterogeneity: Tau®= 0.05; Chi®= 20.76, df=9 (P=0.01); F=57% 5_2 _51 D 15

Testfor averall effect 2= 285 (P =0.003)

) . Favours intervention  Favours contral
Test for subgroup differences: Chi*=2.93, df= 3 (P=0400, F=0%

Carer depression

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% C|
3.2.1 Group
De Rotrou 2011 -047  7.GBOGETY 56 1.24 9.8034076 57 5T7% -016[0.53,0.21] 1
Mittelman 2008 -0.38 1.086467 73 0 1.086467 TTOTE% -0.35 [-0.67,-0.03] —
Ostwald 1999 12.56 782 51 16.22 9.22 30 38% -0.43 [-0.89, 0.02] —
Subtotal (95% CIy 185 164  17.2% -0.30[-0.52, -0.09] -

Heterogeneity: Chi®= 098, df=2 (F=061), F=0%
Testfar overall effect: 2= 2.80 (P = 0.005)

3.2.2 Individual

Belle 2006 78 5.2 96 9.1 4 a6 8.2% -0.23[-0.52, 0.0€] T
Bourgenis 2002 16.6 1.2 20 1586 73 19 20% 010043, 0.73] —
Burns 2003 1.6 9.6 s 161 122 3 3T% -0.41 [-0.86, 0.04] EE——
Joling 2012 1.41 8.0952 a1 29 6.9496 a6 B.4% -019[-0.49,012] T
Judge 2013 -0.72 33740332 59 008 3141194 59 59% -0.24 [-0.60,012] T
Livingston 2013 1.1 3.9038443 150 1.8 34 76 101% -018[-0.46,010] T
Subtotal (95% CI) 444 362 39.4% -0.21[-0.35, -0.07] <&

Heterogeneity: Chi®=1.78, df=5(P=0.88), F=0%
Testfar overall effect: 2= 2.91 (P =0.004)

3.2.3 Technology-based

Beauchamp 2005 -1.4 1333 140 1 1398 148 151% -0.18 [-0.40, 0.04] T

Elom 20145 -2.35 821 149 034 T.A81 96 11.7% -0.34 [F0.60,-0.08] I
Cristancho-Lacroix 20145 0.3 4.6 25 -0 2.7 24 2.5% 0.10 [-0.46, 0.66] T
Subtotal (95% Cl) 324 260 203% -0.22 [-0.38, -0.05] L 2
Heterogeneity: Chi®= 223, df=2 (P=033),F=10%

Test for overall effect: 2= 2 60 {P = 0.0049)

3.2.4 Telephone

Tremont 2008 -0.56 546478598 16 1.88 6.887358 17 1.6% -0.38 [1.07,0.31] I —
Tremaont 2015 -2.89 10111795 133 043 10081488 117 125% -0.33 [F0.58,-0.08] —
Subtotal (95% Cl) 149 134 141% -0.33 [-0.57, -0.10] <
Heterogeneity: Chi®=0.02, df=1 (P=0.89), F=0%

Testfar overall effect: 2= 2.78 (P = 0.005)

Total {95% CI) 1102 929 100.0% -0.25[-0.33, -0.16] L 3
Heterogeneity: Chif= 6.22, df=13 (P = 0.94); F= 0% 5_2 51 ; 15

Testfor overall effect 2= 5.44 (P = 0.00001)

) ; Favours intervention  Favours contral
Testfor subaroup differences: Chi*=1.22, df=3(P=075 F=0%
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Carer anxiety

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% Cl
3.3.1 Individual
Bourgeois 2002 382 14.6 20 394 103 19 37% -0.09 [-0.72,0.54] —
Joling 2012 -0.09 3676189 96 046 36YE189 96 18.3% -015[-0.43,0.13] — T
Judge 2013 -1.35 54090572 89 012 54792791 89 11.2% -0.27 [-0.63, 0.09] -
Livingston 2013 37 4303487 132 49 42508823 64 16.4% -0.28 [-0.58, 0.02] -
Subtotal (95% CI) 307 238 19.6% -0.21[-0.39, -0.04] -
Heterogeneity: Chi*=0.61, df= 3 (P=089); F=0%
Testfor overall effect 2= 244 (F=10.01)
3.3.2 Technology-based
Beauchamp 2005 -0.4 625 180 049 701 149 284% -0.27 F0.50,-0.04] ——
Blom 2014 -1.69 326 1489 -047 a4 96 22.0% -0.37 FO.62,-0.11] —
Subtotal (95% CI) 200 245 50.4% -0.31[-0.48, -0.14] <
Heterogeneity: Chi®=0.30, df=1 (P =089} F= 0%
Testfor overall effect 2= 398 (F=0.0003)
Total (94% CI) 606 483 100.0% -0.26 [-0.39, -0.14] L 2
Heterogeneity: Chi*=1.83, df= 8 (P = 0.91); F= 0% 5_2 51 p 15
Testfor averall eﬁec.t: Z=436(F ‘ 0.0001) Favours intervention  Favours contral
Test for subgroup differences: Chi*= 062, df=1 (F=043), F= 0%

Carer stress
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
3.4.1 Individual
Bourgeois 2002 6.7 3T 149 6.6 28 14 5.9% 0.03 [-0.61, 0.67] T
Makili 2004 0.7 10.72007 17 21 1266412 22 6.0% -012 [-0.75,0.52] -1
Subtotal (95% Cl) 36 41 11.9% -0.04 [-0.49, 0.41] -*-
Heterogeneity: Chi*=0.10, df=1 (P =0.78); F=0%
Testfor overall effect Z= 019 (F=0.85)
3.4.2 Group
Senanarong 2004 -2.71 55961326 25 008 60438977 25 T.6% -0.47 [-1.03, 0.04] I
Ulstein 2007 -1.210.03949 ar 0 10035449 84 267% -012[-0.42,018] — T
Subtotal (95% Cl) 112 109 34.3% -0.200[-0.46, 0.07] e
Heterogeneity: Chi#=1.17, df=1 {P =028}, F=15%
Testforoverall effect Z=1.46 (F=0.14)
3.4.3 Technology-based
Eeauchamp 2005 -34 887 1a0 -07 849 149 46.2% -0.31 [-0.54,-0.08] ——
Cristancho-Lacroix 2015 -0.5 8 28 -07 458 4 TT% 0.03[0.43, 0.54] T
Subtotal (95% Cl) 175 173 53.8% -0.26 [-0.47, -0.05] <
Heterogeneity: Chi*=1.22 df=1 P =027 F=18%
Testfor averall effect 2= 243 (P =002
Total {(95% Cl) 323 323 100.0% -0.21 [-0.37, -0.06] <&
Heterogeneity: Chi® = 3.26, df= 5 (P = 0.66); F= 0% 5_2 _51 p 15
Testfor overall effect 2= 2.70 (F = 0.007) Favours intervention  Favours control
Test for subgroup differences: Chi*= 0.77, df= 2 (P = 0.68), F= 0%
Carer quality of life

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI I/, Random, 95% CI
3.5.1 Individual
Burng 2003 76.9 13.4 36 BYE 1249 34 14.3% 0.68[0.19,1.16]
Gawtilova 2009 4 9.3 25 27 12 28 12.2% 012042, 0.66] e e —
Jaling 2012 -3.44 18.2708 a1 -2.69 17.5373 86 24.4% -0.04 [-0.35, 0.26] —
Judge 2013 0.04 28974644 59 -0.23 3.5935488 59 20.4% 0.08 [0.28, 0.44] —
Subtotal (95% CI) 207 F1.3% 0.17 [-0.12, 0.47] -
Heterogeneity: Taw®= 0.05, Chi*=622 df=3{P=010); F=52%
Testfor overall effect Z=116 (F=0.24)
3.5.2 Telephone
Tremant 2015 -0.21 15862612 133 045 16732821 N7 287% -0.04 [-0.29, 0.21] 1
Subtotal (95% Cl) 117 28.7% -0.04 [-0.29, 0.21]
Heterogeneity: Mot applicahle
Testfor overall effect Z2=0.32 (F=0.759)
Total (94% CI) 334 324 100.0% 0.11[-0.11, 0.33] ?
Heterogeneity: Tau®= 0.03; ChP= 738, df= 4 (P =012%; F= 46% 5_2 51 p 15

Testfor overall effect £=0.94 (F=0.35)

Testfor subgroup differences: Chif=1.20,df=1({P=027, F=16.8%
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Carer self-efficacy

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Random, 95% CI I, Random, 95% Cl
3.6.1 Group
De Rotrou 2011 145 55313018 56 -0.48 58762223 a7 147% 0.34[-0.04, 0.71] T
Subtotal (95% Cl) 56 57 14.7% 0.34 [-0.04, 0.71] eoi——
Heterogeneity: Mot applicable
Testfor averall effect Z=1.77 (P =0.08)
3.6.2 Individual
Bourgeois 2002 91 26 18 TA 32 15 T.0% 0.54 [[0.16,1.24] -
Ducharme 2011 0.96 16.36 62 -2.61 16.87 49 145% 0.22[-0.15, 0.60] T
Judge 2013 -0.47 34697694 59 -04 3216411 59 151% -0.02 [-0.38,0.34] —
Subtotal (95% CI) 139 123 36.6% 0.15[-0.10, 0.41] S
Heterogeneity: Tau®=0.01; Chi®=2.20, df= 2 {(F=0.33), F= 9%
Testfor overall effect Z=117 (P=0.24)
3.6.3 Technology-based
Eeauchamp 2005 1 124 1a0 1 14 145 202% 0.00[0.23,0.23] —
Cristancho-Lacroix 20145 -3.2 141 25  -04 154 24 9.4% -018[-0.74,0.38] — 71
Subtotal (95% Cl) 175 173 29.6% -0.03 [-0.24,0.19] <
Heterogeneity: Tau®=0.00; Chi*=0.34, df=1 {F = 0.56), F= 0%
Testfor overall effect Z= 023 (F=0.81)
3.6.4 Telephone
Tremont 2015 THY 97133774 133 253 84905778 117 191% 0.55[0.30, 0.80] —
Subtotal (95% CI) 133 117 19.1% 0.55 [0.30, 0.80] -
Heterogeneity: Mot applicable
Test for averall effect: 2= 425 (P = 0.0001)
Total {(95% Cl) 503 470 100.0% 0.20[-0.01,0.42] -
Heterogeneity: Tau®= 0.08; Chi*=14.89, df= 6 (P = 0.02); F= 60% 5_2 _51 D 15

Test for averall effect Z=1.85 (P = 0.06)
Testfor subaroup differences: Chi*=12.29, df= 3 (P = 0.006), I*= 75.6%

Fawours control  Favours intervention

RMBPC-severity

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI IV, Random, 95% CI
3.7.1 Individual
Burns 2003 92 128 38 148 102 7 3% -0.48[-0.94,-0.02] —
Subtotal {95% CI) 38 37 351% -0.48 [-0.94, -0.02] oo
Heterogeneity: Mot applicahble
Test for overall effect Z=2.04 (P = 0.04)
3.7.2 Technology-hased
Cristancho-Lacroix 2015 01 04 25 o 03 24 18.8% 0.28[-0.29, 0.54] —
Subtotal {95% CI) 25 24  28.8% 0.28 [-0.29, 0.84] -
Heterogeneity: Not applicable
Test for overall effect Z=0.97 (P=0.33)
3.7.3 Group
Ostwald 1959 .35 A2 52 B.ES 44 31 361% -0.07 [-0.51, 0.38] i
Subtotal {95% CI) 52 31 36.1% -0.07 [-0.51, 0.38]
Heterogeneity: Not applicable
Test for overall effect Z=029 (P=0.77)
Total {95% CIy 115 92 100.0% -0.11 [-0.52, 0.30] —q—

i

Heterogeneity: Tau®= 0.07; Chi®=4.30,df=2 (P =0.12), F=53%
Test for overall effect Z=0.53 (P = 0.49)

Test for subgroup differences: Chi*=4.30, df=2 (P=012), F= 53.5%

© NICE 2018. All rights reserved. See Notice of rights

-2

,
}
-1 1
Favours intervention  Fawaurs contraol


https://www.nice.org.uk/terms-and-conditions

RMBPC-reaction

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
3.8.1 Technology-based
Cristancho-Lacroix 2015 0 0.4 25 -0 (1] 24 11.1% 0.22[-0.34,0.78]
Subtotal (95% CI) 25 24 21.2% 0.22 [-0.34, 0.78]
Heterageneity: Mot applicable
Testfor overall effect: Z=0.76 (P=0.45)
3.8.2 Group
Ostwald 1999 4.08 444 53 873 442 31 288% -0.37 [-0.82, 0.08] —
Subtotal (95% Cl) 53 31 28.8% -0.37 [-0.82, 0.08] -
Heterogeneity: Mot applicable
Testfor overall effect: Z=1.62 (P=011)
3.8.4 Telephone
Tremaont 20145 -0.9 5628641 133 1.0 5028672 117 4949% -0.36 FO.61,-0.11] ——
Subtotal {95% Cly 133 117 49.9% -0.36 [-0.61, -0.11] S
Heterageneity: Mot applicable
Testfar overall effect: Z=2.78 (P = 0.004)
Total (95% Cl) 21 172 100.0% -0.24 [-0.54, 0.07] ""
Heterageneity: Tau®=0.03; Chi®*= 352 df=2{P=017), F=43% _51 b 15
Testfor overall effect: Z=1.52 (P =10.13) Favours intervention  Favours cantrol
Testfor subgroup differences: Chi®= 352, df=2(P=017), F=431%
BPSD-severity

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl IV, Random, 95% CI
3.9.1 Individual
Belle 2006 1041 24 96 114 27 96 21.6% -0.39 [F0.68,-0.10] —
Bourgenis 2002 148 105 18 231 11.4 15  B.9% -0.74 [1.45,-0.03]
Gavrilowa 2009 -1 21 25  -086 28 28 128% -0.16 F0.70,0.38] e
Guerra 2011 -1.7 33 7 -6 26 29 13.2% -0.03 [0.56, 0.49] e —
Maobili 2004 -36 6184658 17 -09 5H28499 22 10.3% -0.45F1.09,0.19] e —
Subtotal (95% Cly 183 180 66.8% -0.34 [-0.54, -0.13] S -
Heterogeneity: Tau®=0.00; Chi®=3.21, df=4 (P=0.52), F= 0%
Test for averall effect 7= 316 (P = 0.002)
3.9.2 Group
Senanarang 2004 -6.48 1220648 28 216 13.205108 28 11.9% -0.67 [1.24,-0.10] e —
Ulstein 2007 22 1619326 a7 0 1619326 a4 11.3% 0.14 [0.16, 0.44] T
Subtotal (95% Cly 112 109 33.2% -0.23 [-1.01, 0.56] —e——
Heterogeneity: Tau®=0.27; Chi®=9.97, df=1 (P=0.01); F= 83%
Test for averall effect Z=0.57 (P = 0.57)
Total (95% CI) 205 289 100.0% -0.27 [-0.53, -0.02] -
Heterogeneity: Tau®= 0.06; Chi®=12.16, df=6 (F=0.06); F=51% =1 b 1‘
Testfor overal eﬁec.t: £=211 (P:_ 0.03) Favours intervention  Favours control
Test far subaroup diffierences: Chi*=0.07, df=1{P=07%, F=0%

BPSD-reaction

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fized, 95% C1 I, Fized, 95% CI
3.10.1 Individual
Gawrilova 2008 -1.8 4 25 02 45 28 3T1% -0.37 [-0.91,0.18] —
Guerra 2011 -23 47 27 24 46 29 40.0% 0.02 [-0.50, 0.55] T
Subtotal (95% Cly 52 57 FA% -0.17 [-D.54, 0.21]
Heterogeneity: Chi==1.02, df=1 (P=0313) F=2%
Testfor overall effect 2= 0.86 (P = 0.35)
3.10.2 Telephone
Tremont 2008 -7.52 BG.6E31257 16 -2.289 14634261 17 22.9% -0.44 [-1.14,0.29] —
Subtotal (95% CI) 16 17 22.9% -0.44 [-1.14, 0.25] et
Heterogeneity: Mot applicahle
Testfor averall effect 2=1.26 (P =0.21)
Total (95% CI) 68 74 100.0% -0.23 [-0.56, 0.10] -
Heterogeneity: Chi*=1.50, df= 2 (P=0.47); F= 0% i1 p 1i

Testfor overall effect Z=136 (F=017)
Testfor subgroup differences: Chi*= 048, df=1 (P = 0.49), F=0%
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Activities of daily living (person living with dementia)

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% Cl
3.11.1 Individual
Belle 2006 34 2 86 3T 23 86 BB.1% -0.09 [-0.39, 0.21]
MNaohili 2004 -1 2.473863 17 1.4 2.814249 22 147% 0.11[-0.52,0.74]
Subtotal (95% CI) 103 108 80.8% -0.06 [-0.33, 0.21]

Heterogeneity: Chi®=0.32, df=1 (P=057) F=0%
Test for overall effect 2= 040 (F = 0.69)

3.11.2 Group
Senanarong 2004 -0.32 FO3NMEN 25 058 8.9050042 25 19.2% -0.11 067, 0.44] — =T
Subtotal (95% CI) 25 25  19.2% -0.11 [-D.67, 0.44] e

Heterogeneity: Mot applicahle
Testfor overall effect £=039(F=0.70)

Total (95% CI) 128 133 100.0% -0.07 [-0.31, 0.18] *

Heterogeneity: Chi®= 034, df= 2 (P=0.84), F= 0% I _I 1 t
Testfor overall effect 2= 053 (F=0.59)

; ] Favours control - Favours intervention
Testfor subgroup differences: Chif=0.03, df=1 (P=0.86), F=0%

Proportion entering long stay care

Intervention Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
3.12.1 Individual
Joling 2012 23 96 16 96 T0.1% 1.44[0.81, 2.55] —_——
Livingston 2013 11 152 3 7T 14.8% 1.86[0.53, 6.48]
Makili 2004 4 17 4 22 181% 1.2900.38, 4.44]
Subtotal (95% CI) 265 195 100.0% 1.47 [0.91, 2.37] e
Total events kL] 23

Heterogeneity, Tau®=0.00; Chi*=0.18, df=2 (P=091) F=0%
Test for overall effect: Z=1.57 (F=012)

Total (95% Cly 265 195 100.0% 1.47 [0.91, 2.37] e
Total events 38 23

Heterageneity Tauw®= 0.00; Chi*=018,df=2 (P=0591) F=0% ) t t 1
Testi Il effect Z=1.57 (P = 012 o1 0z 0.5 Z
estioroverall eflect == 1. F=0. ) Favours intervention  Favours contral
Testfor subgroup differences: Mot applicable

o4

H.11.1.4 Supportive interventions

Carer burden

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
4.1.1 Group
Chu 2011 -2 11.54149 30 0 1154149 30 18.3% -0.23 [0.74,0.28] e
Fung 2002 -3z 9.38 26 248 13.56 26 15.5% -0.48 [-1.03, 0.07] e
Subtotal (95% Cl) 56 56 33.7% -0.35 [-0.72, 0.03] -

Heterogeneity: Chi*=042 df=1 (P=052; F=0%
Testfor overall effect 2=1.81 (F=0.07)

4.1.2 Telephone

Goodman 1990 0 14537194 28 -24 13356272 32 18.2% 017 [-0.34, 0.68] e
Mahoney 2003 11.8 9.4 36 128 11.2 42 137% -0.12 087, 0.37] —

Winter 2006 -2.04 14841011 46 -3.26 16309677 35 243% 0.08 [0.36, 0.52] —
Subtotal (95% CI) 110 109 66.3% 0.03 [-0.24, 0.30] -
Heterogeneity: Chi*=0.79, df= 2 (P=067), F= 0%

Test for overall effect Z2=0.23 (P =0.82)

Total (95% CIy 166 165 100.0% -0.10 [-D.31, 0.12] *
Heterogeneity: Chi*= 3.81, df= 4 (P=0.43); F= 0% 1_2 i1 p 1i

Testfor overall effect £2=0.87 (F=0.39)

; . Favours intervention  Favours contral
Testfor subgroup differences: Chi*= 2,59, df=1 (P=0110 P=61.4%
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Carer depression

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight I, Random, 95% CI Y, Random, 95% CI
4.2.1 Group
Chu 2011 -3.63 5383447 30 0 5383447 30 174% -0.67[1.19,-0.14] e —
Quayhagen 2000 0.48 0469042 22 0.2 0387298 15 13.0% 063 [-0.05 1.30] 7
Subtotal (95% CI) 52 45 30.4% -0.04 [-1.30, 1.23] —— R —

Heterogeneity, Tau®= 0.74; Chi®=8.83, df=1{P=0.003), F=89%
Test for overall effect 2= 0.06 (F=0.85)

4.2.2 Telephone

Mahoney 2003 12 10.3 39 145 M7 43 20.6% -0.22 066, 0.21] — =
‘Winter 2006 227 97517742 a3 6.1 95247047 41 21.5% -0.39 [0.81,0.02] — =
Subtotal (95% CI) 02 84 12.1% -0.31 [-0.61, -0.01] L

Heterogeneity: Tau®= 0.00; Chi*=0.31,df=1 P =0.58); F=0%
Test for aoverall effect 2= 2.05 (P = 0.04)

4.2.3 Individual

Chatleswarth 2008 6.03 42720019 96 B.71 44050426 106 27.4% -016 [-0.43,0.13] —
Subtotal (95% CI) 96 106 27.4% -0.16 [-0.43, 0.12] -

Heterogeneity: Mot applicable
Testfor overall effect 2=1.11 (F=0.27)

Total (95% CI) 240 235 100.0% -0.21 [-0.51, 0.10] -

Heterogeneity, Tau®= 0.07; Chif=975, df=4 (P =0.04); F=59% 5_2 51 b 1|
Testfor overall effect 2=1.34 (P = 0.18) Favours intervention  Fawours control
Testfor subgroup differences: Chi*= 0.66, df=2(P=072), F=0%

Carer anxiety

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
4.3.1 Group
Quayhagen 2000 0.56 0.469042 22 0.34 0.3872498 15 437% 0.49[0.18,1.16] T
Subtotal {95% CI) 22 15  43.7% 0.49 [-0.18, 1.16] —

Heterogeneity: Mot applicable
Testfor overall effect Z=1.44 (P=0.15)

4.3.2 Telephone
Mahoney 2003 19 6.5 39 207 TE 43 56.3% -0.24 [-0.67, 0.20] —
Subtotal {95% CI) 39 43 56.3% -0.24 [-0.67,10.20] B

Heterogeneity: Mot applicahble
Testfor overall effect. £=1.07 (P = 0.29)

Total (95% CI) 61 58 100.0% 0.08 [-0.63, 0.79] *—

Heterogeneity: Tau®=0.18; Chi®= 3.22, df=1 (P =0.07), F= 69% T =1 0 1
Testfor overall effec.t: Z=023F =_ .82 Fawours interention  Fawaurs cantrol
Testfor subgroup diferences: Chi®= 3.22, df=1 {(P= 007, F= 68.9%

Carer quality of life

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight W, Random, 95% Cl I, Random, 95% Cl
4.5.1 Group
Fung 2002 13.21 3.98 26 -11.81 9.56 26 48.8% 2.82[1.78, 3.26] ——
Subtotal (95% Clj 26 26 48.8% 2.52[1.78, 3.26] -

Heterngeneity: Mot applicable
Test for overall effect 2= 6.67 (P = 0.00001)

4.5.2 Individual

Charleswarth 2008 738 17.5958011 95 69.8 181 106 51.2% 0.22 F0.08, 0.50] 1:
Subtotal (95% CIy 95 106 51.2% 0.22 [-0.06, 0.50]

Heterogeneity: Mot applicable
Test for overall effect £=1.53 (F=0.12)

Total (95% CI) 121 132 100.0% 1.34 [-0.91, 3.60] ———

Heterageneity: Tau®=2.57; Chi*= 32.54, df=1 (P = 0.00001); F= 97% I_4 52 D é
Test for overal eﬁec.t: Z=117 (p:_ 0.24) Favours contral  Favours intervention
Test for subdgroun differences: Chi®= 32.54, df=1 (P = 0.00001), F= 96.9%
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Carer social support

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% Cl
4.6.1 Individual
Charlesworth 2008 44 10.048139 95 446 95140107 106 T7A% -0.06 [-0.34, 0.23]
Subtotal (95% Cl) 95 106 77.1% -0.06 [-0.34, 0.22]
Heterogeneity: Mot applicahle
Testfor overall effect Z2=0.43 (F=0.67)
4.6.2 Telephone
Goodman 1950 4.2 B.E0O8E1TE 28 3.2 72384751 32 22.9% 0.14 [-0.37, 0.65] e
Subtotal (95% Cl) 28 32 229% 0.14 [-0.37, 0.65] —~ i
Heterogeneity, Mot applicahle
Testfor overall effect Z2=0.54 (F=0.59)
Total (95% CIy 123 138 100.0% -0.02 [-0.26, 0.23] ?
Heterogeneity, Chi*= 0.47, df= 1 (P = 0.60); F= 0% i_2 i1 p 1i
Testfor overall effect Z=0.12 (F = 0.90) Favours contral  Favours intervention
Testfor subgroup differences: Chif= 047, df=1 (P=050), F=0%
RMBPC-severity
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fized, 95% CI IV, Fixed, 95% Cl
4.7.1 Group
Quayhagen 2000 25.23 16.8855 22 2587 2091411 15 25.4% -0.03 [-0.69, 0.63]
Subtotal (95% Cl) 22 15  25.4% -0.03 [-0.69, 0.62]
Heterogeneity: Mot applicahle
Testfor overall effect Z=010(F=0.92)
4,7.2 Telephone
Goodman 1950 39 143251583 28 1.9 18430681 32 425% 0120359 0.63] —
Mahaney 2003 12.2 11 22123 131 23 321% -0.01 [0.59, 0.58] —
Subtotal (95% CI) 50 55  74.6% 0.06 [-0.32, 0.45] e
Heterogeneity: Chif=010,df=1 (P=0.75); F= 0%
Testfor overall effect £=0.33(F=0.74)
Total {(95% CI) 72 70 100.0% 0.04 [-0.29, 0.37] -?
Heterogeneity, Chi*=0.17, df= 2 (P=0.92); F= 0% 5_2 51 7 1‘
Testfor overall effect 2=0.23 (P = 0.82) Favours intervention  Fawours control
Testfor subgroup differences: Chi*= 0.06, df=1 (P=080), F=0%
H.11.1.5 Psychotherapy
Carer burden
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
6.1.1 Group
Arango-Lasprilla 2014 -10.93 11.59897 39 0 11.59997 30 629% -0.83[1.43,-0.43] ——
Subtotal (95% Cl) 39 30 62.9% -0.93[-1.43,-0.43] i
Heterogeneity: Mot applicable
Test for averall effect £=3.64 (P = 00003}
6.1.2 Technology-hased
Kok 2014 -1.83 5.26 18 2.25 7.09 200 3I7T1% -0.63 [1.29,0.02] —
Subtotal (95% Cl 18 20 37A% -0.63 [-1.29, 0.02] -*-—
Heterogeneity: Mot applicable
Test for overall effect: Z=1.80 (P = 0.08)
Total {95% Cl) 57 50 100.0% -0.82 [-1.22, -0.42] ~a—
Heterogeneity: Chif= 0.50, df= 1 (P = 0.48); F= 0% 5_2 _51 5 15

Test for overall effiect 2= 4.04 (P = 0.0001}

Test for subaroup differences: Chi®= 050, df=1 (P = 0.48), F=0%
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Carer depression

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subyroup Mean SD Total Mean SD Total Weight IV, Rand O5% CI IV, Rand a5% Cl
6.2.1 Group
Arango-Lasprilla 2014 -1.82 3144565 39 0 3144565 30 8.1% -0.87 [1.06, -0.049] —
Au 2010 11.23 11.145165 13 17.29 97414118 14 6.1% -0.96 [-1.34, 0.21] ——
Coon 2003 -1.4 1.4 41 1.4 1.42 44 T 6% -2.32[2.87,-1.76] I
Gallagher-Thompson 2008 11.08474  9.938737 97 1282348 9.837164 1] 9.3% -0.17 [F0.48,013] -
Losada 2004 -3.71 9.69 it 1] 11.97 an 9.0% -0.34 F0.71, 0.02] —
Logada 2015 -9.49 11.847708 42 -2.83 11.849658 48 8.6% -0.56 [0.98,-0.13] I
Marguez-Gaonzalez 2007 -5.4 15.88 34 0.3 16.33 40 8.3% -0.36 [0.82, 0.10] —
Marriott 2000 -4.3 9.46 13 1 6.1 14 6.1% -0.65 [-1.43,013] T
Subtotal (95% CI 347 309 63.2%  -0.68[-1.11,-0.24] <
Heterogeneity: Tau?= 0.32; Chi*= 46.53, df= 7 (P < 0.00001); F= 85%
Testfor overall effect: Z=3.07 (P = 0.002)
6.2.2 Individual
Eisdorfer 2003 0.a7 8.8 30 0.28 T4 1 TE% 0.07 [-0.49, 0.63] T
Gallagher-Thompson 2007 -5.89 11.87 22 -0.44 109 23 T4% -0.46 [-1.06, 013 /T
Subtotal (95% CI 52 44 150% 019 [-0.71,0.34] e =
Heterogeneity: Taw®= 0.06; Chi*= 1.65, df=1 (P =0.20), F= 40%
Testfor overall effect: Z=0.70 (P = 0.48)
6.2.3 Technology-hased
Gallagher-Thompson 2010 1078 10.5585882 36 13.94 11567977 34 8.2% -0.28 (075,014 T
Kajivama 2013 -2.52 781844973 46 -0.77 9.31 ar 8.8% -0.20 [0.59, 0.19] T
Steffen 2000 31 273 10 g 4.38 ] 4.7% -1.30 F2.32,-0.29]
Subtotal (95% CI) 92 100 21.8% -0.40 [-D.85, 0.05] e
Heterogeneity: Tau®= 0.08; Chi*=4.00, df= 2 (P = 0.14); F=50%
Testfor overall effect: Z=1.75 (F = 0.08)
Total (95% CI) 491 453 100.0% -0.55 [-0.85, -0.26] &
Heterogeneity: Tau®= 0.22; Chi*= 55.94, df = 12 (P = 0.000013; F= 79% [4 2 5 2
Testfor averall eﬁec.t: =364 (P:_ 0.0003) Favours intervention  Fawours control
Testfor subaroup differences: Chi®= 2.06, df=2 (P=0.38), P= 3.0%
Carer anxiety
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight I, Fixed, 95% CI IV, Fized, 95% CI
6.3.1 Individual
Losada 2015 -5.89 91862071 42 -326  9.205129 48 40.3% -0.28 [-0.70,0.13] — &
Subtotal (95% CI) 12 48 40.3% -0.28 [-0.70, 0.13] -
Heterogeneity: Mot applicable
Testfor overall effect £2=1.33(FP=0.18)
6.3.2 Technology-based
Kajivama 2013 -2.63 5136234 46 017 701415928 a7 451% -0.44 [-0.84,-0.05] —a—
Subtotal (95% CI) 46 57  45.1% -0.44 [-0.84, -0.05] i
Heterogeneity: Mot applicable
Testfor overall effect £=2.22 (P =0.03)
6.3.3 Group
Akkerrnan 2004 -11.28 13.4 18 -0.47 12,58 17 145% -0.81 F1.50,-0.12] e —
Subtotal (95% CI) 18 17 14.5%  -0.81[-1.50,-0.12] ——e
Heterogeneity: Mot applicable
Testfor averall effect: £=2.30 (P = 0.02)
Total (95% Cl) 106 122 100.0% -0.43 [-0.70, -0.17] L
Heterogeneity: Chi*=1.65, df= 2 (P = 0.44); F=0% i_2 i1 p 1i
Testfor overall effect: 2= 3.21 (P = 0.001) Favours intervention  Fawours contral
Test far subgroup differences: Chi®=1.65, df= 2 (P = 0.44), F= 0%
Carer stress
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% Cl IV, Fized, 95% Cl
6.4.1 Group
Arango-Lasprilla 2014 -0.85 4221706 349 0 4221706 a0 22.9% -0.20 [-0.68, 0.28] e E—
Gallagher-Thompson 2008 1561144 6853158 97 1660552 6555882 87 62.0% -015[-0.44,0.14] —a—T
Subtotal (95% CI) 136 117 84.9% -0.16 [-0.41, 0.09] —~l—
Heterogeneity: Chi*=0.03, df=1 (P = 0.86); F=0%
Testfor overall effect: Z=1.28 (P = 0.20)
6.4.2 Indnidual
Gallagher-Thompson 2007 -1.86 4.24 2 -0.61 6.74 23 151% -0.22 [-0.80,0.37]
Subtotal (95% Cl) 22 23 15.1% -0.22 [-0.80, 0.37] e —
Heterogeneity: Mat applicable
Testfor overall effect Z=0.73 (P =0.47)
Total (95% CIy 158 140 100.0% _0.17 [-0.40, 0.06] B
Heterogeneity: Chi®= 0.06, df= 2 (P = 0.87); F= 0% 5_1 -DIS DIS

Testforoverall effect Z=1 46 (F=014)
Testfor subaroup differences: Chi*=0.03, df=1 (P = 0.86), F= 0%
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Carer quality of life

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Fixed, 95% C| I, Fixed, 95% CI
6.5.1 Group
Arango-Lasprilla 2014 247 4587152 39 0 4587152 30 39.3% 0.53[0.05,1.02] —
Subtotal (95% CIy 39 30 39.3% 0.53 [0.05, 1.02] —l—

Heterageneity: Mot applicable
Testfor overall effect 2= 215 (P =0.03)

6.5.2 Technology-based

Kajivama 2013 049 1.7098538 46 0.06 1.8707218 57 BO.7% 0.24 [0.15,0.63]
Subtotal (95% CIy 16 57 60.7% 0.24 [-0.15, 0.63]
Heterageneity: Mot applicahle

Testfor overall effect Z=119(P=023)

Total (95% Cl) 85 87 100.0% 0.35 [0.05, 0.66]
Heterogeneity, Chi®= 087, df=1 {F=0.38), F=0% l_2 _I1
Testfor overall eﬁec.t: £=12128 (p:. 0.02) Favours contral  Favours intervention
Testfor subaroup differences: Chi®= 087, df=1 (P=03%, F=0%

I E

Carer self-efficacy

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% Cl
6.6.1 Group
AL 2010 342,69 B5.21 13 28248 12732 14 246% 0.57 [0.20,1.34] T
Coon 2003 39 202 41 -04 19 44 I6.7% 2.23[1.688, 2.77] —
Subtotal {95% Cl) 54 58 51.3% 1.42 [-0.20, 3.04] e —

Heterogeneity: Tau®= 1.29; Chi®=11.76, df=1 (P = 0.0006); F= 91%
Testfor overall effect Z=1.72 (F = 0.09)

-2 1 0 1 2
Favours control  Favours intervention

6.6.2 Technology-hased

Kwolk 2014 5.94 10.96 19 235 8.04 20 25.9% 0.37 [0.27,1.01] T

Steffen 2000 80.48 7458 10 G444 2403 9 228% 0.88 [[0.07,1.54] —
Subtotal (95% CI) 28 20  48.7% 0.53 [-0.00, 1.06] e
Heterogeneity: Tau®=0.00; Chi*= 076, df=1 (P =038), F=0%

Test for overall effect: £=1.94 (P = 0.04)

Total (95% CI) 82 87 100.0% 1.03 [0.05, 2.01] —~aetlii—

Heterogeneity, Tau®= 0.85; Chi®= 22.95 df= 3 (P < 0.0001); F= 87%
Test for overall effect: £=2.07 (P = 0.04)
Test for subgroup diferences: Chif=1.05, df=1 (P =0.31), F= 4.8%

RMBPC-severity
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean 5D Total Weight IV, Random, 95% Cl IV, Rand 05% CI
6.7.1 Technology-based
Gallagher-Thompson 2010 11.61 53281047 36 11 46796474 34 465% 012 [-0.35, 0.59]
Kajivama 2013 -0.34 0.6620423 46 -0.08 0.7092954 a7 535% -0.37 [[0.77, 0.02]
Subtotal (95% Cl) g2 91 100.0% -0.14 [-0.63, 0.34]

Heterogeneity: Tau®= 0.07; Chi*= 2582, df=1 {P=0.11);, F= 60%
Testfor averall effect: 2= 0.59 (P = 0.56)

Total (95% Cly g2 91 100.0% -0.14 [-0.63, 0.34]

Heterogeneity: Tau®= 0.07; Chi*= 2.52, df=1 (P = 0.11); = 60% 5_2 51 p 15 25
Testfor overall eﬁec.t: Z=053(F= 0'56_) Favours intervention  Favours control

Testfor suboroup differences: Mot apnlicable

RMBPC-reaction
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fized, 95% CI
6.8.1 Group
Gallagher-Thompson 2008 1.24 0.544842 97 1367241 0741647 87 86.7% -016 [-0.45,013] ——
Marquez-Gaonzalez 2007 -0.6 23 34 0.1 21 40 22.5% -0.32 [F0.78, 0.14] —
Subtotal (95% Cly 131 127 79.3% -0.20[-0.45, 0.04] ~ell-

Heterogeneity, Chi®= 032 df=1 (F=0.47), F=0%
Testfor overall effect Z=163 (P=010)

6.8.3 Technology-based
Gallagher-Thompson 2010 1.23 0.41 36 1.44 0.61 34 207% -0.59[1.07,-011] &———=——
Subtotal {95% CI) 36 3 20.7% 0.59[-1.07,-0.11] = —

Heterogeneity: Mot applicable
Testfor overall effect: £= 2,42 (P =0.02)

Total (95% Cl) 167 161 100.0% -0.28 [-0.50, -0.07] ~il—

Heterogeneity: Chi®= 233, df=2 (P=0.31); F=14% I } t

Tastf Il effect Z= 2.55 (P = 0.01 . 05 b ng !
estior overall & ec.. B i T } Favaurs intervention  Favours control

Test for subgroup differences: Chi®=2.01, df=1 {P=016), F=50.3%
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H.11.1.6

Case management

Carer burden

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight I, Fixed, 95% Cl IV, Fized, 95% CI
6.1.1 Dementia care consultant
Fortinsky 2008 26.18 1478844 44 3057 141199 25 391% -0.30 [-0.79,0.20] — &
Subtotal (95% CI) 14 25  39.1% -0.30[-0.79, 0.20] i
Heterageneity: Mat applicable
Testfor overall effect Z=1.18 (P = 0.24)
6.1.2 District nurse
Jansen 2011 4.2 9447188 54 33 9.447198 45  B0.8% 0.09 [0.30, 0.49] i
Subtotal (95% CI) 54 45 60.9% 0.09 [-0.30, 0.49]
Heterogeneity: Mot applicable
Testfor overall effect Z=0.47 (P = 0.64)
Total {95% CI) 9g 70 100.0% -0.06 [-0.37,0.25] *
Heterogeneity: Chi®=1.48, df=1(P=0.22), F=32% l_z I1 3 1!
Testfor overall effec.t: Z=10.38 (P:_ 0Tt Favours intervention  Favours control
Testfar subgroup differences: Chi®=1.48, df=1 (P =022, F=32.5%

Carer depression

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SO Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
6.2.1 Dementia care consultant
Fortinsky 20089 9.8 1204815 14 18 11.45408 15 43.8% -0.43 [-0.93, 0.06] — &
Subtotal (95% CI) 44 25  43.8% -0.43[-0.93, 0.06] —i—
Heterageneity: Mat applicable
Testfor averall effect Z=1.71 (P = 0.09)
6.2.2 District nurse
Jansen 2011 11.2 364512 54 112 3.64512 45  56.2% 0.00 [0.40, 0.40] i
Subtotal (95% CI) 54 45  56.2% 0.00 [-0.40, 0.40]
Heterogeneity: Mot applicable
Test for overall effect. £=0.00 (P = 1.00)
Total {95% CI) 98 70 100.0% -0.19[-0.61,0.23] q—
Heterageneity: Tau?=0.04; Chi*=1.80, df=1 (P =018}, F= 44% 5_2 51 3 1!
Testfor overall effect 7= 0.88 (F = 0.38) Favours intervention  Favours control
Testfar subgroup differences: Chi®=1.80, df=1 (P =018, F= 44.4%

Carer self-efficacy

Intervention Control Stil. Mean Difference Stil. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
6.5.1 Dementia care consultant
Fortinsky 2004 33.88 25.04 44 3421 16.03316 5 33.3% -0.01 [-0.50, 0.48]
Subtotal (95% CI) 44 25  33.3% -0.01 [-0.50, 0.48]
Heterogeneity: Mot applicable
Testfar averall effect: 2= 0.05 (P = 0.96)
6.5.2 District nurse
Jansen 2011 474 3027613 54 484 3027613 45 34.3% -0.33[0.73, 007 —
Subtotal {95% CI) 54 45  34.3% -0.33[-0.73,0.07] ~a-
Heterogeneity: Mot applicable
Testfor overall effect Z=1.61 (P=0.11)
6.5.3 Home care worker
Hiao 2016 241 5.8 3 15 [ 30 32.4% 1.401[0.84, 1.96] . E—
Subtotal (95% CI) 3 30 32.4% 1.40 [0.84, 1.96] —eosii——
Heterogeneity: Mot applicahble
Test for overall effect: Z=4.86 (P = 0.00001)
Total {95% CI) 129 100 100.0% 0.34 [-0.64, 1.31] —"—
Heterogeneity: Tau®= 0.68; Chi®= 24.80, df= 2 (P = 0.00001); F=92% 1_2 i1 b 1i

Testfor overall effect: Z=0.68 (P =0.50)

Testfor subgroup differences: Chi*= 24,80, df= 2 (P = 0.00001%, F=91.9%
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H.11.1.7

Multicomponent interventions

Carer burden

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD_ Total Mean SD_ Total Weight IV, Random, 95% Cl Y, Rand 95% CI
8.1.2 Carer only
Chen 2015 0 131 24 1.8 16.3 22 4.7% -0.12 [-0.70, 0.48] —
Davis 2011 2421 14.08 24 1623 10.23 22 4.6% 0.63[0.04,1.23] —
Gaugler 2015 -2.55 49562788 17 -0.01 6.8740163 19 4.0% -0.41 [-1.07,0.24] e —
Gonyea 2006 16.55 T.34 40 1877 T.94 40 B.5% -0.28[-0.73,0.19] ——
Hehert 1954 344 17.71 21 36.08 16.41 15 3.9% -0.07 [-0.73, 0.60] S E—
Martindale-Adams 2013 156 T4 77156 93 77 BE% 0.00[-0.32,0.33) T
Mewcomer 1999 137 949 936 142 8.73 520 126% -0.06 0145, 0.03] =
Subtotal (95% Cly 1189 1115 44.9% -0.05 [-0.20, 0.10] &
Heterogeneity: Tau®=0.01; Chi®=7.80, df=6 (P =0.28);, F= 20%
Testfor averall effect: 2= 0.69 (P = 0.49)
8.1.3 Dyadic
Chien 2008 0 18.7 44 6.3 1481 44 B.8% -0.41 [-0.83,0.02] I
Chien 2011 0 13 46 172 15.3 46 BA% -1.20 F1.85, -0.76] I
Dias 2008 -3.28 8012144 41 0 8012144 40 B.5% -0.41 [-0.85,0.03] —
Gitlin 2008 -0.7 B.9016&852 27 -0.7 9854948 24 5.4% 0.00[-0.582, 053]  E—
Gitlin 2010 203 88 117 208 104 122 98% -0.03 [F0.28,0.22] b
Kwolk 2013 -1.12 13.03 a7 -1.85 14.38 42 TA% 0.06 [-0.34, 0.46] I —
Prick 2015 -0.21 1397078 av 0 1.357076 a4 T.E% -015 052,022 I
Tarkamani 2014 -22 13.01 o -03 13.27 30 5E6% -0.14 [-0.65, 0.36] T
Subtotal (95% Cly 419 407  55.1% -0.28 [-0.55, -0.01] -
Heterogeneity: Tau®= 011, Chi®= 24,98 df =7 (P = 0.0008), F=72%
Testfor overall effect: £=2.01 (P=0.04)
Total {95% CIy 1608 1522 100.0% -0.17 [-0.33, -0.01] &
Heterogeneity: Tau®=0.05; Chi®= 3712, df=14 (P = 0.0007), F= 62% 5_2 51 b
Testfor averall eﬁec.t: Z=112 (p:. 0.03) Favours intervention  Favours control
Test for subaroup differences: Chi®= 2.05, df=1 (P=0.149), F=51.3%

Carer depression

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, R , 95% Cl IV, Rand: 05% Cl
8.2.1 Carer onhy
Buckwalter 1999 -1.42 5627615 73 0 5627615 60 57% -0.25 [F0.59, 0.09] T
Davis 2011 15.04 13.26 24 936 6.21 22 2.8% 0.53 [-0.06,1.132] T
Finkel 2007 -2.84 2984436 17 -1.18 2984536 19 2.3% -0.85[-1.22,0.11] B
Gaugler 2015 -3.74 10.500062 17 1.26 11.458434 19 23% -0.44 F1.11,0.22] —
Gaugler 20145a -0.65  2.430753 a4 0 2430753 a3 8.1% -0.27 [-0.65,0.12] T
Hebert 1984 438 4.04 21 346 3.74 15 2.3% 0.23[-0.44,0.89] —
Martindale-Adams 2013 10 6.5 TV o102 7. 7 B.2% -0.03 [-0.35, 0.29] T
Mittelman 1996 -1.1 5 180 0.3 6 180 8.7% -0.25[-0.45,-0.04] -
Mittelrman 2004 -1.64 582 163 081 745 148 BA% -0.37 [0.59,-0.14] -
Mohide 1990 215 12.88 22182 10.048 20 2.7% 0.28 [-0.33, 0.89] -
Mewcomer 1999 4.2 3582 5388 449 361 822 MMA% -0.08 017, 0.01] =
Subtotal (95% CI) 1646 1546 57.3% -0.15[-0.29, -0.02] L J
Heterogeneity: Tau*=0.02; Chi*=18.30, df =10 (F = 0.08); F= 45%
Testfor averall effect: 2= 2.31 (P = 0.02)
8.2.2 Dyadic
Eotting 20045 417 B.0023079 4] B 55056695 7 1.0% -0.30[-1.40, 0.80] —
Bruvik 2013 0 6.8 93 0 6 102 EB9% 0.00[-0.28, 0.28] -1
Gitlin 2003 -0.89 6644887 TO00 0  G6.B44887 387 105% -0.08[-0.21,0.04] -
Gitlin 2008 -1.8 10.293687 27 1.1 9913627 24 3.3% -0.25[-0.78,0.27] ——
Graff 2006 58 448 58 126 a4 56 4.9% -0.98 [1.37,-0.59] —_—
Martin-Cook 2005 1.67 2.2061 23 209 235815 24 2.9% -0.18 [-0.75, 0.39] T
Prick 2015 0.o7 047017 av 0 047017 a4 5.2% 0.15[-0.22, 053] T
Waldorff 2012 096 5482796 141 026 4811498 150 8.0% 0.14 [-0.09,0.37] T
Subtotal (95% Cly 1105 809 42.7% -0.15 [-0.38, 0.08] &
Heterogeneity: Tau?=0.07; Chi*= 26.45, df= 7 (P = 0.0004); P=74%
Testfor overall effect: Z=1.31 (P=0.159)
Total {(95% CI) 2751 2355 100.0% -0.14 [-0.25, -0.03] L]
Heterogeneity: Tau®= 003, Chi®= 4533, df =18 (P = 0.0004), F= 60% 52 51 b 15 é

Testfor averall effect: Z= 2. 46 (P = 0.01)
Testfor subaroup differences: Chi®= 0.00, df=1 (P=0498), F= 0%
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Carer anxiety

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total VWeight N, Random, 95% Cl IV, Random, 95% Cl
8.3.1 Carer only
Hehert 1934 447 4.21 21 44 4729 19 45.69% 0.02 [-0.65, 0.68]
Mohide 1830 48.64 14.48 22 485 14.38 20 A4.8% 0.08[-0.53, 0.63]
Subtotal (95% CI) 43 35 100.0% 0.05 [-0.40, 0.50]
Heterageneity: Tau®= 0.00; Chi*= 0.02, df=1 (P = 0.89); F= 0%
Testfor overall effect Z=0.22 (F=0.83)
Total (95% CI) 43 35 100.0% 0.05 [-0.40, 0.50]
Heterngeneity: Tau®= 0.00; Chi*= 0.02, df=1 (P = 0.89); F= 0% 5_2 51 b 15
Testfor overall effec.t: £=012(P= 0'83_) Favours intervention  Fawours control
Testfor subgraup differences: Mot applicahle

Carer quality of life

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean 5D Total Weight Y, Random, 95% Cl I, Random, 95% Cl
8.4.1 Carer only
Gaugler 2015a 1.48 1029191 54 0 102919 53 17.9% 0.14 [0.24,0.52] B e —
Mohide 1990 G4 33 22 a3 41 20 124% 0.29 [0.32, 0.90] I i —
Subtotal (95% Cly 76 73 30.3% 0.19 [-0.14, 0.51] -’-
Heterogeneity: Tau®= 0.00; Chi*= 016, df=1{P=0.69), F=0%
Testfor overall effect Z=1.13 (P = 0.26)
8.4.2 Dyadic
Chien 2008 1] 16.8 44 53 16.7 14 16.8% 0.31 F0.11,0.73] T
Chien 2011 1] 15 46 -15.2 17.5 46 16.6% 0.92[0.49 1.36] I —
Torkamani 2014 4 940528 el -1 9.405828 30 14.4% 0.52[0.01,1.04] e —
Waldorff 2012 -0.31 18780858 141 0.2 15.68423 150 21.9% -0.03 [-0.26, 0.20] —
Subtotal {95% Cl) 261 270 69.7% 0.41 [-0.04, 0.86] oo
Heterogeneity: Tau®= 017, Chif= 1627, df= 3 (P =0.0010); F=82%
Testfor overall effect Z=1.80 (P =0.07)
Total (95% CI) 337 F43 100.0% 0.34 [0.04, D.64] “-
Heterageneity: Tau= 0.09; Chif= 16.43, df= 5 (P = 0.008); F= 70% 5_2 51 B 15
Testfor overall effect 7=2.20 (P = 0.03) Favours control  Favours intervention
Testfor subaroun differences: Chi®= 0.64, df=1 (P=0420. F=0%

Carer social support

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
8.6.1 Carer only
Finkel 2007 0.72 1515073 16 006 1515073 18 28.3% 0.43 [F0.26,1.11] —
Subtotal {95% Cl) 16 18 28.3% 0.43 [-0.26, 1.11] ——ii——
Heterogeneity: Mot applicable
Testfor overall effect £=1.22 (P=0.22)
8.6.2 Dyadic
Chien 2008 1] 241 44 13 21 44 F17% 0.61 [0.19,1.04] —l—
Subtotal (95% Cl) 14 4 T1.7% 0.61[0.19, 1.04] e
Heterogeneity: Mot applicable
Testfor overall effect. £=2.81 (P = 0.005)
Total (95% CI) G0 62 100.0% 0.56 [0.20, 0.92] ""'
Heterogeneity: Chif=0.21, df=1 (P = 0.65); F= 0% I_2 I1 p 1!

Testfar averall effect: 2= 3.03 (P =0.002)
Test for subgroup differences: Chi*= 021, df=1 (P=065), F=0%
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RMBPC-severity

Intervention Control Stil. Mean Difference Stil. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% Cl
8.7.1 Carer only
Finkel 2007 -1.23 2783228 13 0.36 2783228 12 1.8% -0.55[1.35,0.25] -
Hebert 1994 1.58 0.63 21 163 0.59 15 27% -0.08 [-0.74, 0.58] —
Mittelrman 2004 -0.03 8404273 191 0 8.404273 191 20.8% -0.00 [-0.20, 0.20] —
Subtotal {95% CI) 218 34.4% -0.04 [-0.23, 0.15] <
Heterogeneity: Chit=1.71,df=2 (P=043), F=0%
Testfor overall effect Z=0.41 (P = 0.68)
8.7.2 Dyadic
Gitlin 2003 -1.4 8.850762 580 0 8.850762 331 GH56% -0.16[-0.29,-0.02] i
Subtotal {95% CI) 580 331  65.6% -0.16 [-0.29, -0.02] &
Heterogeneity: Mot applicable
Testfor averall effect Z=229 (P =002
Total {95% CI) 805 549 100.0% -0.12 [-0.23, -0.01] &
Heterogeneity Chi®= 2.73, df= 3 (P = 0.44); F= 0% 5 & ; 1
Testfor overall effec.t: Z=2100F = .04 Favours intervention  Favours control
Testfor subgroup differences: Chi®=1.02, df= 1 (P =031, F=1.9%

RMBPC-reaction

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean S0 Total Mean SD Total Weight IV, Random, 95% Cl I, Random, 95% CI
8.8.1 Carer only
Finkel 2007 -5.27 9.087214 13 1.19 8.087214 12 81% -0.69[1.50,012] ~
Hebert 1994 1.39 0.s 21 173 0.85 15 11.3% -0.40 [-1.07, 0.27] —
Mittelrman 2004 -1.86 BBYF445 191 0 8697445 191 52.5% -0.21 [0.41,-0.01] —
Subtotal {95% CI) 225 218 72.0% -0.25 [-0.44, -0.07] . 4
Heterogeneity: Tau®=0.00; Chi®=1.45, df=2 {(P=048), F=0%
Test for overall effect: £2=2.65 (P = 0.008)
8.8.2 Dyadic
Prick 2015 0.08 0.792572 57 0 0792472 54 28.0% 0.10 [0.27, 0.47] I
Subtotal {95% CI) 57 54  28.0% 0.10 [-0.27,0.47] -
Heterogeneity: Mot applicable
Testfor overall effect Z=0.53 (P = 0.60)
Total {95% CI) 282 272 100.0% -0.19 [-0.43, 0.06] .
Heterogeneity: Tau®= 0.02; Chi*= 4 22, df= 3 (P = 0.24); F= 29% 5 4 5 1

Testfor overall effect Z=1.480(P=013)

Testfor subgroup differences: Chi®= 277, df= 1 (P= 0100, F= 63.9%

Favours intervention  Fawvours control

BPSD-severity
Intervention Control Std. Mean Difference Std. Mean Difference

Study or Subgroup  Mean 5D Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
8.9.1 Carer only
Gonyes 2006 16.38 1012 40 194 12.33 40 12.4% -0.27 [0.71,0.18] —
Subtotal (95% CI) 40 40 12.4% -0.27 [-0.71,0.18] -
Heterogeneity, Mot applicahle
Testfor overall effect Z2=118(F=0.24)
8.9.2 Dyadic
Chien 2008 a 10.2 44 164 9.8 44 11.9% -1 E3IF211,-1.14] e
Chien 2011 1] 102 46 1.4 9.8 46 12.7% -0.14 [-0.85,0.27] T
Diag 2008 -1.19 37764498 41 0 3776498 0 12.4% -0.31 [0.75,0.13] T
Gitlin 2008 -11.7 26.354696 27 193 78.947388 29 11.4% -0.51 [-1.05, 0.02] e
Gitlin 2010 67 106 102 55 8 107 14.0% 013014, 0.40] T
Martin-Cook 2005 12.58 243 24 11.85 264 23 10.9% 024 [0.33,0.81] e
Waldorff 2012 0.845 384 14 0.6 332 150 14.3% 0.07 [-0.16, 0.30] T
Subtotal (95% CI) 425 439  B7.6% -0.29 [-0.70, 0.11] -
Heterogeneity: Tau®= 0.25, Chi®= 4713, df= 6 (P =< 0.00001); F=87%
Testfor overall effect Z2=1.41 (FP=0.16)
Total (95% CI) 465 479 100.0% -0.29 [-0.64, 0.07] e
Heterogeneity: Tau= 022, Chi®= 47 44 df=T7 (P = 0.00001); F=85% 12 =1 ) 1= é

Testfor overall effect Z=1.57 (F=0.12)

Testfor subgroup differences: Chif= 001, df=1 (P=083), F=0%
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BPSD-reaction

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% C1 I, Fixed, 95% C1
8.10.1 Carer only
Gonyea 2006 .23 3.97 40 10 6.22 40 9.8% -0.83 [-0.97,-0.08]
Martindale-Adams 2013 17.7 12 77224 16.2 TTO19.3% -0.33 F0.65, -0.01] —
Subtotal (95% Cly 117 117 29.1% -0.39 [-0.65, -0.14] -
Heterogeneity: Chi*= 050, df=1 {F=0.48); F= 0%
Testfor overall effect: 2= 2.99 (P =0.003)
8.10.2 Dyadic
Dias 2008 -1.96 3558402 41 0 3558402 40 9.9% -0.55 F0.99,-0.10] s
Gitlin 2003 0.65 0.75 a8 078 0.85s 101 24.0% -016 [-0.45,012] —
Gitlin 2008 0 1.85202549 27 0.2 27838822 24 TA% -0.08 [-0.61, 0.44] .
Gitlin 2010 46 24 N7 54 230122 299% -0.34 059, -0.08] ——
Subtotal (95% Cly 274 202 F0.9% -0.28 [-0.45, -0.12] <&
Heterogeneity: Chi*= 279, df=3{F=042), F= 0%
Testfor overall effect: £= 3.33 (P = 0.0009)
Total {95% Cl) il 409 100.0% -0.31[-0.45, -0.18] ‘
Heterogeneity: Chif= 2.81, df= 8 (P = 0.58); F= 0% i_2 i1 S
Testfor averall effect: Z=4.42 (P = 0.000013 Favours intervention  Favours contral
Test for subaroup differences: Chi*=0.51, df=1 (P=0.47), F=0%

Activities of daily living (person living with dementia)

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CIl I/, Random, 95% CIl
8.11.2 Dyadic
Bottino 2005 10.83 23945146 6 1057 21250176 T 9.8% 0.11 [-0.98,1.20)
Gitlin 2003 367 1.72 89 378 1.88 101 18.8% -0.04 [-0.33, 0.24] —
Gitlin 2010 3.7 1.3 102 3.3 1.3 107 18.9% 0.31[0.03, 0.58] —
Graff 2006 1.2 0.7 [ts] 0.2 0.s BY 17.9% 1.32[0.85,1.70] e —
Martin-Cook 2005 35.08 156277 24 1058 158701 23 155% 0.50 [-0.08, 1.08] T
Waldorff 2012 -3.43 9.3 141 -1.28 9 150 19.2% -0.23[-0.47,-0.00] —
Subtotal (95% Cl) 430 455 100.0% 0.33 [-D.15, 0.81] -"-
Heterogeneity: Tau®= 0.30; Chi#= 52,78, df= 5 (P = 0.00001); F= 91%
Testfor overall effect 2=1.35(F=0.18)
Total (95% Ch 430 155 100.0% 0.33 [-D.15, 0.81] —li—
Heterogeneity: Tau®= 0.30; Chi®=52.78, df= 5 (P = 0.00001); F=91% =_2 =1 b 7
Testforoverall effect 2=1.35 (P = 0.18) Favours control  Favours intervention
Test for subagroup differences: Mot applicable
Proportion entering long stay care

Intervention Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% Cl
8.12.1 Carer only
Gaugler 2014a 20 a4 36 a3 19.8% 0.85[0.37, 0.81] —
Hehert 1934 a 24 10 21 9T% 070 [0.34,1.44] 71
Mohide 1990 11 3o 11 o 109% 1.00[0.81,1.94] .
Wiright 2001 17 A1 ] 23 73% 1.28[0.43,3.07] e
Subtotal {95% CIj 169 127 47.7% 0.75[0.51, 1.11] o
Total events a6 G2
Heterogeneity, Tau*=0.05; Chi*=4.57, df=3(P=021) F=34%
Testfor averall effect: Z=1.44 (P=0.15)
8.12.2 Dyadic
Bruwike 2013 a0 93 33102 18.4% 1.00 [0.686, 1.50] I a—
Mittelrnan 1933 11 103 24103 1M11% 045 [0.24, 089 e —
Spijler 2011 ar 155 43 140 24.0% 0.95 [0.70, 1.39] :
Subtotal {95% CI) 351 345 52.3% 0.83 [0.56, 1.24]
Total events a8 100
Heterogeneity, Tau®= 007, Chi*=4.60, df=2 (P=010);, F=4T%
Testfor overall effect Z2=090{FP =037
Total (95% Cl) 520 472 100.0% 0.80 [0.61, 1.04] L
Total events 144 162
Heterogeneity: Tau*=0.05; Chi*=1061, df=6{(P=010) F=43% IIZI.1 sz DTS i é 10

Test for averall effect: Z=1.67 (P =0.09)

Testfor subgroup differences; Chif=0.14, df=1 (P=0.71), F=0%
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Exercise

Carer burden

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% Cl I, Random, 95% CI
8.1.1 Telephone
Connell 2008 132 128 £9 134 1149 61 51.3% -0.02 [-0.36, 0.33]
Subtotal (95% CI) 69 61 51.3% -0.02 [-0.36,0.33]
Heterogeneity: Mot applicable
Test for overall effect Z=009 (F=0.493)
8.1.2 Individual
Hirano 2011 -520 24 17 0y 04 14 487% -3E0[-4.79,-2.41] HE——
Subtotal (95% CI) 17 14 48.7% 3.60[-4.79,-2.41] T——
Heterogeneity: Mot applicable
Testfor averall effect: £= 592 (P = 0.00001)
Total {(95% CIy 86 75 100.0% 176 [-5.27,1.75] *_

Heterogeneity: Tau®= 6.23; Chif= 32.08, df= 1 (P < 0.00001); F= 87%

o _ -4 -2 0 2 4
Test for overall efrec_t. Z=093(P - 0.33) Favours intervention  Favours control
Test for subgroup differences: Chi®= 32.08, df=1 (P <= 0.00001), F= 96.9%
Carer depression
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight v, Random, 95% Cl I, Random, 95% Cl
8.2.1 Telephone
Caonnell 2009 8.5 28 Jage] AT 61 926% 0.29 [0.06, 0.64] T
Subtotal (95% Cly Go 61  52.6% 0.29 [-0.06, 0.64] el
Heterogeneity: Mot applicable
Test for overall effect £=1.63 (F=0.10)
8.2.2 Individual
Hiranag 2011 -3.3 0.3 17 11 48 14 4A74% -1.30[-2.09,-052) +——B—
Subtotal (95% Chy 17 14 47.4% 1.30[-2.09, -0.52] ——
Heterogeneity: Mot applicable
Testfor overall effect: Z=3.24 (P =0.001)
Total {(95% CI) 86 75 100.0% -0.47 [-2.02, 1.00] —q_—
Heterogeneity: Tau®= 117, Chi*=13.14, df= 1 (P = 0.0003); F=92% 5_2 _l b 15 25
Testfor averall EﬁEC,t £=0.49 (P=, 0.58) Favours intervention  Fawours control
Test for subaroup differences: Chif=13.14, df=1 (P=0.0003), F=92.4%
Meditation/mindfulness
Carer depression
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% Cl
Danucalay 2013 82 46 25 161 102 21 221% -1.01 [-1.63,-0.38] -
Lavretshky 2013 T4 3T 23 -53 44 16 201% -0.81 [1.16,0.14] I —
Leach 20146 a8 1.81 8 4544 144 9 9.3% 021 [-0.75,117]
Oken 2010 125 1048 1m0 183 74 10 109% -0.28 117, 0.59] e E—
‘Whitehird 2012 105 &S 3m 137 44 35 ITE% -0.38[-0.86,0.08] — &
Total (95% Cl) 101 91 100.0%  -D.48[-0.77,-0.19] e
Heterogeneity: Chif= 517, df= 4 (P=0.27), F=23% I_2 11 1 1! 2:
Testfor overall effect 2= 3.26 (P = 0.001) Favours intervention  Favours contral
Carer anxiety
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Random, 95% CIl I, Random, 95% CI
Danucaloy 2013 87 54 2\ M9 108 21 34.0% -1.58 [F2.25,-091] +— & ——
Leach 2015 569 1498 8 4456 208 9 281% 0.06 [-0.89,1.01]
Wihitahird 2012 36 104 3| 411 142 34 379% -0.52 [[0.95, -0.04] ——
Total {95% CIy 68 G5 100.0% -0.72 [-1.57,0.14] e
Heterogeneity; Tau®= 0.44; Chi*= 9.65, df= 2 (F = 0.008); F= 79% 5_2 51 3 ,i 25
Testfor averall effect: Z= 1.64 (P=0.10) Favours intervention  Fawours contral
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Carer stress

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight I, Fixed, 95% CI I, Fixed, 95% CI
Leach 2014 5.87 1.498 g 4206 118 9 15.6% 0.48 [-0.49,1.44]
Qken 2010 17.8 1] 10 178 47 10 191% 0.00[-0.88, 0.88] I
Whitehird 2012 14 44 3| 16T T2 35 BAI1% -0.44 [-0.92, 0.03] —l—
Total (95% CI) 53 54 100.0% -0.22 [-0.60, D.17] *
Heterogeneity; Chif=3.10, df= 2 (P = 0.21); F= 35% 5_2 51 3 ,i 25
Testfor averall effect: Z= 110 (F=0.27) Favours intervention  Fawours contral

H.11.1.10 Psychotherapy versus psychoeducational interventions
Carer burden
CBT Psychoeducational Stil, Kean Difference 5t Mean Difference
Study or Subgrowp  Fean S0 Tolal  Mean S0 Total Welgit N, Fizied, 5% Cl I, Ficedd, 5% C1
Cheng 2014 o 17.m 13 207 1ME6 12 7% 014 065, 053] —
Gandron 1596 38 155 17 1.3 105 18 58.3% 018 F0.48, 0.85) — i —
Todal (95% CIy 30 30 100,0% 016 [-0.34, DLGT] —al——
Heterogenesty Chi*= 0.01, df= 1 (P = 0.93) P= 0% Y -+ ) i .
Tizs1 for crvrrall affct I = 0.64 (F = 0.52) ;:.z.-'- siarg CBT Fawvours psychoeducation :
Carer depression
CEI Psychoeducational Stul, Maan Difference S0, Maan Difference

Sty or Subiroup  Raan S0 Total  Bean S0 Todal Waight I, Fizpeid, 95% CI I, Fised, 35% CI
Cheng 2014 o 1.54 i3 254 .46 12 129% MEX (1,43, 0L18) - T
Gandron 1908 0.7 T3 W7 21 55 18 274% <043 F1.90, 0025
Coryea 2016 -057 BOT42165 33 003 61934885 M 53ITH 000 058, 038 ——
Todal {55% Cly 3 64 100Ul -0.29 [-0.64, 0U0E) -
Heterogenaiy, Chi*=1.44, df= 7 (F=0.49) F= 0% i__’ :I I:-I 1- 1:

Tesl for overall effect =160 (F=0.11) ’ Favours CBT Favours psychoeducalional

H.11.1.11 Meta-regression

For the purposes of the meta-regression analysis, each study was categorised using the
following variables:

e Components of intervention — unlike in the pairwise meta-analyses, a study intervention in
this analysis could consist of multiple elements.

¢ Mode of delivery — the predominant mode of delivery in the study, either individual, group,
telephone or technology-based.

e Target of intervention — either carer only or carer and person living with dementia dyads.

The categorisation of each study within this scheme is given in the table below. Sufficient
data were only available to run the meta-regression analysis for the outcome of carer
depression, with the same input data used as reported for the pairwise meta-analyses above.
Carer depression was modelled on a standardised mean difference scale, using a pooled
standard deviation across the arms within a study. The following analyses were conducted:

¢ An analysis containing the full list of all components included within any intervention.

¢ A restricted analysis, only including those intervention components included in enough
studies to provide reliable estimates of effect.

¢ An analysis of the effect of the mode of intervention delivery (individual, group, telephone,
technology-based).

¢ An analysis of the effect of the target of an intervention (carer only, or dyadic for the
person living with dementia and their carer).

¢ An analysis including both intervention components and mode of delivery.
¢ An analysis including both intervention components and the target of an intervention.

© NICE 2018. All rights reserved. See Notice of rights


https://www.nice.org.uk/terms-and-conditions

e Two analyses looking at intervention components, and also including specific parameters
for the numbers of components in an intervention, to test for either an additive effect of
multiple interventions, or for a diminution of effect, where the overall effectiveness of a
multicomponent intervention is less than the sum of its components. One of these used a
single covariate for whether an intervention was multicomponent or not, the other used
terms for the specific number of components within an intervention.

Sample WinBUGS code for the first analysis listed (full list of intervention components) is
given below. Other analyses used the same substantive code, but modified to include the
relevant predictor variables for the model under consideration.

An extension to this approach is to fit models including interaction terms between the
parameters in the model. This was considered to be inappropriate here due to the lack of
information available about the support provided in the control arms of trials. Many trials
reported people in the control arm received ‘services as usual’ with the intervention arm
receiving this plus the structured intervention. This is not a problem in the models fitted, as
the effect of these standard services can be assumed to cancel out between the intervention
and control arms. However, this assumption cannot be made in model with interaction terms
as different interactions would be estimated for the intervention and control arms.
Additionally, the DICs of the models fitted do not suggest that more complex models (those
including more parameters) provide a better fit to the data than more simple models, and
therefore it is unlikely a more complex interaction model would provide a substantially better
fit to the data.

Sample WinBUGS code

model {

for (i in 1:ndata) {
precli]<- n[il/(sd[i]*sd[i])
diff[il~dnorm(meand[i],preci])
meand[i]<- theta[i]*sqrt(var[i])
theta[i]<- mu[s[i]] + delta[i]*(1-equals(trt[i],1))
delta[i]~dnorm(md][i],tau)

c1[i]<- d[2]*(1-equals(PE[i1,0)) + d[3]*(1-equals(STIi],0)) + d[4]*(1-equals(Support[i],0))
+ d[5]*(1-equals(Psychotherapyli],0)) + d[6]*(1-equals(Counselling[i],0)) + d[7]*(1-
equals(CM[i],0))

c2[i] <- d[8]*(1-equals(Meditation[i],0)) + d[9]*(1-equals(Exercise][i],0)) + d[10]*(1-
equals(SA[i],0)) + d[11]*(1-equals(SM[i],0)) + d[12]*(1-equals(HA[i],0)) + d[13]*(1-
equals(Information([i],0)) + d[14]*(1-equals(EM]i],0))

md[i]<- c1[i] + ¢2[i]
dev[i] <- (diff[i]-meand][i])* (diff[i]-meand]i])*prec]i]
}
resdev<- sum(dev[])
for (j in 1:nstudy) {
mu[j]~dnorm(0,.001)
}
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d[1]<-0

for (k in 2:ntrt) {
d[k]~dnorm(0,.001)

}

tau<- 1/(sd.d*sd.d)

sd.d~dunif(0,50)

for (k in 1:ntrt) {
pbest[k]<- equals(rank(d[],k),1)}
dum1<- Individual[1]
dum2<- Group[1]
dum3<- Telephone[1]
dum4<- Technology|[1]
dumb5<- Carer[1]
dum6<- Dyadic[1]

}

Model results

The results from the various meta-regression analyses conducted provided results
qualitatively similar to those from the pairwise analyses (i.e. decomposing the
multicomponent interventions did not change the results found). Specifically:

¢ Skills training and psychotherapy were both associated with significant reductions in
depressive symptoms.

¢ Interventions conducted in groups provided the largest effect sizes.

¢ Interventions targeted at carers alone were more effective than those targeting both the
person living with dementia and their carer.

o Additionally, the meta-regression model did find there was a loss of effectiveness
associated with adding additional components to an intervention, meaning an intervention
with a small number of effective components is likely to be more effective than one
containing a larger number of components.

As the results from the meta-regression models fitted supported the conclusions reached
from the pairwise meta-analyses and the health economic evidence, it was agreed there
would be unlikely to be substantial value from further exploring more complex models to fit to
the data. The results of all the models fitted are given below, after the table describing the
studies in the analysis.
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Meta-regression data

As reported in paper Mode of delivery Elements of intervention Target of Intensity of

(choose 1): (choose 1+): intervention intervention:
Individual Psychoeducation (choose 1): Number of hours
Group Skills training Carer only
Telephone Supportive interventions Dyadic
Technology-based  Respite

Psychotherapy

Counselling

Case management
Meditation/mindfulness
Exercise

Structured assessment
Stress management
Own health advice

Information
Environmental modification
Bourgeois 2002  Described as ‘skills training’. Two groups: Individual Psychoeducation Carer only 14 hours
Patient change group: focused on teaching Skills training (3hr group
caregivers to change patient behaviour. workshop
Self-change group: to teach caregivers to 11*1hr individual)

change their own coping behaviours.

Didactic presentations of either general
behavioural principles as they relate to the
symptoms of dementia (patient change group)
or a didactic presentation of three self-change
strategies (Increasing Pleasant Events,
Problem Solving, and Relaxation Techniques)
(self-change group)

Individual home visits focused on problem
solving and feedback and individualised
instruction based on group assignment
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Gendron 1996

Hebert 2003

Hepburn 2005

Ostwald 1999

Two groups:

Cognitive behavioural: led by clinicians trained
in cognitive-behavioural therapy. Aimed at
enhancing caregivers' coping skills and
focused particularly on participants' difficulties
in dealing with the affected spouse and on
personal problems encountered in fulfilling the
caregiving role. Included coping skills training
and brief discussion of same topics covered
by information support group.

Information support: live or video presentation
of different topics dealing with health and
aging, dementia, community resources, social
and leisure activities, nutrition, respite services
and legal issues

Both groups included an extended non-
structured discussion (peer support element)

Described as ‘psychoeducative’. Aim to
improve the caregiver’s ability to cope with the
numerous daily sources of stress associated
with caring for a person with dementia. It
comprised two components: cognitive
appraisal and coping strategies.

The PIC psychoeducation approach was
designed to provide caregivers with something
akin to clinical training. The curriculum
emphasized mastery of the practice of daily
caregiving and development of a confident
caregiving attitude

Described as psychoeducation. Programme
delivered as group workshops which aimed to:
Provide information about dementia

Develop practical skills for dealing with care
giving tasks

© NICE 2018. All rights reserved. See Notice of rights

Group

Group

Group

Group

Group one:
Psychotherapy
Psychoeducation
Skills training

Supportive interventions

Group two:
Psychoeducation
Information

Supportive interventions

Psychoeducation

Psychoeducation

Psychoeducation
Skills training
Information

Carer only

Carer only

Carer only

Dyadic

12 hours

(8*90 minute
group sessions)

30 hours (15 *2
hour group
sessions)

Not reported

14 hours

(7*2hour group
workshops)
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Cristancho-
Lacroix 2015

Kwok 2014

Tremont 2015

Burns 2003

Strengthen confidence and improve
communication and understanding

People with dementia invited to attend
concurrent group providing day-care like
activities

Web based programme described as
‘psychoeducation’.

Included education on dementia,
understanding people with dementia and their
behaviour, skills to cope with behavioural and
emotional troubles, practical skills (e.g.
medication, preventing falls, social and
financial support), relaxation training. Also
included a forum for peer support

Online cognitive behavioural therapy delivered
by counsellors with training in CBT. Aimed to
develop ability to deal with behavioural and
psychological symptoms of dementia.
Individualised therapy based on problematic
symptoms. Participants also had access to
psychoeducation component of the website.

Caregivers received 16 telephone contacts
distributed over 6 months that focused on
providing dementia education, emotional
support, directing caregivers to appropriate
resources, encouraging caregivers to attend to
their physical, emotional, and social needs,
and teaching caregivers strategies to cope
with ongoing problems.

Intervention was focused around 25 written
information pamphlets on management of
behavioural problems, and an additional 12
pamphlets focusing on carer wellbeing.
Included specific advice on dealing with
problem behaviour.
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Technology-based

Technology-based

Telephone based

Individual

Psychoeducation

Skills training
Information

Supportive interventions

Psychotherapy
Psychoeducation

Psychoeducation
Skills training
Counselling

Psychoeducation
Skills training
Information

Carer

Carer

Carer

Carer

4 hours

(estimated based
on 12 15-30
minute sessions)

9 week
intervention (total
hours not
reported or
possible to
estimate)

8 hours

(estimated from
16 telephone
contacts,
estimated as 30
mins each)

9 hours

(3-monthly 30
minute individual
sessions and
twice monthly
telephone contact
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Losada 2004

Zarit 1982

Blom 2015

Brennan 1995

The written material guided the structure of
the face —to-face sessions.

Information on dementia, and the work of
dementia-focused groups and organisations
was also provided

Psychotherapy:

Cognitive behavioural intervention aimed at
the modification of dysfunctional thoughts
about caregiving

Skills training:

Problem-solving skills training (PSP) for
caregivers, with the aim of modifying the
behavioural problems of their relative

Problem-solving training comprising practical Group
steps to manage day-to-day problems caused
by the memory loss. Participants, including
both the individuals with dementia and the
caregivers, were asked to talk about specific
instances of forgetting that were troublesome.
Suggestions for managing these problems
were made by group leaders or other
participants, taking into account an individual's
severity of memory loss, living arrangements,
and personal resources.

Internet-based course with 9 lessons. Each
lesson had information, exercises and
homework, and included: coping with
behavioural problems (problem solving);
relaxation; arranging help from others;
changing non-helping thoughts into helping
thoughts (cognitive restructuring); and
communication with others (assertiveness
training)

Received a computer terminal and modem,
which was installed in participant’s home,

Individual

Technology-based

Technology-based
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Group 1:
Psychotherapy

Group 2:
Skills training

Skills training

Psychoeducation
Skills training

Psychoeducation
Information

Carer

Dyadic

Carer

Carer

in first 6 months,
monthly for
remaining
intervention
period)

Not reported

10.5 hours

(7 sessions, 1.5
hours per
session)

8 lessons +
booster session
with individual
feedback from a
coach on
homework

Not reported
(access to system
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Eisdorfer 2003

Finkel 2007

Done 2001

which provided access to information
(electronic encyclopaedia with information on
dementia), decision support algorithm and
communication (access to forum of other care
givers and ability to send private messages to
other care givers).

Two intervention groups:

Family therapy: Intervention provided by a
family therapist to the caregiver and other
family members. The aim was to identify
problematic family interactions and to modify
them.

Family therapy + computer telephone system:
As above, but care givers were also provided
with a computer-telephone system to enhance
therapy — the aim was to allow enhanced
contact with the therapist and other family
members outside of the home

Primary component of intervention delivery
was the ‘computer telephone integration
system’. Carers could (a) place and receive
calls, (b) send and retrieve messages, (c)
access information and services, and (d)
conference with several people
simultaneously. Intervention was provided
over 6 months and included 2 in-home
sessions and 12 sessions conducted over the
CTIS. Eight individual educational skill-
building sessions and six support group
sessions were interspersed

A specialist speech and language therapist Group
facilitated a group discussion about the

causes of communication breakdown in

various video scene. This was followed by the
presentation of a training video in which the

Individual

Technology-based
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Supportive interventions

Psychotherapy

Skills training
Psychoeducation
Supportive intervention

Psychoeducation

Carer

Carer

Carer

throughout 1 year
study)

14 hours

(mean contact
time per caregiver
reported)

Not reported

(2 in-home
sessions, 12
sessions via
CTIS, 8 individual,
6 support group)

2 hours (2
sessions, each 1
hour long)
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Nobili 2004

Oken 2010

Ducharme 2011

same script was used but a successful
communication strategy adopted.

Described as a ‘structured intervention’. The Individual
caregiver was visited by a psychologist who
discussed and advised on family dynamics,
caregiver stress, changes in personality,
communication between the care giver and
recipient and how problematic behaviour was
managed. The care giver was also visited by
an occupational therapist who gave practical
advice on strategies to prevent and manage
problem behaviour, how to retain or improve
functional ability, and modifications to the
home to prevent dangerous situations.

Psychoeducation group: Group
In the classes, caregivers developed self-care

tools to reduce personal stress, change

negative self-talk, communicate their needs to

family members and health care and service

providers, communicate more effectively in

challenging situations, and make tough

caregiving decisions

Mindfulness:

The meditation intervention was based on
Mindfulness-Based Stress Reduction. The
objectives of the intervention were to (1) help
participants understand their personal
reactions to stress, (2) teach skills that provide
means to modify stress reactions, and (3)
promote self-care and feelings of competence
and mastery.

The intervention was provided by nurses Individual
during a 4 day individual training course. The

aims of the intervention were: to develop skills

adapted to the relative’s present situation,

such as communication skills; to discuss
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Psychoeducation Carer
Skills training

Stress management

Environmental modification

Group 1: Carer
Skills training

Stress management

Group 2:

Mindfulness/meditation

Psychoeducation Carer
Skills training
Information

2.5 hours

(60 minute visit by
a psychologist
and 90 minute
visit by an
occupational
therapist)

9 hours

(6 session, each
90 minutes long)

24 hours

(estimated based
on 6 hours per
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responsibility for care among family members; day for 4 day
to become familiar with formal services course)
available; and to plan for the future. Details of

how these aims were delivered is not

reported.

Gitlin 2001 Described as a ‘home environmental Individual Psychoeducation Carer 7.5 hours
intervention’. Delivered by an occupational Environmental modification (5*90 minute
therapist. Involved educating caregivers about sessions)

the impact of the environment on dementia-
helping caregivers simplify objects in the
home (e.g., remove clutter), break down tasks
(e.g. one- or two-step commands, lay out
clothing in the order in which it is to be
donned),and involve other members of the
family network or formal supports in daily
caregiving tasks.

De Rotrou 2011 In every session, experienced health Group Psychoeducation Carer 24 hours
professionals (geriatrician, psychiatrist, Skills training (12 weeks, a 2-
psychologist, social worker, speech therapist, hour session each
occupational therapist) provided caregivers week)

with detailed information on specific aspects of
the disease. The PEP was focused on
education, problem-solving techniques and
emotion-centred coping strategies,
management of patient’'s behaviour,
communication skills, crisis management,
resource information and practical advice.

Hepburn 2001 A community-based 14-h training program Group Skills training Carer 14 hours
over 7 weeks designed to provide the Information (7 weeks, with 2
caregiver with the knowledge, skills and hours per week)

beliefs required to function effectively in their
caregiving role. The training had five
components — information provision, concept
development, role clarification, belief
clarification and mastery-focused coaching.
Information provided on an ongoing basis,
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including specific information about services
and coaching regarding their new role.

Gavrilova 2009 Assessment—1 session. (a) cognitive and Individual Psychoeducation Carer 2.5 hours
functional impairments; (b) carer’s knowledge Skills training (5 sessions, each
and understanding of dementia; (c) care Structured assessment 30 minutes long)
arrangements
Basic education—2 sessions. (a) general
introduction to the iliness; (b) what to expect in
the future; (c) what causes and what does not
cause dementia?; (d) locally available care
and treatment.

Training on problem behaviours—2 sessions.
Up to eight problem behaviours identified in
the assessment are addressed (personal
hygiene, dressing, incontinence, repeated
questioning, clinging, aggression, wandering,
apathy).

Guerra 2011 Assessment—1 session. (a) cognitive and Individual Psychoeducation Carer 2.5 hours
functional impairments; (b) carer’s knowledge Skills training (5 sessions, each
and understanding of dementia; (c) care Structured assessment 30 minutes long)
arrangements
Basic education—2 sessions. (a) general
introduction to the iliness; (b) what to expect in
the future; (c) what causes and what does not
cause dementia?; (d) locally available care
and treatment.

Training on problem behaviours—2 sessions.
Up to eight problem behaviours identified in
the assessment are addressed (personal
hygiene, dressing, incontinence, repeated
questioning, clinging, aggression, wandering,
apathy).

Horvath 2013 Received a home safety toolkit, which Individual Skills training Carer 0.3 hours
included a booklet (keep the home safe for a Information (15-20 minutes to
person with memory loss) and bag of samples review material
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of products which aimed to reduce risky and ask
behaviours and accidents (e.g. motion sensor, questions)
stove knob covers). Care givers were given

15-20 minutes to review the material and ask

questions.

Martin-Carrasco A skills training/educational activity, which Individual Skills training Carer 12 hours

2009 involved regularly and periodically attending a Stress management (8 sessions, each
course and included the following objectives: of 90 minutes)

(a) to help the caregiver control tension and
stress deriving from caregiving; (b) to teach
the caregiver different strategies for handling
their relative’s behavioural problems; and (c)
to increase their satisfaction with life

Hattink 2015 Online course, which aimed to provide Technology based  Psychoeducation Carer Not reported (had
information on dementia symptoms and Supportive interventions access to system
diagnosis, functional consequences of throughout study)

dementia on daily life and compensating for
psychosocial consequences of dementia. Also
provided access to facebook and linked in
communities for peer support

Liddle 2012 Training sessions on memory support and Technology based  Skills training Carer 1.5 hours
communication strategies delivered by DVD, (2*45 minute
with research staff present to encourage sessions)

discussion and answer questions. Care givers
kept the DVDs and were also given a booklet
and reminder card listing strategies.

Davis 2004 Telephone-based skills training plus Telephone Skills training Carer Not reported
conversation about finding and using local Counselling
community resources:
Thinking constructively about caregiving
problems (primary appraisal), acquiring an
increased sense of self-efficacy around
personal caregiving abilities (secondary
appraisal), being more resourceful in
managing (coping with) caregiving situations

Information
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Burgio 2003

Kurz 2010

Ulstein 2007

Chu 2011

Fung 2002

Described as ‘skills training’. Attended
workshop and were provided with notebook
and videotapes demonstrating critical skills.
Also visited individually to assist with
application of skills.

Provided information and support on
behaviour management techniques and
frequently used strategies including
communication skills, memory aids, and
reinforcement techniques.

The interventionist encouraged application of
these skills to increase pleasant events, social
support, and exercise or to improve diet.
Also included cognitive restructuring, to
encourage more realistic beliefs and goals.

Therapists were experienced psychologists or
social workers who received a study-specific
training prior to the onset of the trial. The
educational program focuses on information
about Alzheimer’s disease and is structured
along the different stages of dementia severity

3hr educational programme about dementia
run by physicians on symptoms, treatment
and the normal course of dementia, followed
by 6 group meetings on communication
technics and problem solving.

12 week structured group support programme.
Care givers were encouraged to share their
experiences. Sessions were structured around
sharing emotions, experiences of behaviour
problems, carer needs, communication
problems, future care plans.

Group sessions consisted of education,
sharing and discussion, psychological support,
problem solving.
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Individual

Group

Group

Group

Group

Skills training

Psychoeducation

Psychoeducation
Skills training

Supportive interventions

Supportive interventions

Carer

Carer

Carer

Carer

Carer

Total contact
time=11.5

3hr group
workshop, 8 1hr
individual
sessions and 2
phone calls
(estimated at 15
minutes each)

10.5 hours

(7 sessions, each
of 90 minutes)

15 hours

(3hr workshop,
6*2hr meetings)

12 hours

(12 sessions,
estimated at 1hr
each)

12 hours
(12*1hr sessions)
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Hebert 1994

Senanarong

2004

Goodman 1990

Mahoney 2003

Group sessions facilitated by a nurse. Each Group
session included information on dementia

(symptoms, diagnosis, prognosis, treatment,

legal and ethical issues, and resources), role

playing techniques to explore behavioural or

emotional problems, the opportunity to share

personal experiences, and an introduction to

relaxation techniques.

Nurses provided information on dementia Group
course and prognosis, management of

abnormal behaviours especially agitation and
aggression, environmental adaptation and

recreation strategies to cope with disturbed

behaviours, identification of underlying needs

which can cause maladaptive behaviours,

appropriate communication techniques and

tactics for provision of basic personal care to

patients with dementia.

A model telephone program with two
components: peer telephone networks and
telephone accessed informational lectures on
Alzheimer's disease. The program
components were separated to enable a
randomized comparison, although caregivers
in both groups received bimonthly follow-up by
staff for crisis intervention and case
management.

Intervention included access to an automatic
telephone-based system. Included automated
‘conversation’ with a pre-recorded computer-
mediated script. ‘Yes’ and ‘no’ responses
could be inputted using a touch tone phone.
The system delivered information strategies to
deal with problem behaviours. The system
monitored response to problem-solving
strategies and alerted a system manager. The

Telephone

Telephone
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Psychoeducation
Supportive interventions

Psychoeducation
Skills training

Supportive interventions

Supportive interventions

Carer

Carer

Carer

Carer

24 hours (8
session, each of 3
hours)

3.75 hours

(5 sessions, ech
of 45 minutes)

Not reported

(12 telephone
calls, but length
unclear)

Not reported
(participants had
access to system
throughout trial)
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Winter 2006

Mittelman 2008

Quayhagen
2000

system also included the facility to send voice
mail messages to a nurse specialist and a
telephone support group. There was also a
care recipient distraction module that offered
the care recipient a pleasant conversation to
provide the care giver with respite time.

Telephone based support group linking 5
caregivers per group for an hour weekly using
teleconferencing. Groups were facilitated to
encourage group cohesion and to encourage
sharing of experiences.

Counselling: 2 individual sessions, 3 sessions
including family members and ad hoc
telephone counselling. Counselling was
individually tailored, but could include
information on dementia, information about
resources available, help with problem
behaviour and emotional support.

Skills training:

Problem (conflict) identification, stress
reduction, anger/frustration management,
communication enhancement, and conflict
resolution. Focused on problems and/or
conflicts that reduced their ability to interact
effectively, accompanied by tasks oriented to
increasing communication and problem-
solving skills

Support:

Seminars provided a forum for information
exchange, support, discussion, and problem
solving. Attention was given to establishing a
format that was conducive to enhancing
communication between patients and
caregivers.
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Telephone

Group

Group 1:
Individual
Group 2:
Group

Supportive interventions Carer

Psychoeducation Carer
Skills training
Counselling

Group 1: Dyadic
Skills training

Group 2:

Supportive interventions

14.8 hours
(caregivers
participated in a
mean of 14.8
1hour sessions)

5 hours
(estimated based
on 5 individual
sessions, of
estimated 1hr
each)

Not reported
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Charlesworth
2008

Stirling 2012

Wishart 2000

Grant 2003

Korn 2009

Access to a befriending scheme based in a Individual
voluntary organisation with experience of

supporting befriending volunteers. Each

scheme had a facilitator who was responsible

for recruitment, selectin, screening, training

and matching volunteers. Befrienders

provided emotional support and

companionship.

Participants were provided with and asked to Individual
work through a decision aid, which had been

developed as part of the study. The decision

aid contained information on community

services available, decision tools on selecting

respite care, description of carer’s

experiences and information on dementia.

Weekly 2-hour visit by trained volunteers Individual
taking the person with dementia out of the
house on a walk or another activity.

The intervention group were entitled to up to Individual
60 hours of respite care over a two-week

period. The respite intervention was care of

the person with dementia in the home of the

caregiver and person with dementia, provided

by professionals who were trained in the care

of people with Alzheimer’s disease. Respite

care could total no more than six hours per

day. The actual amount of respite care used

was up to the discretion of the care giver.

Respite care: trained companion to stay at Individual
home with the care recipient for eight

sessions, and lasted for three hours. The

caregivers were encouraged to participate in

activities and were given transportation,

admission costs and supplies for the activities

they chose, which included music therapy,
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Supportive interventions Carer
Psychoeducation Carer
Information

Respite care Carer
Respite care Carer
Respite care Carer

Total contact
time=26 hrs

Weekly home
visits for at least 6
months (assumed
26 1hr visits)

Not reported
(intervention was
simply access to
written material)

12 hours
(6*2hours)

Up to 60 hours

24 hours
(8*3 hours)
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Arango-Lasprilla
2014

Beauchamp
2005

Au 2010

Coon 2003

yoga, swimming and basket-making, activities
with friends and gardening,

Cognitive behavioural intervention through a
‘coping with frustration’ class. 8 weeks
intervention to introduce strategies to manage
negative feelings. Interventions included
relaxation; identifying and challenging
negative thoughts; use of self-positive
statements. Taught in a classroom format in
small groups plus practical application

Wed-based intervention (text and video)
modelling positive caregiving and providing
information. The programme was personalised
by a questionnaire completed by the caregiver
(e.g. spouses received information on
finances, socialising and losing a companion,
children received information on long distance
care giving). Included problem solving
techniques and information on handling
behavioural difficulties.

CBT group intervention conducted by two
clinical psychologists-in-training. CBT classes
were conducted in small groups with 5-8
people in a 2-h workshop format for 13
consecutive weeks.

Two intervention groups:

Anger management: Early sessions presented
the cognitive-behavioural model and treatment
rationale, discussed sources of caregiver
frustration, and taught basic relaxation skills
and specific cognitive skills: how to generate
positive self-talk and how to monitor
dysfunctional or unhelpful thoughts that
preceded feelings of frustration.
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Group

Technology-based

Group

Group

Psychotherapy Carer
Stress management

Psychoeducation Carer
Skills training

Information

Psychotherapy Carer
Information

Psychotherapy Carer

16 hours

(8 weeks, a 2-
hour session each
week)

0.5 hours

(mean time spent
using the
programme was
32.2 minutes)

26 hours

(13 weeks, a 2
hour workshop
each week)

20 hours

(10 2-hour
workshops)
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Gallagher-
Thompson 2008

Marriott 2000

Gallagher-
Thompson 2007

Losada 2015

Depression management: based on social
learning theory and followed cognitive-
behavioural principles. Goal was to increase
life satisfaction. Emphasised the importance of
engaging in pleasant activities.

Group sessions based on cognitive- Group
behavioural principles. Discussion and
teaching of problem-solving strategies.
Included practice of a 5-10 minute relaxation
technique that participants were encouraged
to use at home. Home-based exercises were
used to reinforce the techniques learnt. Topic
covered included education on dementia,
manging problem behaviour, taking care of the
care giver, and planning for the future.

Described as a cognitive behavioural family Group
intervention. Included carer education on

dementia, coping skills training (addressing
problematic behaviours) and stress

management. Written information on the same

topics was also provided

Individual sessions based on cognitive- Individual
behavioural principles. Discussion and

teaching of problem-solving strategies.

Included practice of a 5-10 minute relaxation

technique that participants were encouraged

to use at home. Home-based exercises were

used to reinforce the techniques learnt. Topic

covered included education on dementia,

manging problem behaviour, taking care of the

care giver, and planning for the future.

CBT: Developed according to a cognitive— Individual
behavioural model of caregiver distress.

Included modules on cognitive restructuring,
assertiveness skills, relaxation and increasing

pleasant activities.
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Psychotherapy
Psychoeducation
Stress management

Psychotherapy
Psychoeducation
Stress management

Psychotherapy
Psychoeducation
Stress management

Psychotherapy

Carer

Dyadic

Carer

Carer

29 hours

(Weekly 2hr
sessions for 13 to
16 weeks)

14 hours

(estimated based
on 14 sessions —
assumed 1hr per
session)

29 hours

(Weekly 2hr
sessions for 13 to
16 weeks)

12 hours

(8*90 minute
sessions)
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Acceptance commitment therapy: based on:
(1) acceptance of aversive internal events and
the circumstances activating them, (2)
choosing meaningful courses of action
consistent with one’s personal values, and (3)
action oriented toward those values.

Marquez- Focus on dysfunctional thoughts: Group Psychotherapy Carer Not reported
Gonzalez 2007 This module focused on the management of

dysfunctional thoughts and cognitive

distortions. Its main objective was to train

caregivers in the detection and modification of

specific dysfunctional thoughts about

caregiving that may act as barriers and

obstacles for an appropriate coping response

in the caregiving situation.

Focus on behavioural skills:

In accordance with CBT procedures, the
cognitive component of this intervention was
complemented with a behavioural one.
Specifically, this second module was aimed at
training caregivers in specific coping skills so
that they would be able to cope more
effectively with caregiving demand

Chang 1999 Cognitive-behavioural intervention consisting Technology-based  Counselling Carer Not reported
of two parts. 1) Videotapes demonstrating Skills training
assisted modelling behaviour (eating and
dressing). 2) A Nurseline support program to
reinforce the video information and assist the
caregiver to explore coping strategies

Gallagher- 12-week CBT skill training program delivered Technology-based  Psychotherapy Carer 2.5 hours (DVD
Thompson 2010 on a DVD. The DVD contains several Psychoeducation play length)
sections: (a) information about dementia and Skills training
caregiver stress; (b) how to recognize and Stress management
change stressful behaviours of 9
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the CR (and/or learning to change CG
reactions to these behaviors); (c) how to
communicate more effectively with other
family members about caregiving issues and
how to obtain assistance if needed; (d) how to
talk with health care providers about the CR’s
health issues and problematic behaviors; (e)
how to access community resources along the
“continuum of care” to obtain appropriate
services when needed; and (f) how to deal
with legal issues and prepare for placement or
other problems near end-of-life. The narrator
explains what is happening in each scene and
why certain responses are “better” or “not so
good” to facilitate understanding and CG
effectiveness in dealing with problems that
produce stress.

Kajiyama 2013 Online programme which included information = Technology based  Psychotherapy Carer Not reported
on dementia, common problems, stress Information (8 online modules
management, behavioural activation Skills training + workbook)

(increasing pleasurable activities),
communication skills and healthy lifestyle
habits. A workbook was also included to
reinforce online activities.

Steffen 2000 Anger management video series and Technology based  Psychotherapy Carer Not reported
workbook. Included instruction and examples
of female carers utilizing strategies for
increasing behavioural activation for both the
carer and care recipient, and improving
relaxation and self-efficacy during caregiving

Stress management

situations

Akkerman 2004  CBT, conducted in small groups comprised of  Group Psychotherapy Carer 18 hours
four to eight caregivers. Nine weeks of Information (9 weeks, a 2
didactic skills training using a multidimensional hour session each
model to address the physical, cognitive and week)
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behavioural components associated with
caregiver anxiety

Fortinsky 2009 Contact with a dementia care consultant Individual Case management Carer 12 hours
monthly for 12 months with each family (estimated based
caregiver. Each contact including discussing on 12 monthly
concerns about symptoms and care visits and
responsibilities and formulation of a written estimated 1 hour
care plan. Care plans were faxed to the per visit)
patient’s physician.

Jansen 2011 12 months of case management by a district Individual Case management Carer Variable,
nurse. Nurses had a co-ordinating role depending on
including assessment, giving advice and needs (typically 2
information, planning, organising collaboration home visits then 3
and monitoring of care. Formulated a care monthly
plan. telephone contact

up to 12 months)

Xiao 2016 Case management intervention delivered in Individual Case management Carer Not reported
the caregiver's home by a home care worker.
Case managers (home care workers) trained
to use a personal caregiving support plan and
caregiving diary

Belle 2006 The intervention addressed caregiver Individual Psychoeducation Carer 12 hours
depression, burden, self-care, and social Skills training (based on12
support and care recipient problem behaviours Stress management sessions,
through 12 in-home and telephone sessions estimated 1hr per
over 6 months. Key strategies for intervention session)

included education about pleasant events and
well-being, stress management techniques,
importance of looking after own health, social
support, and the symptoms of dementia.

Chen 2015 Study nurses provided the intervention of six Group Psychoeducation Carer Total hours=6
sessions over 3 months. Sessions included Skills training (based on 6
improving knowledge of dementia, providing Supportive intervention sessions,
information regarding support services, estimated 1hr per
techniques to manage behavioural and session)
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Davis 2011

Gaugler 2015

Gonyea 2006

Martindale-
Adams 2013

psychological symptoms or cognitive
difficulties, support in relaxation and coping,
and establishing a caregiver self-support
system.

Intervention strategies were based on
assessment of caregiver emotional
adjustment, family functioning, staff-caregiver
interactions, health, and social support.
Treatment strategies are based on models of
stress and coping process and family
functioning.

Include referral to appropriate community-
based mental health or support resources

Residential Care Transition Module to help
families manage their emotional and
psychological distress following residential
care placement of a cognitively impaired
relative. Intervention included
psychoeducation, communication, problem
solving, behaviour management strategies,
concrete planning, and counselling.

Intervention was based on cognitive
behavioural therapy and behavioural
activation, and was designed to teach
caregivers behavioural techniques to
management neuropsychiatric symptoms and
increase participation in pleasant activities.

Telephone support groups involving 5 to 6
families and carers and a group leader. The
group met for 14 sessions over 1 year.
Families and carers were provided with written
materials on managing behaviours of concern
and coping with stress. The intervention
focused on education, skills building, and
support.
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Telephone

Individual

Group

Telephone based

Structured assessment
Psychoeducation
Supportive intervention

Psychoeducation
Skills training
Counselling

Psychotherapy
Skills training

Psychoeducation
Skills training
Supportive intervention

Carer

Carer

Carer

Carer

Not reported

(10 contacts over
3 months)

9 hours

(6 session, each
60-120 minutes
long)

7.5 hours

(5*90 minutes
over 5 weeks)

14 hours
(estimated based
on 14 sessions,
1hr per session)
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Newcomer 1999 Case management and community care Individual Case management Carer Not reported
programme. Caregivers were given training on Supportive interventions (participants had
Alzheimer’s disease individually and through Information access to
support groups. Support groups were provided services
for peer support. Case managers provided throughout trial,
information on care services, designed which was up to
tailored care packages and co-ordinated 36 months
assistance in caregiving tasks. duration)

Tremont 2008 Psychosocial intervention delivered by Telephone Psychoeducation Carer 12 hours
telephone by trained therapists. The calls Skills training (23 telephone
focused on providing emotional support, Counselling calls over 1 year)
directing caregivers to appropriate resources,
encouraging caregivers to attend to their own
physical, emotional, and social needs, and
teaching caregivers strategies to cope with
ongoing problems. Included an initial
psychoeducation component and a follow up
component where problems were identified
and discussed and psychoeducation material
was reviewed.

Au 2015 Standard psychoeducation plus a behavioural = Telephone Psychoeducation Carer Total hours=2
activation programme. Used the ‘pleasant Information (8, 15-20 minutes
event schedule’ where pleasant activities were per phone call)
rated for frequency and pleasure. Also
provided information on access to social and
psychological services. Participants received
regular telephone contact where participants
were taught to schedule pleasant activities
according to the principles of behavioural
activation.

Buckwalter 1999 Progressively lowered stress threshold model  Individual Structured assessment Carer 16 hours
training. An initial interview were carers were Information (4 hours individual
given an individualised needs assessment, Skills training + biweekly

followed by the provision of support,
information and referrals to other services to
support implementation of that plan
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telephone calls for
6 months
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Gaugler 2015a

Gonzalez 2014

Joling 2012

Livingston 2013

Residential Care Transition Module to help Individual
families manage their emotional and

psychological distress following residential

care placement of a cognitively impaired

relative. Intervention included

psychoeducation, communication, problem

solving, behaviour management strategies,

concrete planning, and counselling.

Six group sessions on resourcefulness Group
training in groups of 5 to 7 carers who met for

2 hr weekly. The training taught and reinforced
cognitive behavioural skills, coping strategies,

problem solving, priority setting, and decision

making.

Intervention was a mix of individual and family  Individual
sessions. Included psychoeducation and

problem solving techniques, including

encouragement to delegate tasks among

family members. Telephone counselling was

available outside of scheduled sessions if

needed.

A manual-based coping intervention Individual
comprising eight sessions (START). The
program consisted of psychoeducation about
dementia, carers’ stress, and where to get
emotional support; understanding behaviours
of the family member being cared for and
behavioural management techniques;
changing unhelpful thoughts; promoting
acceptance; assertive communication;
relaxation; planning for the future; increasing
pleasant activities; and maintaining skills
learnt.

Carers practiced these techniques at home,
using the manual and

relaxation CDs.
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Psychoeducation
Skills training
Counselling

Skills training

Psychoeducation
Skills training

Psychoeducation
Skills training

Carer

Carer

Carer

Carer

9 hours

(6 session, each
60-120 minutes
long)

12 hours

(6 sessions, each
of 2 hours)

6 hours

(6 sessions over 1
year, estimated 1
hour sessions)

8 hours (8
sessions, each of
1 hour)
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Mittelman 1996

Mittelman 2004

Mohide 1990

Wright 2001

Individual and family counselling sessions
(promoting communication, teaching problem
solving, managing behaviour, providing
emotional support). Also provided information
on dementia and resource information.

Also included attendance at weekly support
groups and the continuous availability of
counsellors to caregivers and families to deal
with crises and for advice (e.g. access to
services, assistance with nursing home
placement).

Individual and family counselling sessions
(promoting communication, teaching problem
solving, managing behaviour, providing
emotional support). Also provided information
on dementia and resource information.

Also included attendance at weekly support
groups and the continuous availability of
counsellors to caregivers and families to deal
with crises and for advice (e.g. access to
services, assistance with nursing home
placement).

The aim of intervention was to enhance carer
competence and achieve a sense of control.
Caregiver support nurses scheduled home
visits, which were initially weekly. Carers
undertook a health assessment, were
provided with education, a copy of “The 36-
Hour Day,” problem solved strategies to
reduce excessive disability, and enhance
functional capacity in the PWD. Carers were

offered a 4-hr block of in-home respite weekly.

Carers were encouraged to attend a monthly
2-hr support group.

Intervention was provided by a nurse
specialist. Problem behaviours were identified
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Individual

Individual

Individual

Individual

Psychoeducation Carer
Psychotherapy

Supportive interventions

Skills training

Psychoeducation Carer
Psychotherapy

Supportive interventions

Skills training

Psychoeducation Carer
Skills training
Supportive interventions

Skills training Carer

Not reported

(6 scheduled 1.5
hour sessions
plus attendance
at weekly support
group indefinitely,
plus access to
counsellors on an
ad hoc basis.

Not reported

(6 scheduled 1.5
hour sessions
plus attendance
at weekly support
group indefinitely,
plus access to
counsellors on an
ad hoc basis.

Not reported

4 hours
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and discussed, and strategies for copying Counselling (1 year
were formulated. Medications were monitored programme
and adjusted in discussion with the care including 3 home
recipient’s physician. Supportive counselling visits and 2 phone
was also provided and referrals were made to calls. Estimated
support groups and intensive psychotherapy 1hr per home visit
or medical referrals if needed. and 30 minutes
per phone call)
Chien 2008 Dementia care management programme. Individual Psychoeducation Dyadic 24 hours
Education and support group for family Skills training (12 * 2hrs over 6
members of people with dementia. Each Case management months)
family had a case manager who, in
collaboration with the care givers, prioritised
problem areas, summarised assessment data
and formulated a multidisciplinary programme
for each family. Intervention also provided
information on dementia and dementia care
and support resources, and included a family
needs assessment. Conducted home visits
each week and family health assessments
each month. Provided groups with routine
dementia care for the patients (e.g.
pharmacotherapy and social activities) and
written material for the carers.
Chien 2011 Dementia care management programme. Individual Psychoeducation Dyadic 24 hours
Education and support group for family Skills training (12 * 2hrs over 6
members of people with dementia. Each Case management months)

family had a case manager who, in
collaboration with the care givers, prioritised
problem areas, summarised assessment data
and formulated a multidisciplinary programme
for each family. Intervention also provided
information on dementia and dementia care
and support resources, and included a family
needs assessment. Conducted home visits
each week and family health assessments
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Dias 2008

Gitlin 2008

each month. Provided groups with routine
dementia care for the patients (e.g.
pharmacotherapy and social activities) and
written material for the carers.

Dyadic intervention, which Included:
Basic education about dementia

Education about common behaviour problems
and how they can be managed

Support to the caregiver in activities of daily
living

Referral to psychiatrists or the family doctor
when behaviour problems are severe and
warrant medication intervention.

Networking of families to enable the formation
of support groups.

Advice on government schemes

Included a minimum of fortnightly visits for 6
months. Each person with dementia was seen
by a psychiatrist at least once for advice on
medication and common medical problems.
The home care worker also met with the
psychiatrist each month to provide feedback.

Tailored Activity Program: 6 x 90-min home
visits and two 15-min telephone contacts by
occupational therapists over 4 months. Three
activities per patient were developed based on
assessments that identified the person’s
capacities. The interventionist developed a
brief written activity prescription. Carers were
instructed in how to facilitate the activity and
also in stress reducing techniques to establish
a calm emotional tone. As activities were
mastered, interventionists generalized
strategies to care problems and instructed
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Individual

Individual

Psychoeducation Dyadic
Skills training

Supportive intervention

Information

Skills training Dyadic

Structured assessment
Stress management
Environmental modification

13 hours

(estimated based
on minimum of
fortnightly visits,
estimated at 1
hour each)

12.5 hours

(8 session, each
of 90 minutes,
plus two 15
minute telephone
calls)
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Gitlin 2010

Kwok 2013

Prick 2015

Torkamani 2014

them on how to downgrade activities for future
declines.

“COPE” intervention: Assessment (patient
capability, medical testing, home environment,
family carer communication, concerns), family
carer education (patient capabilities, potential
effects of medications, pain, constipation,
dehydration), and family carer training to
address concerns and help reduce stress.
Training in problem solving, communication,
engaging patients in activities, and simplifying
tasks was tailored to the needs of the dyad.
Dyads received up to 10 sessions over 4
months with an occupational therapist

Support from case manager via home visits
and phone calls, home-based cognitive
stimulation activities for the person with
dementia and a telephone hotline to access
the case manager. An occupational therapist
advised on coping strategies, skills training,
and behavioural management and linked the
person with local services.

Eight home visits during three months,
combining physical exercise and support
(psychoeducation, communication skills
training, and planning of pleasant activities).
Both the physical exercise and support
component were directed at both the person
with dementia and the caregiver.

Computer system for information and support
and to provide information about the person
with dementia and the carer to clinicians
(distance monitoring). Includes information
and educational material about dementia and
musical entertainment, relaxation and exercise
techniques. Also allows access to other carers
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Individual

Individual

Individual

Technology based

Psychoeducation

Skills training
Structured assessment
Stress management

Dyadic

Case management
Skills training
Information

Dyadic

Psychoeducation
Exercise

Dyadic

Psychoeducation
Information

Exercise

Supportive intervention

Dyadic

10 hours

(10 sessions
estimated at 1 hr
each)

Not reported

Not reported

Not reported (had
access to system
through the 6
month trial)
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Bottino 2005

Bruvik 2013

Gitlin 2003

with a social networking function, and the
ability to contact health professionals through
the system.

Caregivers (either a familiar or a professional
caregiver) were fiven psychoeducational
advice and attended support group sessions.
This group aimed to offer support and to
prevent early stress caused by the strain and
burden of dementia caregiving, sharing
information about the disease, and how to
take care of the patient. Caregivers were
always instructed to repeat some exercises at
home in between the group sessions at least 3
times a week.

Included individual counselling using a
problem solving method to address unmet
needs. One session included the wider family
and 2 sessions included the person with
dementia. Also included education on
dementia and written information.

Carer and person with dementia also attended
group meetings (separately). For the carer
group, the focus was structured problem
solving and coping strategies. The group with
people with dementia included education
about dementia and ‘pleasant events’.

Home and telephone contact by occupational
therapists to provide education on dementia,
the impact of the home environment on
behavioural problems, problem solving and
adaptive equipment. The programme
focussed on manipulating the physical and
social environment (e.g. installation of grab
rails, removing or labelling of objects, short
verbal instructions). Involved help with
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Group

Individual

Individual

Psychoeducation Dyadic
Supportive intervention

Psychoeducation Dyadic
Supportive intervention

Skills training

Psychoeducation Dyadic
Skills training

Environmental modification

Not reported

22 hours

(5*1hr individual
counselling, 2*half
day seminars,
6*2hr group
sessions)

8 hours

(590 minute
home visits, 1 30
minute telephone
contact over 6
months)
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Graff 2006

Judge 2013

Martin-Cook
2005

practical skills and communication with care
recipients and medical professionals.

Delivered by occupational therapists. Included Individual
home observation to identify problematic

activities and a structured interview. Patients

and carers were asked to prioritise areas to

improve and the occupational therapist

suggested modifications to the environment

and skills. Included cognitive and behavioural
interventions, problem solving and coping

strategies.

Dyads were taught a core set of evidence- Individual
based techniques for managing dementia-

related issues across the following areas: (1)

education on dementia and memory loss, (2)

effective communication, (3) managing

memory, (4) staying active, and (5)

recognizing emotions and behaviours.

Intervention involved four weekly skills-training  Individual
sessions. In Session 1, the Texas Functional
Living Scale (TFLS) was administered to the
patient while observed by the caregiver. In
Session 2, the TFLS was re-administered with
the addition of breaking tasks into smaller
steps, as well as other visual, auditory, tactile,
or multimodal cues and prompts to facilitate
improved performance. Caregivers were told
that the goal was for patients to complete as
many of the IADL tasks as independently as
possible, but that assistance should be
rendered when patients seemed unable to
proceed on their own. In Session 3, the
caregiver administered the TFLS, using
facilitative prompts and cues as appropriate.
The study coordinator offered suggestions and
input as needed to assist caregivers in cueing

© NICE 2018. All rights reserved. See Notice of rights

Skills training Dyadic
Environmental modification
Structured assessment

Psychoeducation Dyadic
Skills training

Skills training Dyadic
Environmental modification
Information

10 hours

(10 session, each
of 1 hour)

9 hours

(690 minute
sessions)

Not reported
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specific tasks. Session 4 integrated the
experience of the previous three sessions.
Individualized suggestions to enhance
communication and specific strategies to
facilitate cueing on ADL were reviewed.
Practical advice regarding home safety and
information about community resources,
companion service agencies, and other home
health services was offered.

Waldorff 2012 “DAISY” intervention. A multifaceted and semi  Individual Psychoeducation Dyadic 14 hours
tailored psychosocial intervention programme Counselling (7 sessions, each
to provide counselling, information and of 2 hours)

support to patients with mild dementia and
their caregivers. The intervention included up
to 7 counselling sessions: 2 sessions with
both patient and caregiver; 2 sessions with the
patient alone; 2 sessions with the caregiver
alone; and an optional network session with
the patient, caregiver, and family network.

Mittelman 1993  Caregivers in the treatment group received a Individual Psychoeducation Dyadic Not reported
comprehensive intervention that was designed Supportive interventions
to maximize the support provided to them.
They agreed to participate in individual and
family counselling sessions and to join and
regularly attend an AD-caregiver support
group. They and their families could request
additional help, advice, or counselling at any
time. Education was a key element of all
components of the intervention. There was no
predefined endpoint to the treatment.

Spijker 2011 The health care professionals giving care individual Structured assessment Dyadic Not reported
were randomised, rather than participants
directly. They were trained to assess
caregiver’s sense of competence and
depressive symptoms and provide supportive
interventions to deal with deficiencies. The

© NICE 2018. All rights reserved. See Notice of rights

Counselling
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Connell 2009

Hirano 2011

Danucalov 2013

Lavretsky 2013

Leach 2015

supportive interventions could include one or
more of 60 supportive actions, in the following
categories: intake, diagnostics, psychosocial
care, medical care, handover care, legal care,
case management, crises management.

Participants received phone calls from
behaviour change counsellors. Phone calls
included direction to complete daily activity
logs and set long term goals. Problem solving
techniques were used to overcome barriers.
Goals were regularly reviewed. Participants
were also provided with a video and booklet
on fitting physical activity into their daily
routine.

Participants were prescribed regular exercise
of moderate intensity (3 metabolic
equivalents) 3 times per week for 12 weeks.
Participants carried pedometers to record step
counts, and reported exercise in a journal.

Stress reduction programme. Included
teaching of yoga poses, breathing exercises
and meditation. Participants were also
encouraged to undertake 2 sessions per week
at home with a DVD.

Participants were introduced to meditation in a
baseline visit and provided with a cd. They
were asked to practice meditation at home
each day. The meditation included chanting,
deep breathing and visualisation of light.

Transcendental meditation delivered face to
face by an experienced instructor (further
details not provided)

© NICE 2018. All rights reserved. See Notice of rights

Telephone based

Individual

Group

Technology based

Individual

Exercise

Exercise

Meditation/mindfulness

Meditation/mindfulness

Meditation/mindfulness

Carer

Carer

Carer

Carer

Carer

Not reported (14
telephone calls
over 6 months)

Not reported

10 hours
(8*75 mins)

12 hours
(Participants were
provided with a cd
and asked to do
the meditation for
12 minutes per
day for 8 weeks

14 (hours)
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Whitebird 2012 Received instruction on mindfulness and Group Meditation/mindfulness Carer 25 hours
practiced meditation and yoga each week. (8*2.5 hours + 1*5
Written material and CDs were provided hours)

Gonyea 2016 CBT: Group Group 1: Carer 7.5 hours
Used the antecedents-behaviour- Psychotherapy (5*90 minute
consequence problem-solving approach to Group 2: Psychoeducation weekly sessions)

behaviour change. Aimed to increase
engagement with pleasant activities. Included
problem solving techniques and activities.
Psychoeducation:

Education on member loss and the
progression of Alzheimer’s disease,
community resources, working with doctors,
home safety and communication

Cheng 2014 CBT: Group Group 1: Carer Not reported
Benefit-finding intervention designed under a Psychotherapy
cognitive behavioural framework. Includes Group 2: Psychoeducation

positive reappraisal coping that is intended to
help caregivers construe the demands of
caregiving in more positive ways
Psychoeducation:

A “standard” psychoeducational intervention
(same topical coverage as in the benefit-
finding intervention but without the positive
reappraisal component)

© NICE 2018. All rights reserved. See Notice of rights
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Meta-regression results
Depression - intervention component (full list of components)

Regression results

node mean sd MC error2.5% median 97.5%  start sample
d[2] 0.0216 0.1073 0.00105 -0.1902 0.02166 0.2327 50001 50000
d[3] -0.1282 0.1059 8.814E-4 -0.335 -0.1286 0.08283 50001 50000
d[4] 0.08707 0.1185 9.711E-4 -0.1473 0.08789 0.3183 50001 50000
d[5] -0.5465 0.1176 0.001125-0.7822 -0.5455 -0.3167 50001 50000
d[6] -0.1407 0.1755 0.001328 -0.4876 -0.1396 0.2014 50001 50000
d[7] -0.1661 0.2307 0.001563 -0.6201 -0.1654 0.2885 50001 50000
d[8] -0.4597 0.2204 0.002354 -0.896  -0.4594 -0.02692 50001 50000
d[9] -0.09056 0.2581 0.007658 -0.6133 -0.08504 0.405 50001 50000

d[10] -0.1241 0.2443 0.00177 -0.5984 -0.1249 0.3609 50001 50000
di11] 0.1423 0.1729 0.001501 -0.1935 0.1412 0.4846 50001 50000
d[12] -0.04942 31.68 0.1459 -61.72 -0.2202 62.23 50001 50000
d[13] -0.05383 0.128 9.628E-4 -0.3034 -0.05402 0.1999 50001 50000

d[14] -0.224  0.2401 0.001738 -0.6995 -0.2217 0.2494 50001 50000

pbest[1] 0.0 0.0 4.47E-13 0.0 0.0 0.0 50001 50000
pbest[2] 0.0 0.0 4.47E-13 0.0 0.0 0.0 50001 50000
pbest[3] 3.8E-4 0.01949 8.825E-5 0.0 0.0 0.0 50001 50000
pbest[4] 0.0 0.0 4.47E-13 0.0 0.0 0.0 50001 50000
pbest[5] 0.2566 0.4368 0.002783 0.0 0.0 1.0 50001 50000
pbest[6] 0.00494 0.07011 3.416E-4 0.0 0.0 0.0 50001 50000
pbest[7] 0.01818 0.1336 6.631E-4 0.0 0.0 0.0 50001 50000
pbest[8] 0.1608 0.3673 0.002403 0.0 0.0 1.0 50001 50000
pbest[9] 0.01522 0.1224 0.001402 0.0 0.0 0.0 50001 50000
pbest[10] 0.01512 0.122 6.009E-4 0.0 0.0 0.0 50001 50000
pbest[11] 2.6E-4 0.01612 7.565E-5 0.0 0.0 0.0 50001 50000
pbest[12] 0.4948 0.5 0.002312 0.0 0.0 1.0 50001 50000
pbest[13] 2.6E-4 0.01612 7.008E-5 0.0 0.0 0.0 50001 50000
pbest[14] 0.03346 0.1798 8.939E-4 0.0 0.0 1.0 50001 50000

d[1]-No intervention d[2]-Psychoeducation, d[3]-Skills training, d[4]-Support, d[5]-
Psychotherapy, d[6]-Counselling, d[7]-Case management, d[8]-Meditation/mindfulness, d[9]-
Exercise, d[10]-Structured assessment, d[11]-Stress management, d[12]-Health advice,
d[13]-Information, d[14]-Environmental assessment

DIC: 505.180
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Probability intervention component most effective
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Intervention component (reduced list of intervention components)

Regression results

node
di2]
d[3]
d[4]

d[5]
d[s]
d[7]
d[s]
pbest[1]
pbest[2]
pbest[3]
pbest[4]
pbest[5]
pbest[6]
pbest[7]

pbest[8]

mean

0.04732

-0.1839

0.07022

-0.4831

-0.1174

-0.1799

-0.4686

0.0

2.0E-5

0.00362

0.0

0.4787

0.00878

0.05252

0.4563

sd

0.09572

0.08856

0.1082

0.09906

0.1606

0.2115

0.213

0.0

MC error2.5%
7.578E-4 -0.1415
7.329E-4 -0.3558
7.498E-4 -0.1429
9.083E-4 -0.6806
0.001051 -0.433
0.001489 -0.6007
0.002305 -0.8855

4.47E-13 0.0

0.004472 2.001E-5 0.0

0.06006

0.0

0.4995

0.09329

0.2231

0.4981

2.708E-4 0.0
4.47E-13 0.0
0.004209 0.0
4.742E-4 0.0
0.001227 0.0

0.004443 0.0

median

0.04742

-0.1851

0.07078

-0.4817

-0.1172

-0.1794

-0.4687

0.0

0.0

0.0

0.0

0.0

0.0

0.0

0.0

97.5%

0.2346

-0.00814

0.2825

-0.2907

0.1977

0.2355

-0.04955

0.0

0.0

0.0

0.0

1.0

0.0

1.0

1.0

start

50001

50001

50001

50001

50001

50001

50001

50001

50001

50001

50001

50001

50001

50001

50001

sample
50000
50000
50000
50000
50000
50000
50000
50000
50000
50000
50000
50000
50000
50000
50000

d[1]-No intervention, d[2]-Psychoeducation, d[3]-Skills training, d[4]-Support, d[5]-

Psychotherapy, d[6]-Case management, d[7]-Exercise, d[8]-Mindfulness/meditation

DIC: 508.938

Probability intervention component most effective
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Mode of delivery

Regression results

node mean sd MC error2.5% median 97.5%  start sample
d[2] -0.2186 0.07543 8.459E-4 -0.368 -0.2183 -0.0708 50001 50000
d[3] -0.3815 0.09161 7.791E-4 -0.5627 -0.3813 -0.2004 50001 50000
d[4] -0.1025 0.1456 0.001029 -0.3885 -0.1024 0.1833 50001 50000
d[s] -0.2447 0.1357 0.001037 -0.5156 -0.244  0.02119 50001 50000
pbest[1] 0.0 0.0 4.47E-13 0.0 0.0 0.0 50001 50000
pbest[2] 0.04954 0.217 0.001437 0.0 0.0 1.0 50001 50000
pbest[3] 0.7337 0.442 0.002937 0.0 1.0 1.0 50001 50000
pbest[4] 0.036 0.1863 9.369E-4 0.0 0.0 1.0 50001 50000
pbest[5] 0.1807 0.3848 0.002284 0.0 0.0 1.0 50001 50000

d[1]- No intervention, d[2]-Individual, d[3]-Group, d[4]-Telephone, d[5]-Technology-based
DIC: 504.645

Probability intervention component most effective

dr d2 d3
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Target of intervention

Regression results

node mean
d[2] -0.2942
d[3] -0.101
pbest[1] 0.0

pbest[2] 0.9367

pbest[3] 0.06328

sd MC error2.5%
0.056  6.16E-4 -0.4046
0.1145 9.275E-4 -0.326
0.0 4.47E-13 0.0
0.2435 0.001539 0.0

0.2435 0.001539 0.0

median 97.5%

-0.2937 -0.1855

-0.1013 0.1261

0.0

1.0

0.0

0.0
1.0

1.0

d[1]-No intervention, d[2]-Carer only, d[3]-Dyadic

DIC: 503.460

start

50001

50001

50001

50001

50001

Probability intervention component most effective

d1]
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Intervention component and target of intervention

Regression results

node mean sd MC error2.5% median 97.5%  start sample
d[2] 0.1565 0.1004 9.352E-4 -0.04342 0.157  0.3524 50001 50000
d[3] -0.04162 0.1022 8.54E-4 -0.2413 -0.04217 0.1617 50001 50000
d[4] 0.1846 0.1106 8.3E-4 -0.03126 0.1849 0.4022 50001 50000
d[5] -0.3023 0.1148 0.001163 -0.5337 -0.3015 -0.07842 50001 50000
d[é] -0.03526 0.154  0.001113 -0.3383 -0.03509 0.2694 50001 50000
d[7] 0.08373 0.2218 0.001926 -0.3525 0.08354 0.5226 50001 50000
d[8] -0.1633 0.2329 0.002622 -0.6209 -0.1641 0.294 50001 50000
e[2] -0.3149 0.1176 0.001143 -0.5464 -0.3158 -0.08263 50001 50000
e[3] -0.1906 0.1354 0.001237 -0.4553 -0.1916 0.07684 50001 50000
pbest1[1] 8.2E-4  0.02862 1.352E-4 0.0 0.0 0.0 50001 50000
pbest1[2] 2.0E-4 0.01414 6.814E-5 0.0 0.0 0.0 50001 50000
pbest1[3] 0.01172 0.1076 5.768E-4 0.0 0.0 0.0 50001 50000
pbest1[4] 4.0E-5 0.006324 2.817E-5 0.0 0.0 0.0 50001 50000
pbest1[5] 0.6606 0.4735 0.004219 0.0 1.0 1.0 50001 50000
pbest1[6] 0.04182 0.2002 0.001123 0.0 0.0 1.0 50001 50000
pbest1[7] 0.0263 0.16 8.972E-4 0.0 0.0 1.0 50001 50000
pbest1[8] 0.2585 0.4378 0.004191 0.0 0.0 1.0 50001 50000
pbest2[1] 0.00274 0.05227 2.591E-4 0.0 0.0 0.0 50001 50000
pbest2[2] 0.8513 0.3558 0.002347 0.0 1.0 1.0 50001 50000
pbest2[3] 0.146  0.3531  0.002285 0.0 0.0 1.0 50001 50000

d[1]-No intervention, d[2]-Psychoeducation, d[3]-Skills training, d[4]-Support, d[5]-
Psychotherapy, d[6]-Case management, d[7]-Exercise, d[8]-Mindfulness/meditation

e[1]-No intervention, e[2]-Carer only, e[3]-Dyadic

DIC: 508.817
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Probability intervention component most effective
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Intervention component and mode of delivery

Regression results

node mean sd MC error2.5% median 97.5%  start sample
d[2] 0.1422 0.1012 8.89E-4 -0.05764 0.1436 0.339 50001 50000
d[3] -0.0966 0.1098 9.106E-4 -0.3112 -0.09757 0.1235 50001 50000
d[4] 0.183  0.1148 8.484E-4 -0.04273 0.1825 0.4109 50001 50000
d[5] -0.3619 0.114  0.001133 -0.5864 -0.3605 -0.1394 50001 50000
d[é] -0.03987 0.1581 0.001187 -0.3551 -0.03868 0.2682 50001 50000
d[7] -0.07838 0.2335 0.002202 -0.5432 -0.07784 0.3814 50001 50000
d[8] -0.2003 0.2339 0.002473 -0.6641 -0.1997 0.2582 50001 50000
e[2] -0.15 0.1346  0.001431-0.4149 -0.149 0.1156 50001 50000
e[3] -0.3261 0.1208 0.001067 -0.5629 -0.3264 -0.08628 50001 50000
e[4] -0.3197 0.1809 0.001397 -0.6775 -0.3201 0.03718 50001 50000
e[5] -0.193  0.1753 0.001709 -0.5396 -0.1921 0.1519 50001 50000
pbest1[1] 6.0E-5 0.007746 3.45E-5 0.0 0.0 0.0 50001 50000
pbest1[2] 6.0E-5 0.007746 3.45E-5 0.0 0.0 0.0 50001 50000
pbest1[3] 0.0094 0.0965 5.193E-4 0.0 0.0 0.0 50001 50000
pbest1[4] 2.0E-5 0.004472 2.001E-5 0.0 0.0 0.0 50001 50000
pbest1[5] 0.66 0.4737 0.003518 0.0 1.0 1.0 50001 50000
pbest1[6] 0.02728 0.1629 8.936E-4 0.0 0.0 1.0 50001 50000
pbest1[7] 0.08116 0.2731 0.001674 0.0 0.0 1.0 50001 50000
pbest1[8] 0.222 0.4156  0.003403 0.0 0.0 1.0 50001 50000
pbest2[1] 9.8E-4 0.03129 1.392E-4 0.0 0.0 0.0 50001 50000
pbest2[2] 0.01508 0.1219 6.598E-4 0.0 0.0 0.0 50001 50000
pbest2[3] 0.4373 0.4961 0.003502 0.0 0.0 1.0 50001 50000
pbest2[4] 0.4455 0.497 0.003498 0.0 0.0 1.0 50001 50000
pbest2[5] 0.1012 0.3015 0.001801 0.0 0.0 1.0 50001 50000

d[1]-No intervention, d[2]-Psychoeducation, d[3]-Skills training, d[4]-Support, d[5]-
Psychotherapy, d[6]-Case management, d[7]-Exercise, d[8]-Mindfulness/meditation

e[1]-No intervention, e[2]-Individual, e[3]-Group, e[4]-Telephone, e[5]-Technology-based
DIC: 510.138
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Probability intervention component most effective
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Intervention component and parameter for whether the intervention is multicomponent
or not

Regression results

node mean sd MC error2.5% median 97.5%  start sample
d[2] -0.1397 0.1412 0.001364 -0.4188 -0.1389 0.1355 50001 50000
d[3] -0.2666 0.09753 8.496E-4 -0.4567 -0.2675 -0.07252 50001 50000
d[4] 0.01345 0.1106 7.881E-4 -0.2036 0.01342 0.2315 50001 50000
d[5] -0.5412 0.102 0.001009 -0.7439 -0.5403 -0.3436 50001 50000
d[e] -0.2099 0.1631 0.001271 -0.5301 -0.2098 0.1074 50001 50000
d[7] -0.2965 0.2173 0.001564 -0.7289 -0.2953 0.1305 50001 50000
d[8] -0.4707 0.2065 0.002294 -0.8786 -0.4708 -0.06612 50001 50000
e[2] 0.3227 0.1785 0.001672 -0.02544 0.322 0.6773 50001 50000
pbest1[1] 0.0 0.0 4.47E-13 0.0 0.0 0.0 50001 50000
pbest1[2] 0.00194 0.044 2.053E-4 0.0 0.0 0.0 50001 50000
pbest1[3] 0.00614 0.07812 4.108E-4 0.0 0.0 0.0 50001 50000
pbest1[4] 0.0 0.0 4.47E-13 0.0 0.0 0.0 50001 50000
pbest1[5] 0.5285 0.4992 0.003963 0.0 1.0 1.0 50001 50000
pbest1[6] 0.01404 0.1177 5.728E-4 0.0 0.0 0.0 50001 50000
pbest1[7] 0.097 0.296 0.001875 0.0 0.0 1.0 50001 50000
pbest1[8] 0.3523  0.4777 0.004219 0.0 0.0 1.0 50001 50000
pbest2[1] 0.9656 0.1822 0.00108 0.0 1.0 1.0 50001 50000
pbest2[2] 0.03438 0.1822 0.00108 0.0 0.0 1.0 50001 50000

d[1]-No intervention, d[2]-Psychoeducation, d[3]-Skills training, d[4]-Support, d[5]-
Psychotherapy, d[6]-Case management, d[7]-Exercise, d[8]-Mindfulness/meditation

e[1]-No intervention, e[2]-Multicomponent intervention

DIC: 508.628
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Probability intervention component most effective
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Intervention component and number of components in intervention

Regression results

node mean sd MC error 2.5% median 97.5% start sample
d[2] -0.1293 0.1169 0.001154  -0.3587 -0.1292 0.1001 50001 50000
d[3] -0.3112 0.09817 7.835E-4  -0.5013 -0.3122 -0.1165 50001 50000
d[4] -0.1101 0.1265 0.001022  -0.3586 -0.1106 0.1407 50001 50000
d[5] -0.6008 0.1063 0.001192  -0.8096 -0.6007 -0.392 50001 50000
d[é] -0.3345 0.1746 0.001351 -0.6758 -0.3349 0.009922 50001 50000
d[7] -0.2271 0.1995 0.001395 -0.6226 -0.2264 0.1646 50001 50000
d[8] -0.4679 0.2041 0.002247 -0.866 -0.4691 -0.06594 50001 50000
e[2] 0.2815 0.1158 0.00107 0.05129 0.2819 0.5091 50001 50000
pbest1[1] 0.0 0.0 4.472E-13 0.0 0.0 0.0 50001 50000
pbest1[2] 1.0E-4 0.009999 4.434E-5 0.0 0.0 0.0 50001 50000
pbest1[3] 0.00456 0.06737 3.205E-4 0.0 0.0 0.0 50001 50000
pbest1[4] 4.0E-5 0.006324 2.823E-5 0.0 0.0 0.0 50001 50000
pbest1[5] 0.6535 0.4758 0.004002 0.0 1.0 1.0 50001 50000
pbest1[6] 0.04448 0.2062 0.00105 0.0 0.0 1.0 50001 50000
pbest1[7] 0.03118 0.1738 8.308E-4 0.0 0.0 1.0 50001 50000
pbest1[8] 0.2661 0.4419 0.00392 0.0 0.0 1.0 50001 50000
pbest2[1] 0.9916 0.09148 4.636E-4 1.0 1.0 1.0 50001 50000
pbest2[2] 0.00844 0.09148  4.636E-4 0.0 0.0 0.0 50001 50000

d[1]-No intervention, d[2]-Psychoeducation, d[3]-Skills training, d[4]-Support, d[5]-
Psychotherapy, d[6]-Case management, d[7]-Exercise, d[8]-Mindfulness/meditation

e[1]-No intervention e[2+]-Number of components in intervention is one lower than numer in
brackets

DIC: 508.500
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Probability intervention component most effective
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H.12 Staff training

H.12.1

H.12.1.1

H.12.1.2

Staff training

Review question

o What effect does training for staff working with people living with dementia have upon the

experiences of people living with dementia in their care?

Residential care staff training: person-centred care

Agitation (CMAI)

Person-centred care Control Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean 5D Total Weight I, Fizxed, 95% CI IV, Fixed, 95% Cl
Chenoweth 2009 -136  31.0676 77 0 31.0676 B4 B54% -13.60[23.90,-3.30] ——
Chenoweth 2014 -17 38.77451 64 0 4285714 64 34.6% -17.00[F31.16,-2.84] —
Total {95% Cl) 141 128 100.0% -14.78[-23.11, -6.45] -
Heterogeneity: Chif= 0.14, df=1 (P = 0.70%; P = 0% t } 1
o v -0 -25 0 75 a0
Testfor overall effect: 2= 3.48 (P = 0.0005) Favours intervention  Favours control
Quality of life (QUALID and DemQOL)
Person-centred care Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean 5D Total Mean SD Total Weight IV, Fixed, 95% CI1 IV, Fixed, 95% CI
Chenoweth 2009 =341 18.305 77 1] 136 B4 525% -0.18 [-0.51,0.158] —
Chenoweth 2014 -9 14.28571 64 0 14.28571 G4 47.5% -0.35 [-0.70,0.00] ——
Total {95% Cl} 141 128 100.0% -0.26 [-0.50, -0.02] S o
Heterogeneity: Chi®= 0.46, df=1 (P = 0.50); F= 0% I2 I1 7 1! é
Testforoverall effect =212 (P=0.03) Favours intervention  Favours control
Residential care staff training: challenging behaviours
Agitation (CMAI)
Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean S0 Total Mean S0 Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Davison 2007 -2.73 1815 46 0.63 29.88 32 11.4% -3.32[14.493 8.29]
Deudan 2009 -6.52 168 158 -083 176 114 B8B6% -5.69[9.85-1453] ‘.‘
Total {95% Cl) 204 146 100.0% -5.42[-9.34,-1.50] <&
_ll-_ietf;ugenemil:l C;I Tgiz g::; EF'D:D%.??’U; F=0% o B ? * ps
estfor overall effect 2= 2.71 (P = 0.007) Favours intervention  Favours control
Physically aggressive behaviour
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Deudon 2005 -018 1.4 188 -0.07 1.2 114 84.0% -0.06 [F0.30,0.148]
Visger 2008 381 6.02 21 1.29 2142 32 16.0% 0.15[-0.41,0.70]
Total {(95% Cl) 179 146 100.0% -0.03[-0.25, 0.19]

Heterogeneity: Ghif= 0.45, di= 1 (P = 0.50); F= 0%
Testfar overall effect Z= 0.24 (P = 0.51)
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H.12.1.3

H.12.1.4

Verbally aggressive behaviour

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% C1 I, Random, 95% C1
Deudon 2009 -007y 07 158 009 0B 114 583% -0.24 [-0.45, -0.00] ——
Yisser 2008 0.87 342 21 -0.88 372 32 4T% 039017, 0.94] I
Total {(95% CI) 179 146 100.0% 0.02 [-0.59, 0.63]

Heterogeneity: Tauf= 0.15; Chif= 4.13, df= 1 (P = 0.04); F= 76% [

Test for overall effect 2= 0.07 (F=0.495)

-2

1

"'r .

t
-1

Favours intervention  Fawours contral

Residential care staff and nurse training: restraint use reduction

Agitation (CMAI and BARS)

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight I, Random, 95% CI I, Random, 95% CI
Testad 2005 4.3 12736307 a5 0 12736307 ar  s1% 0.34 [-0.00, 0.68]
Testad 2010 -4.3 11.6 44 1.3 103 46  48.9% -0.51 [-0.93,-0.05] ——
Total {(95% CI) 09 133 100.0% -0.08 [-0.90, 0.75]
Heterageneity: Tau®= 0.32; Chi®=9.34, df=1 (P = 0.002); F= 89% 51 _05.5 B 0:5 15

Testfor overall effect £=0.18 (F = 0.86)

Pooled analysis — person centre-

Agitation (CMAI)

care versus control

Favours intervention  Favours contral

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Chenoweth 2009 -13.6  31.0676 i 0 31.0676 32 AT7% -1360[26.41,-0.79]
Chenoweth 2009 -2.4 B3.3542 95 7.4 54.4 32 1.8% -9.80[32.55 12499 —
Chenoweth 2014 -17 3877551 G4 0 4285714 64  46% -17.00[31.16,-2.54] -
Davison 2007 -2.73 18.15 46 0.59 29.88 16 38% -3.32[18.87,12.23] I E—
Dawison 2007 -1.35 16.71 35 i 29.88 16 38% -1.35[17.00,14.30] S —
Deudon 2009 -6.52 16.8 1488 -0.83 176 114 538%  -569[-8.85-1.53] -
wan de Wen 2013 1.08 196512 73 0 214902 119 264% 1.05 [-4.89, 6.99] b
Total (95% CIy 548 393 100.0%  -4.70[-7.75,-1.65] L 2
Heterogeneity: Chi*= 8.98, df= 6 (F=0.17);, F= 33% f t I

o - -80 -15 a 25 50
Testfor overall effect Z=3.02 (P = 0.003) Favours intervention  Fawours control
NPI

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI1 I, Random, 95% Cl
Chenoweth 2009 -7 6.9 77 a 53 32 421%  -710[49.50,-4.70] &+
Chenoweth 2009 2.4 497087 95 ] 424 32 159% 2401537, 2017] e
wan de Yen 2013 3.08 T.BBOS 73 0 93815 119 420% 3.08 [0.61, 5.55] el
Total {95% Cl) 245 183 100.0% -1.31[-10.23, 7.61] -*
Heterogeneity: Tau®= 47.79; Chi®= 33.87, df= 2 (P = 0.00001); F=94% I—SD _255 b 255 o
Testior overall efiect: 2= 0.28 (F=0.77) Favours intervention  Favaurs contral

Quality of life

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean 5D Total Mean SD Total Weight I, Fixed, 95% Cl I, Fixed, 95% Cl
Chenoweth 2009 0.2 155949 95 1] 13.6 32 127% 0.01 [0.39, 0.41] I
Chenoweth 2009 a1 19.305 77 a 13.6 32 11.8% 0.17 [0.24, 0.59] —
Chenoweth 2014 5 14.28571 G4 0 14.28471 64 16.7% 0.35 [-0.00, 0.70] | e —
Deudon 2009 1.16 78 158 -0.35 81 114 349% 0.19 [0.05, 0.43] b —
van de Ven 2013 013 187114 73 0 204084 119 23.9% 0.01 [0.28, 0.30] —
Total {95% CI) 167 361 100.0% 0.15[0.01, 0.29] -
Heterogeneity: Chi®= 273, df= 4 (P = 0.6DY; F= 0% 5_1 _055 B UIS ]

Testfor overall effect Z=2.03 (P =0.04)
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Dementia
Appendix H: Analysis & network meta-analysis results

H.13 Needs of younger people living with dementia

H.13.12 The specific needs of younger people living with dementia
3 ¢ What are the specific needs of younger people living with dementia?

4 No meta-analyses were performed
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Dementia
Appendix H: Analysis & network meta-analysis results

H.14 Assessing and managing comorbidities

H.14.12 Assessing and treating intercurrent iliness in people living with dementia

3 e Are there effective methods for assessing intercurrent illness in people living with
4 dementia that are different from those already in use for people who do not have
5 dementia?

6 ¢ Are there effective methods for treating intercurrent illness in people living with dementia
7 that are different from those already in use for people who do not have dementia?

H.14.1.18 Exercise programs for people with dementia living in the community

9 Home-based exercise program versus control — mean number of falls

Pitkala, 2013 = = '~ -149[-244 ,-054]

Wesson, 2013 = i 055[-162, 052]
FE Model ———m—— 107[-178,-036]

| I I i |
300 200 -100 000 1.00

10 Mean Difference

11
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Dementia
Appendix H: Analysis & network meta-analysis results

1 Home-based exercise program versus control — proportional falling

Pitkala, 2013 - 0.70[051,095]

¥YWesson, 2013 = . | 050[011,219]
FE Model - 069[051,093]

| | | i ]
005 014 037 100 272

X Relative Risk (log scale)

3 Home-based exercise program versus control — Zarit carer burden

Suttanon, 2012 — | 169(-758,1096]
¥Wesson, 2013 = - = 750[-384 ,1884]
FE Model ———— 402[-316,11.19]

[ [ | [ | | |
1000 000 1000 2000
Mean Difference
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Dementia
Appendix H: Analysis & network meta-analysis results

H.14.21 Managing mental health conditions alongside dementia

2 ¢ What are the optimal management strategies (including treatments) for people with
3 dementia and an enduring mental health condition?

4 No meta-analyses were performed
5
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Dementia
Appendix H: Analysis & network meta-analysis results

H.15 Palliative care

H.15.12 Palliative care
3 ¢ What models of palliative care are effective for people with dementia?

4 No meta-analyses were performed
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