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Diagnosis

Appendix K-Forest Plots

Diagnosis and accuracy of diagnostic test

Figure 6.1: forest plot of DSM-III-R diagnostic test with DSM-IV as a reference
standard in a hospital setting
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Figure 6.2: forest plot of DSM-IIl diagnostic test with DSM-III-R as a reference
standard in a hospital setting
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Figure 6.3: forest plot of ICD-10 diagnostic test with DSM-III-R as a reference
standard in a hospital setting
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Figure 6.4: forest plot of DSM-III-R compared with DSM-IV in a hospital setting-
subgroup analyses
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Figure 6.5: forest plot of DSM-III-R compared with DSM-III-R in a hospital setting -
subgroup analyses
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Figure 6.6: forest plot of ICD-10 compared with DSM-III-R in a hospital setting-
subgroup analyses
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Figure 6.7: forest plot of index tests compared with DSM-IV in a hospital setting
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Figure 6.8: forest plot of DRS-R-98 compared with DSM-IV in a hospital setting-
subgroup analysis
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Figure 6.9: forest plot of CAM compared with ICD-10 in a hospital setting- subgroup

analysis
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Figure 6.10: forest plot of index test compared with DSM-III-R
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Figure 6.11: forest plot of number of symptoms in index test compared with DSMIII-R
as the reference standard in a hospital setting
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Figure 6.12: ROC plot of effects of varying threshold for CAM and DI compared

with DSM-III-R
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Figure 6.13: forest plot of index tests with DSM-IIl as the reference standard in a

hospital setting
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Figure 6.14: forest plot of index test compared with consensus diagnosis as the
reference standard in a hospital setting
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Figure 6.15: forest plot of index test compared with CAM (short version) and clinical
interview as the reference standard
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Figure 6.16: forest plot CAM (lay person) compared with CAM (geriatrician) -
subgroup analyses
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Figure 6.17: forest plot of CAM-ICU index test with DSM-IV as reference standard in
an ICU setting
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Figure 6.18: forest plot of ICD-10, DSM-III-R and DSM-IIl compared with DSM-IV;
mixed setting (hospital and long-term care)
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Risk factors for delirium: non-

pharmacological

Figure 7.1: hospital unit as a risk factor for an increased severity of delirium
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Heterogeneity: Not applicable
Test for overall effect: Z=0.76 (P = 0.45)
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Heterogeneity: Not applicable
Test for overall effect: Z = 1.82 (P = 0.07)

11.5.3 Long term care vs medical

McCusker 2001 0.81 0.52
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z=1.56 (P = 0.12)

11.5.4 ICU vs medical

McCusker 2001 4.37 0.61
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z=7.16 (P < 0.00001)

11.5.5 mixed vs medical

McCusker 2001 0.26 0.29
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z =0.90 (P = 0.37)

11.5.6 in isolation

McCusker 2001 0.27 0.42
Subtotal (95% CI)

Heterogeneity: Not applicable
Test for overall effect: Z = 0.64 (P = 0.52)
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Figure 7.2: age as a risk factor: incidence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE IV, Fixed, 95% CI 1V, Fixed, 95% CI
2.5.1 Age as continuous variable
Andersson 2001 (Hazard R) 0.09531 0.025648 1.10[1.05, 1.16] -+
Leung 2007 0.076961 0.037862 1.08[1.00, 1.16] =
Rudolph 2007 0.09531 0.024314 1.10[1.05, 1.15] -+
Santos 2004 0.09531 0.041837 1.10[1.01,1.19] —i—
Sheng 2006 0.09531 0.046511 1.10[1.00, 1.20] ——
I } } |
0.5 0.7 1 1.5 2

protective factor risk factor

Figure 7.3a: age as a risk factor: incidence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE IV, Fixed, 95% CI IV, Fixed, 95% CI
2.6.2 Over 65 vs under 65
Bohner 2003 1.108563 0.476525 3.03[1.19, 7.71] —
Caeiro 2004 0.875469 0.448433 2.401[1.00, 5.78] —
Kazmierski 2006 1.386294 0.493964 4.00[1.52, 10.53] —t
2.6.3 Over 70 vs under 50
Bucerius 2004 4.545455 0.185188 94.20 [65.53, 135.42] —*
2.6.4 Over 70 vs 50-59
Bucerius 2004 2.941176 0.118715 18.94[15.01, 23.90] +
2.6.5 over 70 vs 60-69
Bucerius 2004 1.666667 0.068435 5.29 [4.63, 6.05] t
2.6.6 Over 70 vs under 60
Hofste 1997 1.252763 0.457081 3.50[1.43, 8.57] —t
2.6.7 Over 80 vs under 80
Goldenberg 2006 1.629241 0.865756 5.10[0.93, 27.83] Tt
Levkoff 1992 community 1.68639895 0.41687 5.40[2.39, 12.22] —i
Levkoff 1992 institution -0.1392621 0.690829 0.87[0.22, 3.37] I
Ranhoff 2006 0.262364 0.303465 1.30[0.72, 2.36] L
Schor 1992 1.6524974 0.353647 5.22[2.61, 10.44] —i
I } } i
0.01 0.1 1 10 100

protective factor risk factor
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Figure 7.3b: age: incidence of delirium excluding studies with a low quality rating

Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE IV, Fixed, 95% CI 1V, Fixed, 95% CI
2.7.1 Age as continuous variable
Rudolph 2007 0.09531 0.024314 1.10[1.05, 1.15] t
2.7.2 Over 65 vs under 65
Bohner 2003 1.108563 0.476525 3.03[1.19, 7.71] —t
2.7.3 Over 70 vs under 50
Bucerius 2004 4.545455 0.185188 94.20 [65.53, 135.42] —+*
2.7.4 Over 70 vs 50-59
Bucerius 2004 2.941176 0.118715 18.94[15.01, 23.90] +
2.7.5 over 70 vs 60-69
Bucerius 2004 1.666667 0.068435 5.29 [4.63, 6.05] t
2.7.6 Over 70 vs under 60
Hofste 1997 1.252763 0.457081 3.50 [1.43, 8.57] —
2.7.7 Over 80 vs under 80
Goldenberg 2006 1.629241 0.865756 5.10[0.93, 27.83] t
Levkoff 1992 community 1.68639895 0.41687 5.40[2.39, 12.22] —
Levkoff 1992 institution -0.1392621 0.690829 0.87[0.22, 3.37] t
Ranhoff 2006 0.262364 0.303465 1.30[0.72, 2.36] L
Schor 1992 1.6524974 0.353647 5.22[2.61, 10.44] t
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Figure 7.4: age as a risk factor: duration of delirium
Odds ratio Odds ratio
Study or Subgroup  log[Odds ratio] SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
2.2.1 age as continuous variable
Ely 2007 0.019803 0.020018 100.0%  1.02[0.98, 1.06]
Subtotal (95% Cl) 100.0% 1.02[0.98, 1.06]
Heterogeneity: Not applicable
Test for overall effect: Z=0.99 (P = 0.32)
I } t } {
05 07 1 1.5 2

Test for subaroup differences: Not applicable
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Figure 7.5: patient characteristics as risk factors: severity of delirium

Beta coefficient

Beta coefficient

Study or Subgroup Beta coefficient SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
11.1.1 Delirium Index score at baseline

McCusker 2001 0.54 0.03 100.0% 0.54[0.48, 0.60] ’
Subtotal (95% CI) 100.0% 0.54 [0.48, 0.60]

Heterogeneity: Not applicable

Test for overall effect: Z = 18.00 (P < 0.00001)

11.1.2 Age

McCusker 2001 0.03 0.02 100.0% 0.03[-0.01, 0.07] F
Subtotal (95% CI) 100.0% 0.03 [-0.01, 0.07]

Heterogeneity: Not applicable

Test for overall effect: Z = 1.50 (P = 0.13)

11.1.3 Charlson comorbidity index score

McCusker 2001 0.09 0.06 100.0% 0.09 [-0.03, 0.21] ’
Subtotal (95% CI) 100.0% 0.09 [-0.03, 0.21]

Heterogeneity: Not applicable

Test for overall effect: Z = 1.50 (P = 0.13)

11.1.4 dementia

McCusker 2001 113 0.28 100.0% 1.13[0.58, 1.68] i
Subtotal (95% CI) 100.0% 1.13[0.58, 1.68]

Heterogeneity: Not applicable

Test for overall effect: Z = 4.04 (P < 0.0001)

11.1.5 prevalent delirium (versus incident)

McCusker 2001 0.39 0.35 100.0% 0.39 [-0.30, 1.08] i
Subtotal (95% CI) 100.0% 0.39 [-0.30, 1.08]

Heterogeneity: Not applicable

Test for overall effect: Z=1.11 (P = 0.27)

11.1.6 Visual/hearing impairment

McCusker 2001 0 0.32 100.0% 0.0 [-0.63, 0.63] i
Subtotal (95% CI) 100.0% 0.00 [-0.63, 0.63]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
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Figure 7.6a: cognitive impairment and/or dementia as a risk factor: incidence of

delirium
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
8.2.1 Odds ratio
Bohner 2003 3.332205 1.012656 28.00 [3.85, 203.77] -t
Goldenberg 2006 1.93152141 0.891321 6.90 [1.20, 39.59] B E—
Kazmierski 2006 2.32238772 0.521703 10.20 [3.67, 28.36] —t
Pisani 2007 1.84054963 0.397948 6.30 [2.89, 13.74] —t
Pompei 1994 - Chicago 0.76080583 0.332277 2.14[1.12,4.10] —
Ranhoff 2006 2.44234704 0.304192 11.50[6.34, 20.88] —I
Schor 1992 2.17361471 0.412989 8.79 [3.91, 19.75] —t
8.2.2 Hazard ratio
Korevaar 2005 2.24918432 0.728962 9.48 [2.27, 39.56] I E—
8.2.3 Relative risk
Inouye 1993 1.036737 0.438176 2.82[1.19, 6.66] —
0.01 0.1 1 10 100
Protective factor Risk factor

Figure 7.6b: cognitive impairment and/or dementia: incidence of delirium excluding
studies with a low quality rating, and also Ranhoff (2006)

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
8.2.1 Odds ratio
Bohner 2003 3.332205 1.012656 6.8% 28.00 [3.85, 203.77] . —
Goldenberg 2006 1.93152141 0.891321 8.7% 6.90 [1.20, 39.59] - -
Kazmierski 2006 2.32238772 0.521703 0.0% 10.20 [3.67, 28.36]
Pisani 2007 1.84054963 0.397948 43.8% 6.30 [2.89, 13.74] ——
Pompei 1994 - Chicago 0.76080583 0.332277 0.0% 2.14[1.12,4.10]
Ranhoff 2006 2.44234704 0.304192 0.0% 11.50 [6.34, 20.88]
Schor 1992 2.17361471 0.412989 40.7% 8.79 [3.91, 19.75] —m—
<>
8.2.2 Hazard ratio
Korevaar 2005 2.24918432 0.728962 0.0% 9.48 [2.27, 39.56]
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
8.2.3 Relative risk
Inouye 1993 1.036737 0.438176 0.0% 2.82[1.19, 6.66]
Subtotal (95% CI) Not estimable
Heterogeneity: Not applicable
Test for overall effect: Not applicable
0.01 0.1 1 10 100
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Figure 7.7: cognitive impairment and /or dementia as a risk factor: persistent

delirium
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Inouye 2007 0.832909 0.247924 100.0% 2.30[1.41, 3.74]
Total (95% Cl) 100.0% 2.30 [1.41, 3.74] <o
Heterogeneity: Not applicable ; f f |
Test for overall effect: Z = 3.36 (P = 0.0008) Olll‘or:)tecg\'/le factor1 Risk fa::t%r 100
Figure 7.8: impaired vision as a risk factor: incidence of delirium
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
3.2.1 Odds ratio
Ranhoff 2006 0.530628 0.264309 1.70[1.01, 2.85] —
Schor 1992 0.44468582 0.291598 1.56 [0.88, 2.76] Tt
3.2.2 Hazard ratio
Andersson 2001 (Hazard R) 1.508512 0.350821 4.52[2.27, 8.99] R —
3.2.3 Relative risk
Inouye 1993 1.25561604 0.569239 3.51[1.15,10.71] L
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Figure 7.9: impaired vision as a risk factor: persistent delirium

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI

Odds Ratio
1V, Fixed, 95% CI

Inouye 2007 0.741937 0.229792

100.0% 2.10[1.34, 3.29]

Total (95% CI) 100.0% 2.10[1.34, 3.29] e
Heterogeneity: Not applicable f f f f f i

- 0.1 0.2 05 1 2 5 10
Test for overall effect: Z = 3.23 (P = 0.001) Protective factor Risk factor

Figure 7.10: polypharmacy: incidence of delirium
Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
4.1.1 Polypharmacy >2 drugs
Goldenberg 2006 3.51452607 1.464535 100.0% 33.60[1.90, 592.86]

Subtotal (95% ClI)
Heterogeneity: Not applicable
Test for overall effect: Z = 2.40 (P = 0.02)

4.1.2 Polypharmacy >7 drugs

Ranhoff 2006 0.641854 0.272408
Subtotal (95% CI)

Heterogeneity: Not applicable

Test for overall effect: Z = 2.36 (P = 0.02)

100.0% 33.60 [1.90, 592.86]

100.0%
100.0%

1.90 [1.11, 3.24]
1.90 [1.11, 3.24]

Figure 7.11: dehydration as a risk factor: incidence of delirium

p—

g
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1

10
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50

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
5.2.1 urea:creatinine >18 vs <18 Relative risk
Inouye 1993 0.70309751 0.5239 100.0% 2.02[0.72, 5.64] >
Subtotal (95% CI) 100.0% 2.02[0.72, 5.64] —-;-—
Heterogeneity: Not applicable
Test for overall effect: Z=1.34 (P = 0.18)
5.2.2 Blood urea level: continuous; Odds ratio
Santos 2004 0.029559 0.009908 100.0%  1.03[1.01, 1.05] F
Subtotal (95% CI) 100.0% 1.03[1.01,1.05]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.98 (P = 0.003)
5.2.3 Blood urea level: continuous; Hazard ratio
Korevaar 2005 0.09531 0.037171 100.0% 1.10[1.02, 1.18] ’
Subtotal (95% CI) 100.0% 1.10[1.02,1.18]

Heterogeneity: Not applicable
Test for overall effect: Z = 2.56 (P = 0.01)
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Figure 7.12: illness severity as a risk factor: incidence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
6.3.1 APACHE Il score > 16 or nurse rating of severe
Inouye 1993 1.24990174 0.43769 3.49[1.48, 8.23] L
6.3.2 APACHE score continuous measure per 5 points
Ouimet 2007 0.223144 0.009719 1.25[1.23, 1.27] i
6.3.3 Severity scores assigned to 15 conditions
Levkoff 1992 - Community 0.09531 0.060436 1.10[0.98, 1.24] L
Levkoff 1992 - Institutio -0.17435 0.078648 0.84[0.72, 0.98] -+
I } } } t |
0.1 0.2 05 1 2 5 10
Protective factor Risk factor
Figure 7.13: illness severity as a risk factor: duration of delirium
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
6.2.2 lliness severity - duration of delirium
Ely 2007 -0.0202 0.044593 100.0%  0.98[0.90, 1.07]
Subtotal (95% CI) 100.0% 0.98 [0.90, 1.07]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.45 (P = 0.65)
I } t } |
0.5 0.7 1 1.5 2

Figure 7.14: comorbidity as a risk factor: incidence of delirium

Protective factor Risk factor

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
6.1.4 >3 physical diseases (dichotomous)
Andersson 2001 (Hazard R) 2.76883167 0.634413 100.0% 15.94 [4.60, 55.27] i
Subtotal (95% CI) 100.0% 15.94 [4.60, 55.27]
Heterogeneity: Not applicable
Test for overall effect: Z = 4.36 (P < 0.0001)
6.1.5 Number of major diagnostic categories (continuous)
Pompei 1994 - Chicago 0.518794 0.10529 100.0% 1.68 [1.37, 2.07] ’
Subtotal (95% CI) 100.0% 1.68 [1.37, 2.07]

Heterogeneity: Not applicable
Test for overall effect: Z = 4.93 (P < 0.00001)
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Figure 7.15: comorbidity as a risk factor: persistent delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
16.1.1 Persistent delirium
Inouye 2007 0.530628 0.219439 100.0% 1.70[1.11, 2.61] !
Subtotal (95% CI) 100.0% 1.70[1.11, 2.61]
Heterogeneity: Not applicable
Test for overall effect: Z = 2.42 (P = 0.02)
I } } {
0.02 0.1 1 10 50

Protective factor Risk factor

Figure 7.16: sex (male) as a risk factor: incidence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Hofste 1997 -0.91629 0.338487  0.40[0.21, 0.78] —
Levkoff 1992 0.307485 0.385459 1.36 [0.64, 2.89] L
Levkoff 1992 - Community 0.33647224 0.422438 1.40[0.61, 3.20] -t
Levkoff 1992 - Institutio 1.58923521 0.575982 4.90[1.58, 15.15] —
Schor 1992 0.87546874 0.357898 2.40[1.19, 4.84] . . — . .
0.01 0.1 1 10 100

Protective factor Risk factor

Figure 7.17: electrolyte disturbance as a risk factor: incidence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
16.2.1 Incidence of delirium
Zakriya 2002 0.875469 0.401122 100.0%  2.40 [1.09, 5.27] t
Subtotal (95% CI) 100.0% 2.40 [1.09, 5.27]
Heterogeneity: Not applicable
Test for overall effect: Z=2.18 (P = 0.03)
I } } |
0.02 0.1 1 10 50

Protective factor Risk factor
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Figure 7.18: depression as a risk factor: incidence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
13.1.1 Hamilton depression scale >8
Bohner 2003 0.887891 0.49003 100.0%  2.43[0.93, 6.35]
Subtotal (95% CI) 100.0% 2.43[0.93, 6.35]

Heterogeneity: Not applicable
Test for overall effect: Z=1.81 (P = 0.07)

13.1.2 Geriatric depression scale >8 (relative risk)

Inouye 1993 1.255616 0.569239 100.0%
Subtotal (95% CI) 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 2.21 (P = 0.03)

13.1.3 Geriatric depression scale short form >5

Pompei 1994 - Chicago 1.160021 0.33646 100.0%
Subtotal (95% CI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 3.45 (P = 0.0006)

13.1.4 Scale not reported

Kazmierski 2006 1.84055 0.779254 100.0%
Subtotal (95% CI) 100.0%
Heterogeneity: Not applicable

Test for overall effect: Z = 2.36 (P = 0.02)

3.51[1.15,10.71]
3.51[1.15, 10.71]

3.
3.
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6.30 [1.37, 29.02]
6.30 [1.37, 29.02]

Figure 7.19: infection as a risk factor: incidence of delirium

Odds Ratio
1V, Fixed, 95% CI

-
-
£
=

0.02 0.1 1

10

Protective factor Risk factor

Odds Ratio
1V, Fixed, 95% CI

50

Study or Subgroup log[Odds Ratio] SE Weight
16.1.1 Sepsis in ICU

Lin 2008 1.294727 0.644813 100.0%
Subtotal (95% CI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 2.01 (P = 0.04)

16.1.2 Post-operative pneumonia in surgical wards

Santos 2004 1.84939925 0.835878 100.0%
Subtotal (95% CI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z =2.21 (P = 0.03)

16.1.3 Symptomatic infection in medical/surgical wards

Schor 1992 1.085189 0.373927 100.0%
Subtotal (95% CI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 2.90 (P = 0.004)

Delirium: NICE guideline DRAFT (February 2010)
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Figure 7.20: infection as a risk factor: duration of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
17.2.2 Sepsis/acute respiratory distress syndrome/pneumonia in ICU
Ely 2007 0.548121 0.568833 100.0%  1.73[0.57, 5.28] —t
Subtotal (95% CI) 100.0% 1.73[0.57, 5.28]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.96 (P = 0.34)

0.02 0.1

10

1 50
Protective factor Risk factor
Figure 7.21: fracture on admission as a risk factor
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Schor 1992 1.88251383 0.550933 100.0% 6.57 [2.23, 19.34]
Total (95% CI) 100.0% 6.57 [2.23, 19.34] N
Heterogeneity: Not applicable ; t ; 1
Test for overall effect: Z = 3.42 (P = 0.0006) O-g:otec(t)ice factor1 Risk fa;t(c))r 100
Figure 7.22: environmental risk factors: severity of delirium
Beta coefficient Beta coefficient
Study or Subgroup  Beta coefficient SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
11.2.1 Number of room changes (effect of each additional change)
McCusker 2001 037 0.7 100.0%  0.37 [0.04, 0.70] t
Subtotal (95% ClI) 100.0% 0.37 [0.04, 0.70]
Heterogeneity: Not applicable
Test for overall effect: Z =2.18 (P = 0.03)
11.2.2 Stimulation level: high versus low
McCusker 2001 014 0.35 100.0% -0.14[-0.83, 0.55] i
Subtotal (95% ClI) 100.0% -0.14 [-0.83, 0.55]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)
11.2.3 Stimulation level: moderate versus low
McCusker 2001 023 0.25 100.0% -0.23[-0.72, 0.26] 1—
Subtotal (95% ClI) 100.0% -0.23 [-0.72, 0.26]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.92 (P = 0.36)
11.2.4 not in the same room
McCusker 2001 0.11 0.19 100.0% 0.11[-0.26, 0.48] t
Subtotal (95% ClI) 100.0% 0.11 [-0.26, 0.48]
Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)
11.2.5 single room
McCusker 2001 05 0.31 100.0% 0.50[-0.11, 1.11] -t
Subtotal (95% ClI) 100.0% 0.50 [-0.11, 1.11] ~
Heterogeneity: Not applicable
Test for overall effect: Z=1.61 (P = 0.11)
2 1 0 1 2

Protective factor
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Figure 7.23: environmental risk factors: severity of delirium

Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
11.3.1 Surroundings not well lit

McCusker 2001 0 0.34 100.0% 0.00[-0.67,0.67]

Subtotal (95% ClI) 100.0% 0.00 [-0.67, 0.67]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

11.3.2 Surroundings too noisy/quiet

McCusker 2001 0.13 0.21 100.0% 0.13[-0.28, 0.54] i
Subtotal (95% CI) 100.0% 0.13 [-0.28, 0.54]

Heterogeneity: Not applicable

Test for overall effect: Z = 0.62 (P = 0.54)

11.3.3 Radio/TV on

McCusker 2001 0.06 0.29 100.0% 0.06[-0.51, 0.63]

Subtotal (95% CI) 100.0% 0.06 [-0.51, 0.63] *
Heterogeneity: Not applicable

Test for overall effect: Z = 0.21 (P = 0.84)

11.3.4 Clock/watch absent

McCusker 2001 0.41 0.19 100.0% 0.41][0.04,0.78] i
Subtotal (95% ClI) 100.0% 0.41 [0.04, 0.78]

Heterogeneity: Not applicable

Test for overall effect: Z=2.16 (P = 0.03)

11.3.5 calendar absent

McCusker 2001 -0.13 0.3 100.0% -0.13[-0.72, 0.46] .

Subtotal (95% ClI) 100.0% -0.13[-0.72, 0.46]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.43 (P = 0.66)

NB scale -1 to +1
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Figure 7.24: environmental risk factors: severity of delirium

Mean Difference
Study or Subgroup  Mean Difference  SE Weight 1V, Fixed, 95% CI

Mean Difference

1V, Fixed, 95% CI

11.4.1 Absence of personal possessions

McCusker 2001 0.44 0.24 100.0% 0.44 [-0.03, 0.91]
Subtotal (95% CI) 100.0% 0.44 [-0.03, 0.91]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.83 (P = 0.07)

11.4.2 Not wearing glasses

McCusker 2001 0.82 0.19 100.0%  0.82[0.45, 1.19]
Subtotal (95% CI) 100.0% 0.82[0.45, 1.19]

Heterogeneity: Not applicable
Test for overall effect: Z = 4.32 (P < 0.0001)

11.4.3 Not using hearing aid

McCusker 2001 0.19 0.46 100.0% 0.19[-0.71,1.09]
Subtotal (95% CI) 100.0% 0.19[-0.71, 1.09]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)

11.4.4 Family absent

McCusker 2001 -0.48 0.26 100.0% -0.48[-0.99, 0.03]
Subtotal (95% CI) 100.0% -0.48 [-0.99, 0.03]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.85 (P = 0.06)

Figure 7.25: cardiac surgery risk factors: incidence of delirium
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b
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Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
19.1.2 Beating heart surgery vs conventional bypass surgery
Bucerius 2004 -0.7550226 0.196013 0.47[0.32, 0.69] —+
19.1.3 Valve only operation vs CABG
Veliz-Reissmuller 2007 1.36097655 0.704084 3.90[0.98, 15.50] | t
19.1.4 Valve + CABG vs CABG only
Veliz-Reissmuller 2007 1.178655 0.711248 3.25[0.81, 13.10] Tt
19.1.5 Cardiopulmonary bypass time (continuous)
Rolfson 1999 0.01980263 0.010005 1.02[1.00, 1.04]

0.01 0.1 1 10 100
Protective factor Risk factor
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Figure 7.26: type of surgery a risk factor: incidence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
19.2.4 Vascular surgery vs all other surgery
Rudolph 2007 (Rel risk) 0.99325177 0.230729 100.0% 2.70[1.72, 4.24] !
Subtotal (95% CI) 100.0% 2.70[1.72, 4.24]
Heterogeneity: Not applicable
Test for overall effect: Z = 4.30 (P < 0.0001)
19.2.5 Emergency hip fracture vs elective gonarthros/coxarthros
Andersson 2001 (Hazard R) 1.55603714 0.506156 100.0% 4.74[1.76,12.78] t
Subtotal (95% CI) 100.0% 4.74[1.76, 12.78]

Heterogeneity: Not applicable
Test for overall effect: Z = 3.07 (P = 0.002)
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Figure 7.27: iatrogenic intervention as a risk factor: incidence of delirium
Uidlds Hato Uidds Hatio
Shudy ox Subsroup Loz 0dds Radio] SE Weight TV Fived, 35% LT IV, Fived, 35% CI
172 2 Bladder cafhaber usel
Baribuotf 2006 0993353 0319582 1o00%, 270 [144,505] !
Subdotal (1504 CT) 100 290 [0 44, 5 05]
Heterozereiny Hot applicable
Test for omernll effe ct: 2= 3,11 (P = 0.002)
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Figure 7.28: physical restraint during delirium: persistent delirium
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Inouye 2007 1.163151 0.256838 100.0%  3.20[1.93, 5.29]
Total (95% CI) 100.0% 3.20 [1.93, 5.29] <&
ity: i : : : |
Heterogeneity: Not applicable 0,02 01 ] 10 50

Test for overall effect: Z = 4.53 (P < 0.00001)
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Figure 7.29: physical and medical restraint as a risk factor for the severity of

delirium

Study or Subgroup log[Odds Ratio] SE Weight

Odds Ratio
1V, Fixed, 95% CI

Odds Ratio
IV, Fixed, 95% CI

17.2.5 Physical restraint

McCusker 2001 1.24 0.17 100.0%
Subtotal (95% CI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 7.29 (P < 0.00001)

17.2.6 Medical restraint

McCusker 2001 0.41 0.19 100.0%
Subtotal (95% CI) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z =2.16 (P = 0.03)

Delirium: NICE guideline DRAFT (February 2010)
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Risk factors for delirium: pharmacological
agents

Figure 8.1: Midazolam as a risk factor for development of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Pandharipande 2006 0.530628 0.3236 1.70 [0.90, 3.21] L
1 : 1

0102 05 1 2 5 10
protective factor risk factor

Figure 8.2: lorazepam as a risk factor for development of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Pandharipande 2006 0.182322 0.061521 1.20[1.06, 1.35] +

0102 05 1 2 5 10
protective factor risk factor

Figure 8.3: benzodiazepines as a risk factor for delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Foy 1995 0 0.587394 100.0% 1.00[0.32, 3.16]
Total (95% CI) 100.0% 1.00 [0.32, 3.16]

01 02 05 1 2 5 10
protective factor risk factor

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)
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Figure 8.4: Haloperidol as a risk factor for duration of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
15.1.1 duration of delirium
Pisani 2009 0.300105 0.054807 100.0% 1.35[1.21, 1.50] ’
Subtotal (95% CI) 100.0% 1.35[1.21, 1.50]

Heterogeneity: Not applicable
Test for overall effect: Z = 5.48 (P < 0.00001)
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Figure 8.5: antihistamines with anticholinergic activity
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE IV, Fixed, 95% CI 1V, Fixed, 95% CI
2.1.1 Antihistamine with anticholinergic effects-cognitive decline; prospective cohort
Agostini 2001 0.83290912 0.240934 2.30[1.43, 3.69] —
2.1.2 Antistamine with anticholinergic effects- case control
Marcantonio 1994 DPH 0.58778666 0.474682 1.80[0.71, 4.56] N B —
— } } —t
0.1 02 05 1 2 5 10
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Figure 8.6: exposure to H2 blockers on the incidence of delirium
Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Pandharipande 2008 0.371564 0.302632 100.0% 1.45[0.80, 2.62]
Total (95% CI) 100.0% 1.45[0.80, 2.62]
Heterogeneity: Not applicable 051 052 055 : 52 55 150
Test for overall effect: Z = 1.23 (P = 0.22) protective factor risk factor
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Figure 8.7a: effect of individual opioids on delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
22.1.1 Fentanyl
Pandharipande 2006 0.182322 0.103435 1.20[0.98, 1.47] L
22.1.3 Morphine
Pandharipande 2006 0.09531 0.073388 1.10[0.95, 1.27] Tt
I } } {
0.5 0.7 1 1.5 2

protective factor risk factor

NB: Scale 0.5 to 2

Figure 8.7b: effect of individual opioids on delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
22.2.2 Meperidine
Morrison 2003RR 0.875469 0.316764 2.40[1.29, 4.47] —t
22.2.4 Oxycodone
Marcantonio 1994 -0.35667495 0.427035 0.70[0.30, 1.62] — 71

0102 05 1 2 5 10
protective factor risk factor

Figure 8.8: effect of opioids on the incidence of delirium

Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE Weight |1V, Fixed, 95% CI 1V, Fixed, 95% CI
Morrison 03 10-30mg vs 30 0.336472 0.434885 1.40 [0.60, 3.28] — 1Tt
Morrison 2003 <10mgvs30mg 1.686399 0.41687 5.40 [2.39, 12.22] . . _.l_.
T

1 1
01 02 05 1 2 5 10
Protective factor Risk factor

Delirium: NICE guideline DRAFT (February 2010)
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Figure 8.9: effect of intrathecal morphine + PCA morphine versus placebo + PCA
morphine

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Beaussier 2006 9 26 10 26 100.0% 0.85[0.27, 2.62]
Total (95% CI) 26 26 100.0% 0.85 [0.27, 2.62]
Total events 9 10

Heterogeneity: Not applicable 0-.1 0:2 0:5 ] 5 :

Test for overall effect: Z = 0.29 (P = 0.77)

Figure 8.10: effect of PCA opioid analgesics versus oral opioids

10

Favours IT Morphine + PCA Favours PCA Morphine

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Leung 2006 1.32175584 0.550966 100.0% 3.75[1.27, 11.04]
Total (95% CI) 100.0% 3.75 [1.27, 11.04] —etl——

Heterogeneity: Not applicable

t t t
Test for overall effect: Z = 2.40 (P = 0.02) 01 02 05 2

5 10
PCA analgesia Oral opioids

Figure 8.11: effect of general anaesthesia versus regional anaesthesia on delirium

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
6.1.1 GA vs RA [epidural/spinal]

Papaionnou 2005 6 28 3 19 100.0% 1.45[0.32, 6.71] .
Subtotal (95% CI) 28 19 100.0% 1.45 [0.32, 6.71]
Total events 6 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.48 (P = 0.63)

0102 05 1 2 5 10
Favours GA Favours RA

Figure 8.12: effect of N2O plus Oz versus Oz on delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Leung 2006 0.0861777 0.202355 100.0% 1.09[0.73, 1.62]
Total (95% CI) 100.0% 1.09 [0.73, 1.62]

01 02 05 1 2 5 10
Favours Nitrous Oxide+0O2 Favours O2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.43 (P = 0.67)

Delirium: NICE guideline DRAFT (February 2010)
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Figure 8.13: effect of anaesthetics on delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Pandharipande 2008 -0.65393 0.399231 100.0% 0.52[0.24, 1.14] r
Total (95% Cl) 100.0% 0.52[0.24, 1.14] -
ity i } } } }
Heterogeneity: Not applicable 005 02 1 5 20

Test for overall effect: Z = 1.64 (P = 0.10) protective factor  risk factor

NB: Scale 0.05 to 20

Figure 8.14: effect of benzodiazepines or opioids on the duration of delirium

Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Pisani 2009 0.494696 0.128296 100.0% 1.64[1.28,2.11]
Total (95% CI) 100.0% 1.64 [1.28,2.11] <&

Heterogeneity: Not applicable

t t t
Test for overall effect: Z = 3.86 (P = 0.0001) 0102 05 1 2 5 10

protective factor risk factor

Delirium: NICE guideline DRAFT (February 2010)
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Consequences of delirium

Figure 9.1: dementia as a consequence of delirium

Odds Ratio

Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI

Odds Ratio
1V, Fixed, 95% CI

1.11.4 Dementia: f/up: 3 yrs
Rockwood 1999

Subtotal (95% CI)
Heterogeneity: Not applicable

Test for overall effect: Z = 2.95 (P = 0.003)

1.78674693 0.605 100.0% 5.97[1.82, 19.54]
100.0% 5.97 [1.82, 19.54]

NB: Scale 0.05 to 20

———

0.05 02 1 5 20
Delirium protects  Delirium predicts

Figure 9.2a: new admission to institution as a consequence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE IV, Fixed, 95% Cl I, Fized, 95% CI
1.2.1 at discharge
Balas 2009 1974081 0671334 T20[1.93, 26.84] —at—
Bourdel-m 2004 [prevalent 1160021 0445974  319[1.33, 7.6A] SR
Bourdel-mz004 [incident] 0970779 04891963 264 [0.83, 8.42] £ ER E—
Inouye 1998 1.09861229 0379611 3.00[1.43, 6.31] PR
Lewkoff 1952 1.987874358 0526764 T.30[2.60, 20.480] PR
1.2.2 3 months
Inouye 1998 3 months 1.09861229 0353647  3.00[1.40, 6.00] R T
1.2.3 6 months
O'Keeffe 1997 1.02961942 0394368  2.80[1.29, 6.07] S
1.2.4 2 years
Fitkala 2004 089608802 0.358234  2.448[1.21,494] —t =

0.02 0.1 10 &0

NB: Scale 0.05 to 20

Delirium: NICE guideline DRAFT (February 2010)
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Figure 9.2b: new admission to institution [moderate quality studies]

Odds Ratio Odds Ratio

Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.3.1 at discharge
Bourdel-M 2004 [prevalent 1.160021 0.445974 3.19[1.33, 7.65] -t
Bourdel-M2004 [incident] 0.970779 0.591963 2.64[0.83, 8.42] T t———
Inouye 1998 1.09861229 0.379611 3.00[1.43, 6.31] —
1.3.2 3 months
Inouye 1998 3 months 1.09861229 0.353647  3.00[1.50, 6.00] —
1.3.3 6 months
O'Keeffe 1997 1.02961942 0.394368 2.80[1.29, 6.07] L
1.3.4 2 years
Pitkala 2005 0.89608802 0.358234 2.45[1.21, 4.94] —t—

t t

NB: Scale 0.1 to 10

Delirium: NICE guideline DRAFT (February 2010)
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Figure 9.3a: mortality as a consequence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.5.1 in hospital
Inouye 1998 -0.35667 0.65 0.70 [0.20, 2.50] —
O'Keeffe 1997 0.95551145 0.556435 2.60[0.87, 7.74] Tt
1.5.2inICU
Lin 2004 2.56494936 0.804123 13.00 [2.69, 62.87] B E—
1.5.3in ICU & hospital
Lin 2008 HR 0.989541 0.327972 2.69[1.41,5.12] —t
Thomason 2005 HR 0.2390169 0.435742 1.27 [0.54, 2.98] -t
1.5.4 6 weeks
Drame 2008 HR 0.53062825 0.187237 1.70 [1.18, 2.45] —+
1.5.5 3 mo.
Inouye 1998 0.47000363 0.353647 1.60 [0.80, 3.20] Tt
1.5.6 6 mo.
Ely 2004 HR 1.16315081 0.446 3.20 [1.34, 7.67] —t
Francis 1990 RR 0.58778666 0.434 1.80[0.77, 4.21] Tt
Holmes 2000 RR 1.05779029 0.251657 2.88[1.76, 4.72] —
Levkoff 1992 0.26236426 0.39 1.30[0.61, 2.79] L
Marcantonio 2000 0.09531018 0.654324 1.10[0.31, 3.97] —
O'Keeffe 1997 0.33647224 0.353647 1.40[0.70, 2.80] Tt
1.5.7 1 year
Leslie 2005 HR 0.48242615 0.184605 1.62[1.13, 2.33] —+
Pitkala 2005 0.62057649 0.264309 1.86[1.11, 3.12] —
1.5.8 2 years
Francis 1992 RR 0.33647224 0.290672 1.40[0.79, 2.47] T
Nightingale 2001 HR 0.87713402 0.16024 2.40[1.76, 3.29] -+
Pitkala 2005 0.56531381 0.238344 1.76 [1.10, 2.81] —
1.5.9 3 years
Rockwood 1999 HR 0.53649337 0.263905 1.71[1.02, 2.87] —t—

0.02 0.1 1 10 50

NB: Scale 0.02 to 50

Delirium: NICE guideline DRAFT (February 2010)

Delirium protects

Delirium predicts



DRAFT FOR PUBLICATION

Figure 9.3b: mortality as a consequence of delirium; high and moderate quality
studies and restricting to the UK hospital study

Study or Subgroup

log[Odds Ratio]

SE

Odds Ratio
1V, Fixed, 95% CI

Odds Ratio
1V, Fixed, 95% CI

1.6.1 in hospital
Inouye
O'Keeffe 1997

1.6.3 6 weeks
Drame 2008 HR

1.6.4 3 mo.
Inouye 1998

1.6.5 6 mo.

Ely 2004 HR
Holmes 2000 RR
Levkoff 1992
O'Keeffe 1997

1.6.6 1 year
Pitkala 2005

1.6.7 2 years

Nightingale 2001 HR
Pitkala 2005

1.6.8 3 years
Rockwood 1999 HR

NB: Scale 0.05 to 20

0.95551145 0.556435

0.53062825 0.187237

0.47000363 0.353647

1.16315081
1.05779029
0.26236426
0.33647224

0.434885
0.251657
0.380524
0.353647

0.62057649 0.264309

0.87713402
0.56531381

0.16024
0.238344

0.53649337 0.263905

2.60 [0.87, 7.74]

1.70 [1.18, 2.45]

1.60 [0.80, 3.20]

3.20 [1.36, 7.50]
2.88[1.76, 4.72]
1.30 [0.62, 2.74]
1.40 [0.70, 2.80]

1.86[1.11, 3.12]

2.40 [1.76, 3.29]
1.76 [1.10, 2.81]

1.71 [1.02, 2.87]

005 02 1
Delirium protects

Delirium predicts

Figure 9.4a: length of stay (discharge from hospital) as a consequence of delirium

Study or Subgroup

log[Risk Ratio] SE

Risk Ratio
1V, Fixed, 95% CI

Risk Ratio
1V, Fixed, 95% CI

1.15.4 Discharge from hospital- 6 mo.

Holmes 2000 RR

NB: Scale 0.1 to 10

-0.63488 0.129065

0.53[0.41, 0.68]

Delirium: NICE guideline DRAFT (February 2010)
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Figure 9.4b: length of stay as a consequence of delirium

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.10.1 Hospital
Ely 2004 HR 0.69314718 0.194423 2.00[1.37, 2.93] —
Thomason 2005 HR 0.3435897 0.149946  1.41[1.05, 1.89] —t
1.10.2 ICU
Thomason 2005 HR 0.25464222 0.139013 1.29[0.98, 1.69] | L
1.10.3 Post-ICU
Ely 2004 HR 0.47000363 0.188163 1.60[1.11,2.31] —t

0.2 05 1 2 5

Delirium protects  Delirium predicts

NB: Scale 0.2 to 5

Figure 9.5: hospital acquired complications as a consequence of delirium

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
O'Keeffe 1997 0.83290912 0.396 100.0% 2.30[1.06, 5.00]
Total (95% CI) 100.0%  2.30 [1.06, 5.00] el
Heterogeneity: Not applicable 012 015 1 é é

Test for overall effect: Z=2.10 (P = 0.04) Delirium protects  Delirium predicts

NB: Scale 0.2 to 5

Delirium: NICE guideline DRAFT (February 2010)
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Figure 9.6: mortality or new admission to institution as a consequence of

delirium

Study or Subgroup log[Odds Ratio] SE

Odds Ratio

1V, Fixed, 95% CI

Odds Ratio

1V, Fixed, 95% CI

2.1.1 hospital- OR

Inouye 1998 0.741937 0.329333

2.1.2 1 month- OR

Givens 2008
Marcantonio 2000

1.449269 0.535
1.098612 0.518602

2.1.3 3 months- OR

Inouye 1998 0.955511 0.277777
2.1.4 6 months- OR
Givens 2008 0.774727 0.559

Marcantonio 2000 0.587787 0.545935

2.1.5 1 year- Delirium at discharge vs Never delirious
McAvay 2006DischargeVsNev (1) 0.97077892 0.255146

2.1.6 1 year- Resolved vs Never delirious
McA 2006 resolve vs never (2) 0.42526774 0.236917

2.1.7 1 year- Delirium at discharge vs Delirium resolved
McAvay 2006DischargeVsRes (3) 0.54812141 0.322732

2.1.8 2 years- Mortality or residing in nursing home
Pitkala 2005 1.033184 0.362598

(1) HR
(2) HR
(3) HR

NB: Scale 0.05 to 20

2.10[1.10, 4.00]

4.26 [1.49, 12.16]
3.00 [1.09, 8.29]

2.60 [1.51, 4.48]

2.17 [0.73, 6.49]
1.80 [0.62, 5.25]

2.64 [1.60, 4.35]

1.53 [0.96, 2.43]

1.731[0.92, 3.26]

2.81[1.38, 5.72]

—_—

0.05 0.2

Delirium protects

Figure 9.7: mortality as a consequence of increased duration of delirium

Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight

1V, Fixed, 95% CI

1 5

Delirium predicts

Hazard Ratio
1V, Fixed, 95% CI

Ely 2004 HR 0.09531 0.05 100.0%

Total (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z=1.91 (P = 0.06)

100.0%

NB: Scale 0.5 to 2

Delirium: NICE guideline DRAFT (February 2010)

1.10[1.00, 1.21]

1.10 [1.00, 1.21]
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Figure 9.8: length of stay as a consequence of increased duration of delirium

Hazard Ratio Hazard Ratio

Study or Subgroup log[Hazard Ratio] SE Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.11.1 Length of stay- hospital
Ely 2004 HR 0.18232156 0.042616 100.0%  1.20[1.10, 1.30]

Subtotal (95% CI)
Heterogeneity: Not applicable
Test for overall effect: Z = 4.28 (P < 0.0001)

100.0%

1.11.2 Length of stay- Post ICU stay

Ely 2004 HR 0.09531018 0.046511 100.0%
Subtotal (95% Cl) 100.0%

Heterogeneity: Not applicable
Test for overall effect: Z = 2.05 (P = 0.04)

NB: Scale 0.5 to 2

Figure 9.9: mortality or functional decline as
delirium

L

1.20[1.10, 1.30]

1.10[1.00, 1.20]
1.10 [1.00, 1.20]

$

15 2
Delirium is predictor

05 07 1
Delirium protects

a consequence of increased duration of

Odds Ratio Odds Ratio
Study or Subgroup  log[Odds Ratio] SE Weight I, Fixed, 95% Cl IV, Fixed, 95% CI
4.1.1 at hospital discharge
Andrew 20045 0.09531 0.046511 100.0% 1.10[1.00,1.20]

Subtotal (95% Cly

Heterogeneity: Mot applicable
Testfor overall effect 7= 206 (FP=004

100.0%

4.1.2 6 months

Andrew 2005

Subtotal (95% CI)
Heterogeneity: Mot applicable
Testfor overall effect £=193 (F=00%)

0182322 0.0945 100.0%

100.0%

NB: Scale 0.5 to 2

L 4

1.10[1.00, 1.20]

1.20[1.00, 1.44]
1.20[1.00, 1.44]

S

05 07 15 2
Celirium protects  Delirium predicts

Delirium: NICE guideline DRAFT (February 2010)
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Figure 9.10: mortality (at 1 year) as a consequence of delirium (severity)

Hazard Ratio Hazard Ratio
Study or Subgroup log[Hazard Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
5.1.1 Mortality- [more severe delirium vs no delirium MV]
Leslie 2005 HR 0.636577 0.259 1.89[1.14, 3.14] L

5.1.2 Mortality-[less severe delirium vs no delirium MV]
Leslie 2005 HR 0.482426 0.149007 1.62[1.21,2.17] —t

05 07 1 15 2
Delirium protects  Delirium predicts

NB: Scale 0.5 to 2

Figure 9.11: mortality or new admission to institution (at 1 month and é months) as a
consequence of delirium severity

Odds Ratio Odds Ratio
Stuchy or Subgroup log[Odds Ratio] SE IV, Fizxed, 95% Cl I, Fixed, 95% Cl
3.1.1 1 month
Marcantonio 2002 0641854 0E862 1.90[0.50, 7.249] L
3.1.2 6 months
Marcantonio 2002 1481605 080134 4.401[0.91,21.16] Tt
005 0.2 £ 10

Delirium protects  Delirium predicts

NB: Scale 0.05 to 20

Delirium: NICE guideline DRAFT (February 2010)
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Prevention of delirium: non-

pharmacological

HYDRATION FOR THE PREVENTION OF DELIRIUM (LONG-TERM CARE SETTING)

Figure 10.1: acute confusion.

Intervention Usual care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mentes 2003 0 25 2 24 100.0% 0.19[0.01, 3.81]
Total (95% Cl) 25 24 100.0%  0.19[0.01,3.81] HNEEEE—
Total events 0 2

Heterogeneity: Not applicable
Test for overall effect: Z = 1.08 (P = 0.28)

Figure 10.2: hydration-linked events.

01 02

05 1 2 5 10

Favours intervention Favours usual care

Intervention Usual care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Mentes 2003 3 25 4 24 100.0% 0.72[0.18, 2.89] —
Total (95% Cl) 25 24 100.0% 0.72[0.18, 2.89]
Total events 3 4

Heterogeneity: Not applicable
Test for overall effect: Z = 0.46 (P = 0.64)

HYDRATION FOR THE PREVENTION OF DELIRIUM (HOSPITAL SETTING

Figure 10.3: agitation

T T
0.1 0.2

T T T T T
05 1 2 5 10

Favours intervention Favours usual care

Risk Ratio
M-H, Fixed, 95% CI

Subcutaneous Intravenous Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Fixed, 95% CI
O'Keeffe 1996 11 30 24 30 100.0% 0.46 [0.28, 0.76]
Total (95% Cl) 30 30 100.0%  0.46 [0.28, 0.76] el
Total events 11 24

Heterogeneity: Not applicable
Test for overall effect: Z = 3.04 (P = 0.002)

NB: Scale 0.2 to 5

Delirium: NICE guideline DRAFT (February 2010)
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Figure 10.4: serum levels

Subcutaneous Intravenous Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
1.1.1 serum urea levels
O'Keeffe 1996 95 28 30 103 3 30 100.0%  -0.27[-0.78,0.24] 1—
Subtotal (95% CI) 30 30 100.0% -0.27 [-0.78, 0.24]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.05 (P = 0.29)

1.1.2 serum creatinine levels
O'Keeffe 1996 104 29 30 115 40 30 100.0% -0.31[-0.82, 0.20] i_
Subtotal (95% CI) 30 30 100.0% -0.31 [-0.82, 0.20] o
Heterogeneity: Not applicable

Test for overall effect: Z = 1.20 (P = 0.23)

\ \ \
-1 -0.5 0 0.5 1
Favours subcutaneous  Favours intravenous

NB: Scale -1 to 1

Figure 10.5: local oedema

Subcutaneous Intravenous Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
O'Keeffe 1996 2 30 0 30 100.0% 5.00 [0.25, 99.95]
Total (95% CI) 30 30 100.0% 5.00 [0.25, 99.95]
Total events 2 0
Heterogeneity: Not applicable OI.O1 0:1 1' 1'0 10'

Test for overall effect: Z = 1.05 (P = 0.29) Favours subcutaneous  Favours intravenous

NB: Scale 0.01 to 100

MUSIC THERAPY FOR THE PREVENTION OF DELIRIUM (HOSPITAL SETTING)

Figure 10.6: number of patients with delirium

Music therapy + SPOC SPOC Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
McCaffrey 2006 2 62 36 62 100.0% 0.06 [0.01, 0.22]
Total (95% Cl) 62 62 100.0% 0.06 [0.01,0.22] =i
Total events 2 36

Heterogeneity: Not applicable

) ) )
t t t t
Test for overall effect: Z = 4.11 (P < 0.0001) 0.01 0.1 1 10 100

Favours experimental Favours control

NB: forest plot scale 0.01 to 100

Delirium: NICE guideline DRAFT (February 2010)
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Figure 10.7: patient’s readiness to ambulate after undergoing surgery

Music therapy Control

Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
McCaffrey 2006 9 0.983 62 8.07 1.33 62 100.0% 0.93[0.52, 1.34]
Total (95% Cl) 62 62 100.0% 0.93[0.52, 1.34] ¢
ity: i I } 1 } |
Heterogeneity: Not applicable 10 5 0 5 10

Test for overall effect: Z = 4.43 (P < 0.00001)

NB: Scale -10to 10

Figure 10.8: patient satisfaction

Music therapy Control Mean Difference

Favours control Favours music therapy

Mean Difference

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

McCaffrey 2006 9.6 0.621 60 6.83 1.41 60 100.0% 2.77[2.38,3.16]

Total (95% CI) 60 60 100.0% 2.77[2.38, 3.16] ¢
Heterogeneity: Not applicable -_1 0 :5 0 5- 10-

Test for overall effect: Z = 13.93 (P < 0.00001)

NB: Scale -10to0 10

Delirium: NICE guideline DRAFT (February 2010)
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Multicomponent prevention

Figure 10.9: number of patients with delirium in hospital

Experimental Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio

M-H, Fixe

d, 95% ClI

2.1.1 Proactive Geriatrics Consultation (RCT)

Marcantonio 2001 20 62 32 64 100.0% 0.65[0.42, 1.00]
Subtotal (95% ClI) 62 64 100.0% 0.65 [0.42, 1.00]
Total events 20 32

Heterogeneity: Not applicable
Test for overall effect: Z = 1.97 (P = 0.05)

2.1.2 Elder Life Program (non-randomised)

Inouye* 1999 42 426 64 426 100.0% 0.66 [0.46, 0.95]
Subtotal (95% ClI) 426 426 100.0% 0.66 [0.46, 0.95]
Total events 42 64

Heterogeneity: Not applicable
Test for overall effect: Z =2.26 (P = 0.02)

2.1.4 Education & reorganisation of nursing & medical care (RCT)

Lundstréom** 2005 19 200 37 200 100.0% 0.51[0.31, 0.86]
Subtotal (95% ClI) 200 200 100.0% 0.51[0.31, 0.86]
Total events 19 37

Heterogeneity: Not applicable
Test for overall effect: Z = 2.53 (P = 0.01)

2.1.6 Quality improvement programme (historical)

Wong** 2005 9 71 10 28 100.0% 0.35[0.16, 0.78]
Subtotal (95% ClI) 71 28 100.0% 0.35[0.16, 0.78]
Total events 9 10

Heterogeneity: Not applicable
Test for overall effect: Z = 2.58 (P = 0.010)

2.1.7 Geriatric-anesthesiologic intervention programme (historical)

Gustafson** 1991 49 103 68 111 100.0% 0.78[0.60, 1.00]
Subtotal (95% CI) 103 111 100.0% 0.78 [0.60, 1.00]
Total events 49 68

Heterogeneity: Not applicable
Test for overall effect: Z = 1.97 (P = 0.05)

2.1.8 Education & multicomponent (non-randomised)

Wanich** 1992 26 135 22 100 100.0% 0.88[0.583, 1.45]
Subtotal (95% ClI) 135 100 100.0% 0.88 [0.53, 1.45]
Total events 26 22

Heterogeneity: Not applicable
Test for overall effect: Z = 0.52 (P = 0.61)

2.1.9 Proactive care of older people undergoing surgery (POPS) (historical)

Harari*** 2007 3 54 10 54 100.0% 0.30[0.09, 1.03]
Subtotal (95% CI) 54 54 100.0% 0.30 [0.09, 1.03]
Total events 3 10

Heterogeneity: Not applicable
Test for overall effect: Z = 1.91 (P = 0.06)
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Figure 10.10: number of patients with delirium at 6 months follow-up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.20.1 Elder Life Program at 6 months (non-RCT)
Bogardus* 2003 12 345 10 358 100.0% 1.25[0.55, 2.84]
Subtotal (95% ClI) 345 358 100.0% 1.25 [0.55, 2.84]
Total events 12 10

Heterogeneity: Not applicable
Test for overall effect: Z = 0.52 (P = 0.60)

1 1 1
0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Figure 10.11: mean duration of delirium

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
2.19.1 Proactive Geriatrics Consultation (RCT)
Marcantonio 2001 29 2 62 3.1 23 64 100.0% -0.20[-0.95, 0.55]
Subtotal (95% Cl) 62 64 100.0% -0.20 [-0.95, 0.55]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.52 (P = 0.60)

10 5 0 5 10
Favours experimental  Favours control

Test for subgroup differences: Not applicable

Figure 10.12: number of patients with delirium at 7 or more days

Multicomponent care  Usual care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight B-H, Fized, 95% CI M-H, Fixed, 95% Cl
Gustafzon 1991 a0 103 4 1M 0.73[0.50,1.07 —+

01 02 05 75

10

Fawours experimental  Favours control

Figure 10.13: severity scores

Multicomponent care Usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight N, Fixed, 95% Cl I, Fixed, 95% Cl
Inouye 1999 384 1.27 426 3462 144 426 1000% 033014, 051]
Total (95% CI) 126 426 100.0% 0.33 [0.15, D.51]
Heterogeneity: Mot appl|cab|e _1-0 -5 |f| : 1'EI
Testfor overall effect 2= 355 (P = 0.0004)

Favours experimental  Favours control
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Figure 10.14: length of hospital stay

Experimental Control

Study or Subgroup  Mean [days] SD [days] Total Mean [days] SD [days] Total

Weight

Mean Difference
IV, Fixed, 95% Cl [days]

Mean Difference

IV, Fixed, 95% Cl [days]

2.2.2 Education programme & reorganisation of nursing & medical care (RCT)

Lundstrém** 2005 9.4 82 200 134 123
Subtotal (95% Cl) 200

Heterogeneity: Not applicable
Test for overall effect: Z = 3.83 (P = 0.0001)

2.2.6 Geriatric-anesthesiologic intervention programme (historical)

Gustafson™ 1991 11.6 82 108 174 14
Subtotal (95% Cl) 103

Heterogeneity: Not applicable
Test for overall effect: Z = 3.73 (P = 0.0002)

2.2.7 Education & multicomponent (non-randomised)

Wanich** 1992 85 92 135 9.7 98
Subtotal (95% Cl) 135

Heterogeneity: Not applicable
Test for overall effect: Z = 0.95 (P = 0.34)

2.2.8 Proactive care of older people undergoing surgery (POPS) (historical)

Harari** 2007 115 52 54 15.8 13.2
Subtotal (95% C) 54

Heterogeneity: Not applicable
Test for overall effect: Z = 2.23 (P = 0.03)

Test for subgroup differences: Chiz =591, df = 3 (P = 0.12), I = 49.2%
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Figure 10.15: improvement in cognitive impairment at 5 days or discharge

Experimental Control

Risk Ratio

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

Risk Ratio

M-H, Fixed, 95% CI

13.1.1 Elder life program

Inouye 1999 51 128 33 125 100.0%
Subtotal (95% CI) 128 125 100.0%
Total events 51 33

Heterogeneity: Not applicable
Test for overall effect: Z = 2.23 (P = 0.03)

1.51 [1.05, 2.17]

1.51 [1.05, 2.17]

3 &
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Figure 10.16: number of patients discharged to a new institutional setting

Experimental Control Risk Ratio

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

Risk Ratio

M-H, Fixed, 95% Cl

2.16.1 Proactive Geriatrics Consultation (RCT) MAY NOT BE NEW

Marcantonio 2001 57 62 56 64 100.0% 1.05[0.93, 1.18]
Subtotal (95% CI) 62 64 100.0% 1.05 [0.93, 1.18]
Total events 57 56

Heterogeneity: Not applicable
Test for overall effect: Z = 0.82 (P = 0.41)

2.16.2 Elder Life Program at 6 months (non-RCT) new placement

Bogardus* 2003 85 426 87 426 100.0% 0.98[0.75, 1.28]
Subtotal (95% CI) 426 426 100.0% 0.98 [0.75, 1.28]
Total events 85 87

Heterogeneity: Not applicable
Test for overall effect: Z=0.17 (P = 0.86)

2.16.4 Acute Care for Elders at discharge (RCT) new placement

Landefeld** 1995 43 303 67 300 100.0% 0.64 [0.45, 0.90]
Subtotal (95% CI) 303 300 100.0% 0.64 [0.45, 0.90]
Total events 43 67

Heterogeneity: Not applicable
Test for overall effect: Z = 2.55 (P = 0.01)

2.16.5 Education & multicomponent (non-randomised) MAY NOT BE NEW

Wanich** 1992 11 135 4 100 100.0% 2.04[0.67, 6.21]
Subtotal (95% CI) 135 100 100.0% 2.04 [0.67, 6.21]
Total events 11 4

Heterogeneity: Not applicable
Test for overall effect: Z =1.25 (P = 0.21)

2.16.6 Quality improvement programme (historical) higher care level

Wong** 2005 17 71 7 28 100.0% 0.96 [0.45, 2.06]
Subtotal (95% CI) 7 28 100.0% 0.96 [0.45, 2.06]
Total events 17 7

Heterogeneity: Not applicable
Test for overall effect: Z=0.11 (P = 0.91)

8 &

g

= =

I !
T T
0.1 0.2

!
T
0.5

Favours experimental

Favours control



DRAFT FOR PUBLICATION

Figure 10.17: mortality in hospital

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.3.1 Elder Life Program (non-randomised)
Inouye* 1999 6 426 7 426 100.0% 0.86 [0.29, 2.53]
Subtotal (95% CI) 426 426 100.0% 0.86 [0.29, 2.53]
Total events 6 7

Heterogeneity: Not applicable
Test for overall effect: Z = 0.28 (P = 0.78)

2.3.3 Acute Care for Elders (RCT)

Landefeld** 1995 24 327 24 324 100.0% 0.99[0.57, 1.71]
Subtotal (95% ClI) 327 324 100.0% 0.99 [0.57, 1.71]
Total events 24 24

Heterogeneity: Not applicable
Test for overall effect: Z = 0.03 (P = 0.97)

2.3.4 Quality improvement programme (historical)
Wong** 2005 3 71 2 28 100.0% 0.59[0.10, 3.35] l

Subtotal (95% ClI) 7 28 100.0% 0.59 [0.10, 3.35]

Total events 3 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.59 (P = 0.55)

2.3.5 Education & multicomponent (non-randomised)

Wanich* 1992 11 135 5 100 100.0%  1.63[0.58, 4.54] i
Subtotal (95% CI) 135 100 100.0%  1.63 [0.58, 4.54]
Total events 11 5

Heterogeneity: Not applicable
Test for overall effect: Z = 0.93 (P = 0.35)

2.3.6 Proactive care of older people undergoing surgery (POPS) (historical)

Harari*** 2007 0 54 1 54 100.0% 0.33[0.01,8.01] * .
Subtotal (95% ClI) 54 54 100.0% 0.33[0.01, 8.01]
Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)

1 1 1
0.1 0.2 05 1 2 5
Favours experimental Favours control
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Figure 10.18: mortality at up to 6 months follow up

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.15.1 Elder Life Program (non-randomised)
Bogardus* 2003 73 426 60 426 100.0% 1.22[0.89, 1.67]
Subtotal (95% CI) 426 426 100.0% 1.22[0.89, 1.67]
Total events 73 60

Heterogeneity: Not applicable
Test for overall effect: Z = 1.22 (P = 0.22)

1 1 1
0.1 0.2 05 1 2 5 10
Favours experimental Favours control

Figure 10.19: number of patients with an improvement in ADL

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.10.1 Elder Life Program (non-randomised) increase of 2 pts
Inouye* 1999 6 9 13 98 100.0%  047[0.19,1.19] i-
Subtotal (95% CI) 96 98 100.0% 0.47[0.19, 1.19] -
Total events 6 13

Heterogeneity: Not applicable
Test for overall effect: Z = 1.59 (P = 0.11)

2.10.3 Acute Care for Elders (RCT) no. improved

Landefeld** 1995 3 2907 16 285 100.0%  2.16[1.23,3.80] i
Subtotal (95% CI) 207 285 100.0%  2.16 [1.23, 3.80]
Total events 36 16

Heterogeneity: Not applicable
Test for overall effect: Z = 2.67 (P = 0.008)

2.10.4 Education & multicomponent (non-randomised) increase of 2 categories

Wanich** 1992 26 125 9 94 100.0%  2.17[1.07, 4.42] i
Subtotal (95% CI) 125 94 1000%  2.17[1.07, 4.42]
Total events 26 9

Heterogeneity: Not applicable
Test for overall effect: Z = 2.14 (P = 0.03)

1 1 1
0.1 0.2 05 1 2 5 10
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Figure 10.20: adjusted ADL score

Heterogeneity: Not applicable
Test for overall effect: Z = 0.94 (P = 0.35)

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.9.1 Elder Life Program (non-randomised)
Inouye 1999 9.7 29 96 93 3 98 100.0% 0.40[-0.43, 1.23]
Subtotal (95% Cl) 96 98 100.0% 0.40 [-0.43, 1.23]

10 5

Test for subgroup differences: Not applicable

Favours control
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Figure 10.21: number of patients with severe falls

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

2.8.1 Geriatric-anesthesiologic intervention programme (historical)
L

Gustafson** 1991 0 103 6 111 100.0% 0.08 [0.00, 1.45] *
Subtotal (95% CI) 103 111 100.0% 0.08 [0.00, 1.45]
Total events 0 6

Heterogeneity: Not applicable
Test for overall effect: Z = 1.70 (P = 0.09)

0.1 0.2

Favours experimental

Figure 10.22: urinary tract infections

Experimental Control Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

0.5

1 2 5 10
Favours control

Risk Ratio
M-H, Fixed, 95% CI

2.4.1 Geriatric-anesthesiologic intervention programme (historical)

Gustafson** 1991 33 103 26 111 100.0% 1.37[0.88, 2.12]
Subtotal (95% CI) 103 111 100.0% 1.37 [0.88, 2.12]
Total events 33 26

Heterogeneity: Not applicable
Test for overall effect: Z = 1.40 (P = 0.16)

2.4.2 Proactive care of older people undergoing surgery (POPS) (historical)

Harari*** 2007 4 54 9 54 100.0% 0.44 [0.15, 1.36]
Subtotal (95% CI) 54 54 100.0% 0.44 [0.15, 1.36]
Total events 4 9

Heterogeneity: Not applicable
Test for overall effect: Z = 1.42 (P = 0.15)
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Figure 10.23: wound infections

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.5.1 Proactive care of older people undergoing surgery (POPS) (non-randomised)
Harari*** 2007 2 54 12 54 100.0% 0.17 [0.04, 0.71] i
Subtotal (95% CI) 54 54 100.0% 0.17 [0.04, 0.71]
Total events 2 12

Heterogeneity: Not applicable
Test for overall effect: Z = 2.42 (P = 0.02)

L 1
001 0.1 1
Favours experimental

NB scale 0.01 to 100

Figure 10.24: pressure ulcers

1
10 100

Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.6.1 Proactive care of older people undergoing surgery (POPS) (historical)
Harari™ 2007 2 54 10 54 100.0%  0.20[0.05,0.87] t
Subtotal (95% CI) 54 54 100.0% 0.20 [0.05, 0.87]
Total events 2 10

Heterogeneity: Not applicable
Test for overall effect: Z =2.15 (P = 0.03)

2.6.2 Geriatric-anesthesiologic intervention programme (non-randomised)

Gustafson** 1991 4 103 14 111 100.0%  0.31[0.10, 0.91] i
Subtotal (95% CI) 103 111 100.0% 0.31 [0.10, 0.91]

Total events 4 14

Heterogeneity: Not applicable
Test for overall effect: Z =2.14 (P = 0.03)

1 1 1
0.1 0.2 0.5
Favours experimental

Figure 10.25: early vision correction at reassessment (day 5 or at discharge if
earlier)

H

2 5
Favours control

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.13.1 Elder Life Program (non-randomised)
Inouye 1999 21 57 17 62 100.0% 1.34[0.79, 2.28] t
Subtotal (95% CI) 57 62 100.0% 1.34[0.79, 2.28]
Total events 21 17

Heterogeneity: Not applicable
Test for overall effect: Z =1.10 (P = 0.27)
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Figure 10.26: whisper test

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
2.11.1 Elder life programme
Inouye 1999 53 33 120 45 4 98 100.0% 0.80[-0.19, 1.79]
Subtotal (95% Cl) 120 98 100.0% 0.80[-0.19, 1.79]

Heterogeneity: Not applicable
Test for overall effect: Z=1.59 (P = 0.11)

40 5 0 5 10
Favours control Favours experimental

Test for subgroup differences: Not applicable

Figure 10.27: whisper test — number of patients with improvement by one point

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.12.1 Elder Life programme
Inouye 1999 61 120 39 98 100.0% 1.28 [0.95, 1.72]
Subtotal (95% Cl) 120 98 100.0% 1.28 [0.95, 1.72]
Total events 61 39

Heterogeneity: Not applicable
Test for overall effect: Z=1.60 (P =0.11)

1 1 1
0.1 0.2 05 1 2 5 10
Favours control  Favours experimental

Figure 10.28: number of patients with improvement in dehydration

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.14.1 Elder Life Program (non-randomised)
Inouye 1999 107 240 98 254 100.0% 1.16 [0.94, 1.43]
Subtotal (95% CI) 240 254 100.0% 1.16 [0.94, 1.43]
Total events 107 98

Heterogeneity: Not applicable
Test for overall effect: Z=1.35 (P = 0.18)

0102 05 1 2 5 10
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Figure 10.29: number of patients with dehydration

Experimental Control Risk Ratio

Risk Ratio

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

2.7.1 Proactive care of older people undergoing surgery (POPS) (non-randomised)

Harari 2007 4 54 6 54 100.0%  0.67[0.20,2.23] i—
Subtotal (95% Cl) 54 54 100.0%  0.67[0.20, 2.23]

Total events 4 6
Heterogeneity: Not applicable
Test for overall effect: Z=0.66 (P = 0.51)

0102 05 1 2 5 10
Favours experimental Favours control

Figure 10.30: urinary incontinence

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.17.1 Geriatric-anesthesiologic intervention programme (non-randomised)
Gustafson 1991 15 103 26 111 100.0% 0.62[0.35, 1.11] i‘
Subtotal (95% ClI) 103 111 100.0% 0.62[0.35, 1.11] r
Total events 15 26

Heterogeneity: Not applicable
Test for overall effect: Z = 1.62 (P = 0.11)

2.17.2 Elder Life Program (non-randomised) 6 months

Bogardus 2003 103 344 132 354 100.0% 0.80[0.65, 0.99] !‘
Subtotal (95% ClI) 344 354 100.0% 0.80 [0.65, 0.99]
Total events 103 132

Heterogeneity: Not applicable
Test for overall effect: Z = 2.04 (P = 0.04)

L 1 1
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Prevention of delirium: pharmacological

Acetylcholinesterase inhibitor versus placebo
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Figure 11.1: number of patients with delirium

Experimental Control 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 versus placebo
Liptzin 2005 8 39 7 41  28.8% 1.20[0.48, 3.00] |
Subtotal (95% CI) 39 41  28.8% 1.20 [0.48, 3.00] ~eatll—
Total events 8 7

Heterogeneity: Not applicable
Test for overall effect: Z = 0.39 (P = 0.69)

1.1.2 Rivastigmine versus placebo

Gamberini 2009 18 56 17 57 71.2% 1.08[0.62, 1.87] 1
Subtotal (95% Cl) 56 57 712%  1.08 [0.62, 1.87]
Total events 18 17

Heterogeneity: Not applicable
Test for overall effect: Z = 0.27 (P = 0.79)

Total (95% CI) 95 98 100.0% 1.11 [0.69, 1.79] .
Total events 26 24
Heterogeneity: Chiz = 0.04, df = 1 (P = 0.84); 12 = 0%
Test for overall effect: Z = 0.45 (P = 0.66)

Test for subaroup differences: Not applicable

0102 05 1 2 5 10
Favours ACH Favours placebo

Figure 11.2: duration of delirium

Donepezil Placebo Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Liptzin 2005 1 0.001 39 1.3 1.21 41 100.0% -0.30[-0.67, 0.07] _-__
Total (95% CI) 39 41 100.0% -0.30[-0.67, 0.07] el

Heterogeneity: Not applicable

Test for overall effect: Z = 1.59 (P = 0.11) 1 05 0 05 1

Favours donepezil Favours control

Figure 11.3: length of hospital stay

Donepezil Placebo Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Liptzin 2005 4.4 0.81 39 4.2 0.51 41 100.0% 0.20[-0.10, 0.50]
Total (95% CI) 39 41 100.0% 0.20 [-0.10, 0.50]

4 2 0 2 4
Favours donepezil Favours control

Heterogeneity: Not applicable
Test for overall effect: Z=1.31 (P = 0.19)
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Figure 11.4: discharge to rehabilitation facility

Risk Ratio

M-H, Fixed, 95% CI

Risk Ratio

M-H, Fixed, 95% CI

Donepezil Placebo
Study or Subgroup Events Total Events Total Weight
Liptzin 2005 28 39 34 41 100.0%
Total (95% CI) 39 41 100.0%
Total events 28 34

Heterogeneity: Not applicable
Test for overall effect: Z = 1.17 (P = 0.24)

Typical antipsychotics versus placebo

0.87 [0.68, 1.10]

0.87 [0.68, 1.10]

Figure 11.5: number of patients with postoperative delirium

Haloperidol Placebo
Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

0102 05 1
Favours donepezil

Favours control

2 5 10

Risk Ratio
M-H, Fixed, 95% CI

1.1.1 Haloperidol versus placebo

Kaneko 1999 4 38 13 40 100.0%
Subtotal (95% CI) 38 40 100.0%
Total events 4 13

Heterogeneity: Not applicable
Test for overall effect: Z = 2.15 (P = 0.03)

0.32[0.12, 0.91]
0.32[0.12, 0.91]

1.1.2 Haloperidol versus placebo; Proactive geriatric consultation for all

Kalisvaart 2005 32 212 36 218 100.0%
Subtotal (95% CI) 212 218 100.0%
Total events 32 36

Heterogeneity: Not applicable
Test for overall effect: Z = 0.40 (P = 0.69)

Figure 11.6: severity of delirium scores

0.91[0.59, 1.42]
0.91 [0.59, 1.42]
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Mean Difference

1V, Fixed, 95% CI

Experimental Control Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI
Kalisvaart 2005 144 3.4 32 18.41 44 36 100.0% -4.01[-5.87,-2.15]
Total (95% CI) 32 36 100.0% -4.01[-5.87, -2.15]

Heterogeneity: Not applicable
Test for overall effect: Z = 4.23 (P < 0.0001)

Figure 11.7: duration of delirium

*
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Mean Difference

1V, Fixed, 95% CI

Experimental Control Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI
Kalisvaart 2005 54 49 32 118 75 36 100.0% -6.40[-9.38, -3.42]
Total (95% CI) 32 36 100.0% -6.40 [-9.38, -3.42]

Heterogeneity: Not applicable
Test for overall effect: Z = 4.21 (P < 0.0001)

Delirium: NICE guideline DRAFT (February 2010)
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Figure 11.8: length of hospital stay

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Kalisvaart 2005 1714 111 212 226 16.7 218 100.0% -5.50[-8.17,-2.83]
Total (95% CI) 212 218 100.0% -5.50 [-8.17, -2.83] .
Heterogeneity: Not applicable il f _= f ;
Test for overall effect: Z = 4.03 (P < 0.0001) 10 5 0 5 10

Favours experimental Favours control
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Figure 11.9: number of patients with adverse events

Haloperidol Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95°% CI
Kaneko 195949 1 38 u} 40 100.0%  3.15[0.13, 79.12] . »
Total {95% CIy 38 40 100.0% 3.15 [0.13, 75.12] ————t—
Total events 1 1]
Heterogeneity: Mot applicable } t t ) : t
Testfor overall effect Z=0.71 (P = 0.48) p1 02 0.5 2 5 10

Favours experimental Fawvours cantrol

Atypical antipsychotics versus placebo

Figure 11.10: number of patients with delirium

Risperidone Placebo Risk Ratio Risk Ratio
Study or Subgroup Fvents Total Fvents Total Weight M-H, Fized, 95% CI M-H, Fixed, 95% CI
Prakanrattana 2007 7 63 20 A3 100.0% 0.35[0.16,0.77]
Total (95% Cly 63 63 100.0% 0.35[0.16, 0.77] i
Total events 7 20
Heterogeneity: Mot applicable Df1 sz DTS ﬁ é 1-0

Testfor overall effect: Z=2.62 (F=0.00%)

Figure 11.11: length of ICU stay

Favours experimental  Favours contral

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Prakanrattna 2007 33 23 63 3.2 1.9 63 100.0% 0.10[-0.64, 0.84]
Total (95% CI) 63 63 100.0% 0.10 [-0.64, 0.84]
Heterogeneity: Not applicable t— f f f
Test for overall effect: Z = 0.27 (P = 0.79) ! 0.5 0 0:5 !

Favours experimental Favours control
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Figure 11.12: length of hospital stay

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Prakanrattna 2007 105 6.5 63 10.3 4.4 63 100.0% 0.20[-1.74,2.14] *
Total (95% Cl) 63 63 100.0% 0.20 [-1.74, 2.14]
Heterogeneity: Not applicable =1 _0=5 A OiS 1=
Test for overall effect: Z = 0.20 (P = 0.84) Favours experimental Favours control
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Pharmacological Prevention in long-term

care

Acetylcholinesterase inhibitor versus placebo

Figure 11.13: incidence of delirium

Rivastigmine Aspirin Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Moretti 2004 46 115 71 115 100.0% 0.65 [0.50, 0.85] ‘-'
Total (95% CI) 115 115 100.0% 0.65 [0.50, 0.85] <o
Total events 46 71
Heterogeneity: Not applicable ; f f f t |

} 0.1 0.2 05 1 2 5 10
Test for overall effect: Z = 3.20 (P = 0.001) Favours rivastigmine  Favours control

Figure 11.14a: duration of delirium (all patients)
Rivastigmine Aspirin Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Moretti 2004 4 1.71 115 7.86 2.73 115 100.0% -3.86 [-4.45, -3.27]
Total (95% CI) 115 115 100.0% -3.86 [-4.45, -3.27] L 2
Heterogeneity: Not applicable _=4 _=2 3 é

Test for overall effect: Z = 12.85 (P < 0.00001)

Figure 11.14b: duration of delirium assuming mean is

Rivastigmine Aspirin

Favours rivastigmine

across those with delirium

Mean Difference Mean Difference

Favours contro

4
|

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Moretti 2004 4 1.71 46 7.86 2.73 71 100.0% -3.86 [-4.66, -3.06]

Total (95% CI) 46 71 100.0% -3.86 [-4.66, -3.06] <=

Heterogeneity: Not applicable _-4 »-2 py é

Test for overall effect: Z = 9.40 (P < 0.00001)

Favours rivastigmine  Favours contro

Figure 11.15: cognitive impairment (Clinical Dementia Rating change scores)

Rivastigmine Aspirin

Mean Difference Mean Difference

4
I

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Moretti 2004 091 373 115 1.12 198 115 100.0% -0.21[-0.98, 0.56]
Total (95% CI) 115 115 100.0% -0.21 [-0.98, 0.56]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.53 (P = 0.59)

Delirium: NICE guideline DRAFT (February 2010)

,
2

0 1 2
Favours experimental Favours control



DRAFT FOR PUBLICATION

Figure 11.16a: BEHAVE-AD scale change scores

Rivastigmine Aspirin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Moretti 2004 -24.32 21 115 15.34 0.54 115 100.0% -39.66 [-40.06, -39.26]
Total (95% CI) 115 115 100.0% -39.66 [-40.06, -39.26] |
Heterogeneity: Not applicable t t t |
-50 -25 0 25 50
Test for overall effect: Z = 196.15 (P < 0.00001) Favours experimental Favours control
Figure 11.16b: BEHAVE-AD overall change scores
Rivastigmine Aspirin Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Moretti 2004 2432 2252 115 1534 579 115 100.0% -39.66[-43.91, 3541 W
Total (95% Cl) 115 115 100.0% -39.66 [-43.91, -35.41] <
Heterogeneity: Not applicable t t y J
-50 -25 0 25 50
Test for overall effect: Z = 18.29 (P < 0.00001) Favours experimental Favours control
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Treatment of delirium: non-pharmacological
(hospital setting)
Multicomponent intervention

Figure 12.1: number of patients with complete response.

Intervention Usual care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95 CI M-H, Fixed, 952 CI
Pitkala 2006 a2 87 21 87 100.0% 2.00 [1.30, 3.08]
Total (95% CI) 87 87 100.0% 2.00 [1.30, 3.08] o
Total events a2 21 | | | | | |
Heterogeneity: Not applicable ' u u L1 L1 1
Tost for overall eifect. Z - 3,15 (P = 0.002)
Figure 12.2: cognitive impairment
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Cole 1994 239 78 28 25 7 29 100.0% -1.10[-4.95, 2.75]
Total (95% CI) 28 29 100.0% -1.10 [-4.95, 2.75]
o . L L L L
_I:etf;ogeneltyl.l Nf(:t atr.)[;h(ia(t;lge b 0.5 _1-0 -5 6 é 1.0
est for overall effect: Z = 0.56 (P = 0.58) Favours intervention Favours usual care

Figure 12.3: length of stay

Intervention Usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.2.1 Length of stay- nursing intv protocol
Cole 1994 25.3 0 28 227 0 29 Not estimable
Cole 2002 19.7 171 106 19.1 16.8 112 100.0% 0.60 [-3.90, 5.10] i
Subtotal (95% CI) 134 141 100.0% 0.60 [-3.90, 5.10]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.26 (P = 0.79)

2.2.2 LoS- Geriatric intv
Pitkala 2006 293 256 87 224 184 87 100.0% 6.90[0.28, 13.52] i
Subtotal (95% CI) 87 87 100.0% 6.90 [0.28, 13.52]

Heterogeneity: Not applicable

Test for overall effect: Z = 2.04 (P = 0.04)

\ \ \
-10 -5 0 5 10
Favours intervention Favours usual care
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Figure 12.4: discharge to higher dependency or to new long-term care (RCTs)

Experimental Control Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
4.1.1 Discharge to greater care_nursing intv
Cole 1994 3 28 3 29 100.0% 1.04 [0.19, 5.65]
Subtotal (95% CI) 28 29 100.0% 1.04 [0.19, 5.65]
Total events 3 3

Heterogeneity: Not applicable
Test for overall effect: Z = 0.05 (P = 0.96)

4.1.2 Arrangements at discharge- more dependent_nursing intv
Cole 2002 9 106 12 112 100.0% 0.77[0.31, 1.92] i
Subtotal (95% CI) 106 112 100.0% 0.77 [0.31, 1.92]

Total events 9 12
Heterogeneity: Not applicable

Test for overall effect: Z = 0.56 (P = 0.58)

4.1.3 Discharge to new LTC_geriatric intv

Pitkala 2006 37 87 45 87 100.0%  0.69[0.38, 1.26] 1—
Subtotal (95% CI) 87 87 100.0%  0.69 [0.38, 1.26]
Total events 37 45

Heterogeneity: Not applicable
Test for overall effect: Z = 1.21 (P = 0.23)

1 1 1 1 1 1
01 02 05 1 2 5 10
Favours intervention Favours usual care

Figure 12.5: number of days in new long-term care (non RCT)

Experimental Control Mean Difference Mean Difference
Studvor Subgroup Mean SD Total Mean SD Total Weight IV, Fized, 95% CI I, Fixed, 95% CI
Rahkonen 2001 441 366 51 535 308 51 100.0% -94.00[-22528, 37.28)]
Total (95% CIy 51 51 100.0% -94.00[-225.28, 37.28]

Heterageneity: Mot applicahle

Test for overall effect Z=1.40 (P = 018 1000 -slb 0 500 1000

Favours intervention  Fawours usual care

NB: Scale -1000 to 1000

Figure 12.6: improvement in HRQol

Intervention Usual care Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI
Pitkala 2008 0.68 0.12 87 0.62 0.15 87 100.0%  0.06 [0.02, 0.10]
Total (95% CI) 87 87 100.0% 0.06 [0.02, 0.10] L 2

Heterogeneity: Not applicable

Test for overall effect: Z = 2.91 (P = 0.004) -0.2-01 0 01 02

Favours usual care Favours intervention

NB: Scale -0.2 to 0.2

Delirium: NICE guideline DRAFT (February 2010)



DRAFT FOR PUBLICATION

Figure 12.7: mortality (RCTs only)

Intervertion Usual care Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Fvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Mortality-Cole 1994 _nursing intervention
Cole 1994 14 42 17 46 100.0% 0.80[0.51, 1.60]
Subtotal (95% CI) 42 46 100.0%  0.90 [0.51, 1.60]
Total events 14 17

Heterogeneity: Mot applicable
Testfor overall effect Z2=0.35(FP =072

1.2.2 Mortality- Cole 2002 _nursing intervention
Cole 2002 5 113 22 114 100.0%  1.15([0.69,1.91] t
Subtotal (95% CI) 113 114  100.0% 1.15[0.69, 1.91]

Total events 25 22
Heterogeneity: Mot applicable

Testfor overall effect, Z2=0.52 (F = 0.60)

1.2.3 Mortality- Pitkala 2006 _geriatric intervention

Pitkala 2006 30 ar 26 87 100.0% 1.15[0.75, 1.78] t
Subtotal (95% CI) 87 87 100.0% 1.15[0.75, 1.78]
Total events a0 25

Heterogeneity: Mot applicahle
Testfor overall effect. Z=0.65(F=0152)

o1 02 05 2 5 10
Favours intevention Favours usual care

Figure 12.8: mortality (non-RCT)

Intervention Usual care Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Rahkonen 2001 20 51 23 51 100.0% 0.87[0.55, 1.37]
Total (95% CI) 51 51 100.0% 0.87 [0.55, 1.37]
Total events 20 23

0102 05 1 2 5 10
Favours intervention Favours usual care

Heterogeneity: Not applicable
Test for overall effect: Z = 0.60 (P = 0.55)
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Treatment of delirium: pharmacological

Typical antipsychotics versus placebo

Figure 13.1: complete response

Haloperidol Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hu 2006 49 72 5 29 100.0% 3.95[1.75, 8.90]
Total (95% CI) 72 29 100.0%  3.95[1.75, 8.90] —~ali
Total events 49 5

Heterogeneity: Not applicable — t f —
01 02 05 1 2 5 10
Test for overall effect: Z = 3.31 (P = 0.0009) Favours control  Favours haloperidol

Figure 13.2: severity of delirium

Haloperidol Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Hu 2006 72 46 72 176 9.3 29 100.0% -10.40[-13.95,-6.85]
Total (95% CI) 72 29 100.0% -10.40 [-13.95,-6.85] i
Heterogeneity: Not applicable t f

0 5 0 5 10

Test for overall effect: Z = 5.75 (P < 0.00001) Favours haloperidol  Favours control

Atypical antipsychotics versus placebo

Figure 13.3: complete response

Olanzapine Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Hu 2006 47 74 5 29 100.0% 3.68[1.63, 8.33]
Total (95% CI) 74 29 100.0% 3.68 [1.63, 8.33] il
Total events 47 5
Heterogeneity: Not applicable t }

0102 05 1 2 5 10

Test for overall effect: Z = 3.13 (P = 0.002) Favours control Favours olanzapine

Figure 13.4: severity of delirium

Olanzapine Control Mean Difference Mean Difference
Study or Subgroup Mean S5SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Hu 2006 5 1.4 T4 176 9.3 29 1000% -11.10[-14.51,-7.69]
Total {95% Cly 74 20 100.0% -11.10[-14.51, -7.69] 4
Heterogeneity: Mot applicable

20 10 0 10 20

Testfor overall effect: £=6.38 (P = 0.00001) Favours Olanzapine Favours control

NB: Scale -20 to 20
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Atypical antipsychotics] versus atypical antipsychotics 2

Figure 13.5: duration of delirium

Amisulpride Quetiapine Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Fized, 95% Cl I, Fized, 95% Cl
Lee 2005 B3 4.4 16 T4 a1 15 100.0% -1.10[4.08, 1.89]
Total {95% CI) 16 15 100.0% -1.10[-4.09, 1.89]

Heterogeneity: Mot applicable

Testfor overall effect Z=0.72 (P = 0.47) -4 -2 o0 14

Favours Amisulpride  Favours Quetiapine

Figure 13.6: severity of delirium

Amisulpride Quetiapine Mean Difference Mean Difference
Study or Subgroup = Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI I, Fixed, 95% CI
Lee 2005 35 14 16 35 26 15 100.0% 0.00[1.48, 1.48]
Total (95% CI) 16 15 100.0% 0.00[-1.48, 1.48]

10 -5 0 5 10
Favours Amisulpride  Favours Quetiapine

Heterogeneity: Mot applicable
Test for overall effect Z=0.00 (P =1.00)

Figure 13.7: complete response

Typical antipsychotics  Atypical antipsychotics Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
7.1.1 Symptoms alleviated CGI-GI
Hu 2006 49 72 47 74 68.9% 1.070.85, 1.35]
Subtotal (95% CI) 72 74 689%  1.07[0.85,1.35]
Total events 49 47

Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)

7.1.2 number who did not receive rescue medication

Skrobik 2004 22 45 17 28 31.1%  0.81[0.53,1.23] —&-
Subtotal (95% ClI) 45 28 31.1%  0.81[0.53,1.23] <o
Total events 22 17

Heterogeneity: Not applicable
Test for overall effect: Z = 1.01 (P = 0.31)

Total (95% Cl) 117 102 100.0% 0.9 [0.80, 1.21] 2 3
Total events 7 64
Heterogeneity: Chi2=1.36, df = 1 (P = 0.24); > = 27%

Test for overall effect: Z=0.11 (P = 0.91)

— } } —
0102 05 1 2 5 10
Favours atypical Favours typical
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Figure 13.8: severity of delirium

Typical antipsychotics Atypical antipsychotics Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI
Hu 2006 7.2 4.6 72 6.5 1.9 74 100.0% 0.70[-0.45, 1.85]
Total (95% Cl) 72 74 100.0% 0.70 [-0.45, 1.85]
Heterogeneity: Not applicable ‘_4 ‘2 0 é 4‘
Test for overall effect: Z = 1.20 (P = 0.23)

Favours typical Favours atypical

NB: Scale -4 to 4

Figure 13.9 Adverse events

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Skrobik 2004 6 45 0 28 100.0% 8.20[0.48, 140.09] . >
Total (95% Cl) 45 28 100.0% 8.20 [0.48, 140.09] —
Total events 6 0
Heterogeneity: Not applicable ; f ; |
Test for overall effect: Z = 1.45 (P = 0.15) 0.01 0.1 1 10 100

Favours typical Favours atypical
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Adverse effects

Figure 14.1: antipsychotics as a risk factor for stroke

Odds Ratio Odds Ratio
Study or Subgroup log[Odds Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.1.1 Atypical antipsychotics vs typical antipsychotics
Gill 2005* 0.00995033 0.112712  1.01 [0.81, 1.26] -+
Hermann04*_olanzapine 0.09531018 0.473545 1.10[0.43, 2.78] N | E—
Hermann04*_risperidone 0.33647224 0.353647 1.40[0.70, 2.80] Tt
2.1.2 Risperidone versus olanzapine
Hermann 2004~ 0.26236426 0.258061 1.30[0.78, 2.16] T+

0102 05 1 2 5 10
protective factor risk factor
Figure 14.2: antipsychotics as a risk factor for stroke

Risk Ratio Risk Ratio
Study or Subgroup log[Risk Ratio] SE 1V, Fixed, 95% CI 1V, Fixed, 95% CI
23.1.1 All antipsychotics versus no treatment
Douglas 2008 0.54812141 0.039779 1.73[1.60, 1.87] t
23.1.2 Typical antipsychotics versus no treatment
Douglas 2008 0.2472853 0.043753 1.28[1.18, 1.40] t
23.1.3 Atypical antipsychotics versus no treatment
Douglas 2008 0.84156719 0.148796 2.32[1.73, 3.11] —

—t f f —t
01 02 05 1 2 5 10
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