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Hakim Kalisvaart Kaneko Larsen Prakanrattana Wang

2012 2005 1999 2010 2007 2012
Incidence of delirium v v v v v v
DRS-R-98 DRS-R-98
Severity of delirium |CDSC* MAX MAX
Duration of delirium v v v
Length of ICU stay v v
Hospital days v v v v v
Discontinuation due to
Discontinuation due to
side effects v v 4 v v
Arrhythmia v v v v
Extrapyramidal
symptoms v v v v v

Supplementary eTable 1. Data synthesis
ICDSC: Intensive Care Delirium Screening Checklist, ICU: Intensive Care Unit, DRS-R-98 MAX:Delirium Rating Scale-Revised 98

* completer analysis
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Supplementary eFigure 1. Publication biasfor Incidence of delirium



Antipsychotic Placebo Std. Mean Difference Std. Mean Difference

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

Kalisvaart 2005 HAL 14 54 49 32 118 75 36 326%  -0.99[-1.49,-0.48] i

Subtotal (95% CI) 32 36 326%  -0.99[-1.49, -0.48] <o

Heterogeneity: Not applicable
Test for overall effect: Z = 3.82 (P = 0.0001)

1.5.2 Olanzapine

Larsen 2010 OLA 16 22 13 28 16 07 82 334% 0.67[0.23, 1.11] —a
Subtotal (95% CI) 28 82 33.4% 0.67[0.23, 1.11] <&
Heterogeneity: Not applicable
Test for overall effect: Z = 3.00 (P = 0.003)
1.5.3 Risperidone
Hakim 2012 RIS 18 3 082 51 318 073 50 34.0% -0.23[-0.62, 0.16] —&r
Subtotal (95% Cl) 51 50 34.0%  -0.23[-0.62,0.16] <
Heterogeneity: Not applicable
Test for overall effect: Z = 1.15 (P = 0.25)
Total (95% CI) 111 168 100.0% -0.18 [-1.06, 0.71] ’

| | | |

Heterogeneity: Tau? = 0.56; Chiz = 24.07, df = 2 (P < 0.00001); 12 = 92% ' ' ' ' '

Test fi Il effect: 2= 0.39 (P = 0.70 2 1 0 1 2
estioroverall € eg. e (_' 10) Favours experimental  Favours control
Test for subgroup differences: Chiz = 24.07, df = 2 (P < 0.00001), 12=91.7%

Supplementary eFigure 2. Duration of delirium. Cl = confidence interval, HAL = haloperidol, OLA = olanzapine, RIS =
risperidone



Antipsychotic Placebo Std. Mean Difference Std. Mean Difference

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

Kalisvaart 2005 HAL 14 144 35 32 184 43 36 327%  -1.00[-1.51,-0.50] —i

Subtotal (95% CI) 32 36 327%  -1.00[-1.51,-0.50] <P

Heterogeneity: Not applicable
Test for overall effect: Z = 3.88 (P = 0.0001)

1.7.2 Olanzapine

Larsen 2010 OLA 16 164 37 28 145 27 82 335% 0.63[0.20, 1.07] —&
Subtotal (95% CI) 28 82 33.5% 0.63[0.20, 1.07] <o
Heterogeneity: Not applicable

Test for overall effect: Z = 2.84 (P = 0.005)

1.7.3 Risperidone

Hakim 2012 RIS 18 571 111 51 512 099 50 33.9% 0.56 [0.16, 0.95] —&
Subtotal (95% CI) 51 50  33.9% 0.56[0.16, 0.95] <&

Heterogeneity: Not applicable
Test for overall effect: Z = 2.74 (P = 0.006)

Total (95% Cl) 111 168 100.0%  0.07[-0.90, 1.04] ?

Heterogeneity: Tau? = 0.68; Chiz = 28.46, df = 2 (P < 0.00001); 2= 93% ' ' ' ' '

Test f Il effect: 2= 0.15 (P = 0.88 2 4 0 1 2
estlor overall € e(.:. e (.' 88) Favours experimental ~ Favours control
Test for subgroup differences: Chiz = 28.46, df = 2 (P < 0.00001), I2 = 93.0%

Supplementary eFigure 3. Severity of delirium. Cl = confidence interval, HAL = haloperidol, OLA = olanzapine, RIS =
risperidone



