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PubMed search strategy (#%8% B 20194 4 A 26 H)
#1 | ((Sepsis[Mesh] OR "Shock, Septic"[Mesh] OR sepsis [tiab] 175291
OR (septic[tiab] AND shock[tiab])))
#2 | ("Critical lliness"[Mesh] OR "Critical Care"[Mesh] OR "Intensive Care 262413
Units"[Mesh] OR stressed[tiab] OR "critically ill"[tiab] OR "critical
care"[tiab] OR "intensive care"[tiab])
#3 | (Delirium[Mesh] OR Delirium[tiab] OR "Consciousness 119705
Disorders"[Mesh] OR "Consciousness Disorders"[tiab] OR
“Cognitive Dysfunction”[Mesh] OR “Cognitive Dysfunction”[tiab]
OR "Sepsis-Associated Encephalopathy"[mesh] OR "Sepsis-
Associated Encephalopathy"[tiab] OR “Cognitive
impairment”[tiab])
#4 | ("ear protective devices"[MeSH] OR "ear plug"[TIAB] OR 1470281

OR "Patient Care Bundles"[Mesh] OR Bundle*[TIAB] OR
nonpharmacologic[TIAB])

earplug[TIAB] OR "eye mask"[Tiab] OR "light therapy"[Tiab] OR
light*[tiab] OR sleep[MeSH] OR "sleep hygiene"[MesH] OR "Sleep
Deprivation/therapy"[Mesh] OR sleep[TIAB] OR "Chronobiology
Disorders/therapy"[Mesh] OR "noise reduction"[tiab] OR "Cognitive
Behavioral Therapy"[Mesh] OR cogniti*[TIAB] OR orientation[MeSH]
or orientation[tiab] OR music[MeSH] OR "music therapy"[MeSH] OR
"music"[tiab] OR "Relaxation Therapy"[Mesh] OR “relaxation” [TIAB]




#5 | randomized controlled trial[pt] OR controlled clinical trial[pt] OR 3887551
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals [mh] NOT
humans [mh])

#6 | ((#1 OR #2) AND #3 AND #4 AND #5) 391




CENTRAL search strategy (#% B 20194 4 B 26 H)

#1 | MeSH descriptor: [Sepsis] explode all trees 3998
#2 | (sepsis):ti,ab,kw 10248
#3 | MeSH descriptor: [Shock, Septic] explode all trees 771
#4 | (Septic):ti,ab,kw 4108
#5 | (septic shock):ti,ab,kw 2738
#6 | MeSH descriptor: [Critical lllness] explode all trees 1845
#7 | MeSH descriptor: [Intensive Care Units] explode all trees 3260
#8 | MeSH descriptor: [Critical Care] explode all trees 1918
#9 | (stressed):ti,ab,kw 958
#10 | (critically ill):ti,ab,kw 5980
#11 | (critical care):ti,ab,kw 8789
#12 | (intensive care):ti,ab,kw 25082
#13 | #1 OR#2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 43820
OR #10 OR #11 OR #12
#14 | MeSH descriptor: [Delirium] explode all trees 551
#15 | (delirium):ti,ab,kw 2824
#16 | MeSH descriptor: [Consciousness Disorders] explode all trees 854
#17 | (Consciousness Disorder?):ti,ab,kw 855
#18 | MeSH descriptor: [Cognitive Dysfunction] explode all trees 837
#19 | (Cognitive Dysfunction):ti,ab,kw 4035
#20 | MeSH descriptor: [Sepsis-Associated Encephalopathy] 0
explode all trees
#21 | (Sepsis-Associated Encephalopathy):ti,ab,kw 5
#22 | #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 8237
#23 | MeSH descriptor: [Ear Protective Devices] explode all trees 75
#24 | (ear plug):ti,ab,kw 29
#25 | (earplug):ti,ab,kw 40
#26 | (eye mask):ti,ab,kw 270
#27 | (light therapy):ti,ab,kw 7645
#28 | (light*):ti,ab,kw 20351
#29 | MeSH descriptor: [Sleep] explode all trees 5261
#30 | (sleep):ti,ab,kw 30972
#31 | MeSH descriptor: [Sleep Hygiene] explode all trees 12




#32 | MeSH descriptor: [Sleep Deprivation] explode all trees 661
#33 | (noise reduction):ti,ab,kw 567
#34 | MeSH descriptor: [Chronobiology Disorders] explode all trees 204
#35 | MeSH descriptor: [Cognitive Behavioral Therapy] explode all 7804

trees
#36 | (Cogniti*):ti,ab,kw 64855
#37 | MeSH descriptor: [Orientation] explode all trees 581
#38 | (orientation):ti,ab,kw 4071
#39 | MeSH descriptor: [Music] explode all trees 574
#40 | (music):ti,ab,kw 3677
#41 | MeSH descriptor: [Music Therapy] explode all trees 727
#42 | ("music therapy"):ti,ab,kw 2040
#43 | MeSH descriptor: [Relaxation Therapy] explode all trees 1774
#44 | (relaxation therapy):ti,ab,kw 5154
#45 | (relaxation):ti,ab,kw 10126
#46 | MeSH descriptor: [Patient Care Bundles] explode all trees 17
#47 | (bundle):ti,ab,kw 1628
#48 | (nonpharmacologic):ti,ab,kw 912
#49 | #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 126358

OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR

#38 OR #39 OR #40 OR #41 OR #42 OR #43 OR #44 OR #45

OR #46 OR #47 OR #48
#50 | #13 AND #22 AND #49 403

TRIALS 388




EFh R T search strategy (8% B 20194 4 A 26 8)

#1 | (BXIAE/TH or BXIMSE/TA) and (PT=%3&8kBR<) 22405
#2 | (avy-BME™/TH or BUMAET/TA or 3v%/TA) and (PT= 24933
KEERRS)
#3 | (fBE/TH or fEE&/TA) and (PT=2&kx<) 150
#4 | (D)T4HITTITHor 2)T4hIVr7ITA or E£HEEITA) 12975
and (PT=%&:&8%FR<)
#5 | (ICU/TH or ICU/TA) and (PT=%&#kFx<) 45475
#6 | #1 or #2 or #3 or #4 or #5 90181
#7 | (BA=Z/THor HAX/TA) and (PT=25&#%ER<) 8252
#8 | (BHIEE/TH or BHEE/TA) and (PT=2ZEkBR<) 30907
#9 | (FRENHEEEIET/TH or RAHEEEE T/TA) and (PT=2 7<) 4039
#10 | (B E RS ERNE/TH or BRUIMYEBEEANIE/TA) and (PT=52&5%kR 10
<)
#11 | (FRENEZE/TH or FRANEE/TA or RANHEEFEE/TA) and (PT= 13905
E=t 154539
#12 | #7 or #8 or #9 or #10 or #11 51896
#13 | ((FAYRYITH or 7ARAYITA)) and (PT=5&8F<)) or 68591
(BEDREE/TH or E#2/TA)) and (PT==&#kR<)) or (V>
PE—23V/THor Y59E—32/TA)) and (PT=2Z k<))
or ((EERRIRIR/TA) and (PT==:&#kFx<)) or (((FR%N#EE/TH or
RENEIE/TA)) and (PT==ZEkFR)) or (FHEBE/TH or FZ
F&EITA)) and (PT=&ZEkFR<)) or (VT T—32/THor
VI T—23aV/TA)) and (PT=2%8%5<)) or (/N> RILITA)
and (PT=2&kF&<)) or (GEEMEEX/TA) and (PT=2Z&XR
)) or ((FL#RHEE/TH or JLHEEK/TA)) and (PT=25&E%ER<)) or
(((FEERR/TH or EERR/TA)) and (PT=525&%5%k%<)) or (((B&E/TH or
EZEH/TA)) and (PT=i&8kFx<)) or (H—HT47 X LITH
or #HYXL/TA)) and (PT=25% k<)) or (BB X L/TA)
and (PT=55&5%&<)) or (R &:3/TH or R Z#/TA)) and (PT=
Et-124539)]
#14 | (5 LAELLBEAER/TH or 2524 LELLEEER/TH or S04 301704
LE/AL or EAEAE/AL or LEESERER/AL or EREREXER/AL or 7
Zt7R/AL or xtHR/AL or a2 bB—)L/AL or ERERFRZE/AL)
#15 | #6 and #12 and #13 and #14 18
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PRISMA 2009 Flow Diagram
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Caption
Risk of bias summary: review authors' judgements about each risk of bias item for each included study.

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
Other bias
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Caption
Risk of bias graph: review authors' judgements about each risk of bias item presented as percentages across all included studies.
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FEEDWME Control Mean Difference Mean Difference Risk of Bias

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
Brumme| 2014 289 153 18 28.7 247 14 100.0% 0.20 [-1.27, 1.67] ++@+@® + +
Total (95% CI) 18 14 100.0% 0.20 [-1.27, 1.67]

Heterogenelty: Not applicable =—10 _15 ) 5 10=

Test for overall effect: Z = 0.27 (P = 0.79) Favours [control] Favours [3E2E%#8%E]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Caption|
Forest plot of comparison: 1 New Comparison, outcome: 1.1 ICURBE# O BMMAERES (MMSE) .

T MHLD T GRBXHFBREINTHWIHRRNODH D)

XML Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M=-H, Random, 95% CI ABCDEFG
Brumme| 2014 11 43 6 2z 108X 0.94 [0.40, 2.20] e [ ] []
Demoule 2017 3 23 4 22 40X 0.72 [0.18, 2.85] I E— @
Linon 2017 0 20 0 20 Not estimable [ 4
Simons 2016 66 361 73 373 B5.AX 0.93 [0.69, 1.28] *
Total (95% CI) 447 437 100.0% 0.92 [0.70, 1.22]
Totl events 2 B0 " B3 a
Heterogenetty: Tauw® = 0.00; Cht = 0.14, df = 2 (P = 0.083); F = OX ; 1 1.2 l 1 ‘2 } 1 {
Test for overall effect: Z = 0.55 (P = 0.58) Fg\rouors [#ﬁ%};%] Favours [con?rol] .

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Caption
Forest plot of comparison: 1 New Comparison, outcome: 1.2 FRAIEL.
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FEEDBE Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean 5D Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI ABCDEFG
Brummel 2014 58 52 43 43 3188 22 129% 150 [-0.75,3.75] 2014 @ [ ]
Simons 2016 4.7 45 361 5 52 373 40.7% -0.30[-1.00,0.40] 201§ @ [ ]
Munro 2017 3 1& 10 485 35 10 11.7%  -1.90 [-4.29, 0.49] 2017 —T [ ] 2
Demoule 2017 7.3 5.5 23 127 1646 2z 16X -5.40 [-12.60, 1.B9] 2017 1 — @& ®
Litton 2017 4 18§ 20 37 1% 20 33.1% 030 [-0.69,1.29] 2017 - @ ?
Total (95% CI) 457 447 100.0% -0.14 [-1.06, 0.79] L =
Heterogenehy: Taw® = 0.42; Che = 7.09, df = 4 (P = 0.13); F = 44% 1_10 _‘5 g 5 10’
Test for overall effect: Z = 0.25 (P = 0.77} Favours [Jr3$)#5%] Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Caption
Forest plot of comparison: 1 New Comparison, outcome: 1.3 ICU#7EHEM.

T RALD HAEBE GEEHNEVWERIL TAE (SE) free days)

XML Control Mean Difference Mean Difference Risk of Bias
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
Brumme| 2014 205 18 43 195 218 22  1.3% 1.00 [-9.62, 11.62] ' > 90060066
Simons 2016 23.7 B.2 361 23.7 B9 373 987X 0.00[-1.24,1.24] 9000680
Total (95% CD 404 395 100.0% 0.01 [-1.22, 1.24]
Heterogenelty: Taw® = 0.00; ChF = 0.03, df = 1 (P = 0.B5); F = 0X 5_10 _15 9 !‘L’ 105
Test for overall effect: Z = 0.02 (P = 0.98) Favours [control] Favours [3EEE4#A]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Caption
Forest plot of comparison: 1 New Comparison, outcome: 1.4 HA%E (BE) free days.
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FEOME Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDEFG
L.5.1 il @& = iR

Demoule 2017 2 23 2 22 7.2% 0.96 [0.15, 6.21] ——

Johnson 2018 0 20 0 20 Not estimable

Simons 2016 137 361 123 373 474X 1.15 [0.95, 1.40] | ]

Van Rompaey 2012 14 &9 13 &7 2B.2% 1.05 [0.53, 2.06] ——

Subtotal (95% CI) 473 482 B2.8% 1.14 [0.95, 1.37] ¥

Total events 153 138

Heterogenelty: Tau = 0.00; ChE = 0.11, df = 2 (P = 0.95); F = 0X
Test for overall effect: Z = 1.38 (P = 0.17}

1.5.2 ifBEOH

Potharajaroen 2018 z 31 11 31 11.2% 0.18 [0.04, 0.75] —_— [ 1111 5RE
Taguchl 2007 1 & 2 5 5.9% 0.42 [0.05, 3.36] —— 270081 ?
Subtotal (95% CI) 37 36 17.2% 0.24 [0.07, 0.77] -

Total events 3 13

Heterogenelty: Taw® = 0.00; Chi¥ = 0.43, df = 1 (P = 0.51); F = 0X

Test for overall effect: Z = 2.40 (P = 0.02}

Total (95% CI) 510 518 100.0% 0.85 [0.49, 1.45]

Total events @ 156 " 151 "

Heterogenelty: Taw® = 0.15; ChEF = 7.30, df = 4 (P = ).12); F = 46X [ } } |

Test for overall effect: Z = 0.61 (P = 0.54} ng;?)ﬁrs [;)Féﬁdﬁfiliﬁwours 1[?0’“'0'1]00

Test for subgroup differences: Chi = .71, df = 1 (P = 0.010), F = B5.1%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Caption
Forest plot of comparison: 1 Nonpharmacological intervention vs usual care, outcome: 1.5 B AERE.
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