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o D.Z2B{K (ED.=0.13mg/kg) &. 2K (ED.=0.42 mg/kg) ~&
ERIICHFER T B

e S = (ED.=2.6 mg/kg) TS5-HT.ZRRIZ/EAT 5,
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A rfﬁﬁ#r T A7 (akathisia)  ELita g &
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antipsychotic 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
Anar 2016 -3.04 5459 1R3  -3.23 4.4 84  26.0% 0.04 [-0.23, 0.30] -
Breitbart 19496 -B.re 442 24 -1.33 244 B 23.4% -1.70 2,70, -0.69] =
Hu 2004 171 2489 146 -7 F.OT 29 2545% -2 B9 [-3.18,-2.20] —
Tahir 20110 1464 1248 21 -14.28 9.49 21 251% -0.02 [F0.63, 0.58] —
Total (95% CI) 354 140 100.0% -1.08 [-2.55, 0.39] —e
Heterogeneity: Taw®=2.14; ChiF=100.15, df= 3 (P = 0.00001); F=97% I

| | |
-4 2 0 2 4
Favours (antipsychotic) Favours (no antipsychotic

AR IR 75tk

Testfor overall effect: £=1.44 (F=0.1%9)

Favours (atypical) Favours (typical) Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean S0 Total Weight IV, Random, 95% CI N, Random, 95% CI
Agar 2016 -3.83666B6B6EY B.7T06Z464 g2 -2.2 406467248 g1 27.3% -0.30 [F0.61, 0.01] # =
Grover 2011 -14 B49F 7273 5.444714 44 1876 4.79630587 20 11.6% 021 [0.32,0.74] = 4
Grover 2016 -19.9 394076135 a1 -19.383 4.440416645 32 131% -012 [0.62,037] * =
Han 2004 -13.78 4959495207 12 -1014 631153304 12 5.2% -062[1.44, 0200 *
Hu 2004 -17.1 1.79025138 4 171 3187474544 72 284% 0.00[-0.32, 0.33] i
Lin 20083 -6.96 3.43424976 16 -4.21 373210396 14 6.3% -0.75[-1.49,-0.00] *
Maneeton 2013 -22.9 6.9 24 AT 6.7 28 11.0% -017[0.72,037] * =
Total (95% Cl) 283 259 100.0% -0.17 [-0.37, 0.02] —-*—--
Heterogeneity: Tau*=0.01; Chi*= 716, df= 6 (P =031 F=16% I_D - -DIEE r a ‘5?_5 a 55
Test for overall effect: £=1.73 (P = 0.08) Favours (atypical) Favours (typical)
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Antipsychotic Mo amtipsychotic Risk Ratio Risk Ratio
Study or Subgroup Bwvents Total Bvents Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Ereithart 1996 13 24 B B 39.6% 0.58 [0.38, 0.88] — &
Hu 2004 aM 146 sl 29 343% 1.99[0.87, 4.559] i
Tahir 2010 3 21 4 21 26.2% 0.75[0.19, 2.99] =
Total (95% CI) 191 56 100.0% 0.95 [0.30, 2.98] e ——
Total events (413} 16
_I?etn:;ngenem.rl:l T;u’:élfl%; l;ﬁgm;:_“lt“ll 993?" df= 2 (P=0003); F=83% 01 0 0% 3 L 0
estfor overall efiect: 2= 0.03 (P = 0.93) Favours (antipsychotic) Favours (no antipsychotic
Atypical Typical Risk Ratio Risk Ratio
Study or Subgroup BEvents Total Bvents Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
Grover 2011 14 44 3 200 0.2% 212 [0.69, 6.96] ’
Grover 2016 10 31 10 32 19.7% 1.03 [0.50, 2.13] o
Han 2004 I 12 3 12 a2.8% 233 [0.78, 6.94] r
Hu 2004 25 74 25 72 49.7% 0.97 [0.62, 1.53] i
Maneeton 2013 ki 24 2| 28 13.5% 0.78 [0.32, 1.87] =
Total (95% CI) 185 164 100.0% 1.10 [0.79, 1.52] -*-
Total events 2 a0
Heterogeneity; Tau®= 000 Chif=4.07, df=4 (P=0.40) F= 2% 'III.E Elfﬁ ] ﬁ 5'

Testfor overall effect £=0.487 (P =0.47)
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Analysis 2.1. Comparison 2 Delirium symptoms between 24 and 48
hours of start of intervention, Outcome 1 Haloperidol versus placebo.

Study or subgroup Haloperidol Placebo Mean Difference Weight Mean Difference

N Mean(SD) N Mean(SD) Fixed, 95% CI Fixed, 95% CI
Agar 2017 59 1.2(1.2) 64 0.7 (1) = 100% 0.49[0.1,0.88]
Total *** 59 64 <9 100% 0.49[0.1,0.88]

Heterogeneity: Tau?=0; Chi*=0, df=0(P<0.0001); 1>=100%
Test for overall effect: Z=2.47(P=0.01)

Favours haloperidol 2 A 0 1 2 Favours placebo

PMID: 31960954
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Intervention Drug Placebo/Comparator Mean Difference Mean Difference
Study or Subgroup Mean SD  Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.1.1 Typical AP vs placebo
' Al-Gadheeb 2016 0.786557 0348542 12 0946776 0551064 g B6.8%  -016[0.59, 0.27] —
I '}Fl] L L) SB¢ Girard 20103 11737 0.768033 35 1152512 0683787 I/ 11.0% 0.02[-0.32, 0.36] I —
E:I: J-I., ﬁ Girard 2018 1434712 0654136 192 1433195 0684853 184 63.4% 0.00[-0.13,0.14]
Page 2013 1.353901 0872582 T1 11579834 09450214 o 13.8% 0.20[-0.11, 0.50]
Subtotal (95% CI) 310 298 100.0% 0.02 [-0.09, 0.13]

Heterogeneity: Tau®=0.00; Chi*= 2.06, df= 3 {F = 0.56); F= 0%
Testfor overall effect Z=0.34 (F=0.73)

1.1.2 Atypical AP vs placeho

Devlin 2010 0114652 1.014737 18 1.368147 0.750244 18 19.4% -1.26[1.84,-057] ————=——

'_'_'J:FIJ LIy =t Gitard 2010a 1193458 0.833051 30 1.152512 0683767 36 255%  0.04[0.33,0.41] —
QFIE *J-L*EEH *$§<~ Girard 2018 1375082 0622145 180 1433195 0624853 184 31.4%  -0.06[019,0.07] —
— Hakirm 2012 0.920939 0564308 7 1175399 0239057 17 23.7%  -0.24 [0.67,0.20] —
Subtotal (95% CI) 245 255 100.0% -0.31[-0.71,0.10] o

Heterogeneity: Tau®*=0.13; Chi*=16.35, df= 3 (F=0.0010); F=82%
Testfor overall effect. Z=1.49 (F=0.14)

1.1.3 Statin vs placebo
N Meedham 2016 1.965497 0.748813 137 1.84B683 0.7928492 135 EB7.3% 012 [-0.07, 0.30] -
x 9 9—— ‘/ Page 2017 1.540053 079416 71 1.585053 0814702 71327 % -0.04 [-0.31, 0.23] —ﬂ;
Subtotal (95% CI) 208 206 100.0% 0.07 [-0.09, 0.22]
Heterogeneity; Tau®=0.00; Chi*= 098, df =1 {F=032; F=0%
Testfor averall effect Z=085{F =040

1.1.4 Alpha-2 agonist vs placebo

skepr o= Reate 2016 0.327005 0682072 39 0.B73188 0.637477 32 100.0%  -0.55 [-0.95,-0.24] i
DEX—-E' /\/§ E = ;'E!Z /J > Subtotal (95% CI) 39 32 100.0% -0.55 [-0.85,-0.24]

Heterogeneity: Mot applicable

Testfor averall effect. £2=3.48 (P = 0.0005)

1.1.5 Cholinesterase inhibitor vs placebo

wan Eijk 2010 1.541046 0944331 54 0.932887 1.054734 50 100.0% 061 [0.22,0.949] i
by 7y Subtotal (95% CI) 54 50 100.0% 0.61[0.22, 0.99]
S

: I) > I Z 7__ 3 - “f Bﬂ_% - Heterogeneity: Mot applicable

Test for averall effect Z2=3.09 (P =0.002)

-u_ /\J % E %& i% j][l 1.1.6 Typical AP vs atypical AP

Girard 201 0a 11737 0.785033 359 1193453 0833091 a0 9.7%  -0.02 [F0.41,0.37] . I
Girard 2018 1.434712 0654136 192 1.375082 0622148 190 90.3% 0.06 [-0.07,0.19] !‘
Subtotal (95% CI) 227 220 100.0% 0.05 [-0.07, 0.17]

E a_ill:l_] VS QFE a_ill:l_] Heterogeneity: Tau®=0.00; ChiF=014, df =1 {P=071);, F=0%

Test far averall effect: Z=0.84 (F =040}

1.1.7 Typical AP vs opioid
""'ﬂ:ll to A Atalan 2013 0237431 0465874 26 0151714 0494212 27 100.0% 009017, 0.34] t
E:l: VS Subtotal (95% Cl) 26 27 100.0% 0.09 [-0.17, 0.34]

Heterogeneity: Mot applicahle

Test far averall effect: F= 065 (F =052

-2 -1 a 1 2
Favour intervention drug  Favour placeboicomparator

T AZE J75€R
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80 -
B Dexmedetomidine

[ Midazolam

70+

60
501
40-
30

Delirium Prevalence, %

20
104

Enroliment 1 2 3 4 5 6
Treatment Day

Sample Size 229 118 206 109 175 92 134 77 92 57 60 42 44 34

Riker, RR, et al. JAMA 2009, 301(5), 489-499.
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Reade, M. C., Eastwood, G. M., Bellomo, R., Bailey, M., Bersten, A., Cheung, B., ... & Harley, N. (2016). Effect of dexmedetomidine added to standard care on ventilator-free tir
patients with agitated delirium: a randomized clinical trial. JAMA, 315(14), 1460-1468.
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