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PubMed search strategy (1% B 20194 4 B 22H)

#1

Sepsis[Mesh] OR "Shock, Septic"'[Mesh] OR sepsis [tiab] OR
(septic[tiab] AND shock]tiab])

175149

#2

("Critical lliness"[Mesh] OR "Critical Care"[Mesh] OR "Intensive
Care Units"[Mesh] OR Stressed[tiab] OR "Critically ill"[tiab] OR
"Critical care"[tiab] OR "Intensive care"[tiab])

262191

#3

(Delirium[Mesh] OR Delirium[tiab] OR "Consciousness
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])

119545

#4

("Drug therapy"[Mesh] OR "Therapeutic Uses"[Mesh] OR
Drug[tiab] OR "Central Nervous System Agents"[Mesh] OR
"Psychotropic Drugs"[Mesh] OR "Tranquilizing Agents"[Mesh]
OR Tranquilize[tiab] OR “Antipsychotic agents’[Mesh] OR
Antipsychotic[tiab] OR Haloperidol[Mesh] OR Haloperidol[tiab]
OR "Quetiapine Fumarate"[Mesh] OR Quetiapine[tiab] OR
Ziprasidone[tiab] OR "Rosuvastatin Calcium"[Mesh] OR
Rosuvastatin[tiab] OR SimvastatinfMesh] OR Simvastatin[tiab]
OR Dexmedetomidine[Mesh] OR Dexmedetomidine[tiab])

3715045

#5

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

3884269

#6

(#1 OR #2) AND #3 AND #4 AND #5

767




CENTRAL search strategy (8% B 20194 4 8 24 RH)

#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 lliness] 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 OR 43820
#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 5020
#20 | MeSH descriptor: [Sepsis-Associated Encephalopathy] explode 0
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: [Drug Therapy] explode all trees 134017
#24 | MeSH descriptor: [Therapeutic Uses] explode all trees 157248
#25 | (Drug?):ti,ab,kw 562756
#26 | MeSH descriptor: [Central Nervous System Agents] explode all 50088
trees
#27 | MeSH descriptor: [Psychotropic Drugs] explode all trees 12945
#28 | MeSH descriptor: [Tranquilizing Agents] explode all trees 7216
#29 | (Tranquiliz*):ti,ab,kw 1220




#30 | MeSH descriptor: [Antipsychotic Agents] explode all trees 4354
#31 | (Antipsychotic*):ti,ab,kw 9321
#32 | MeSH descriptor: [Haloperidol] explode all trees 1343
#33 | (Haloperidol):ti,ab,kw 3246
#34 | MeSH descriptor: [Quetiapine Fumarate] explode all trees 618
#35 | (Quetiapine):ti,ab,kw 1824
#36 | (Ziprasidone):ti,ab,kw 774
#37 | MeSH descriptor: [Rosuvastatin Calcium] explode all trees 924
#38 | (Rosuvastatin):ti,ab,kw 2197
#39 | MeSH descriptor: [Simvastatin] explode all trees 1627
#40 | (Simvastatin):ti,ab,kw 3605
#41 | MeSH descriptor: [Dexmedetomidine] explode all trees 1314
#42 | (Dexmedetomidine):ti,ab,kw 3772
#43 | #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 | 606899
OR #31 OR #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR
#38 OR #39 OR #40 OR #41 OR #42
#44 | #13 AND #22 AND #43 535
Trials 524
EZErh 4T search strategy (#8% B 20194 4 A 22 H)
#1 | (BUMfE/TH or BXIMYE/TA) and (PT==Z#FR<) 22405
#2 | (Pavy-BILAEME/TH or BRIMGETE/TA or 2 3v%/TA) and (PT= 24933
KEEEIRS)
#3 | (fB%/TH or fEE/TA) and (PT=Z k<) 150
#4 | (DUT4hIVTTITH or 2UT4hILT7ITAor E£488/TA) and 12975
(PT=%3&EkBR<)
#5 | (ICU/TH or ICU/TA) and (PT=&&#kkx<) 45475
#6 | #1 or #2 or #3 or #4 or #5 90181
#7 | (FAX/TH or HAX/TA) and (PT=i&EkER<) 8252
#8 EHEE/TH or BHEE/TA) and (PT=%&Z%R<) 30907
#9 REIHEEEE T/TH or FRENEEEIET/TA) and (PT=EkBR<) 4039
#10 | (BRI0AERSERNAE/TH or BXMNAE BEEXAE/TA) and (PT=ZEkBR 10
<)
#11 | (GREIFESE/TH or FRENFEE/TA or FRANMEBEIEE/TA) and (PT=% 13905
EERFRC)




#12 | #7 or #8 or #9 or #10 or #11 51896

#13 | (EWEE/TH or EWITA) and (PT=RZEIXFR<) 390112

#14 | CREMIFIRA/TH or ;AEMFIA/TA) and (PT==ZEER<) 740773

#15 | (FRAERERE/TH or HIRMIERMEA/TA) and (PT=25H | 158573
BR<)

#16 | (FRIFEFI/TH or MFEH/TA) and (PT==:EERFR<) 52494

#17 | (FBBHERTESRITH or FFAKE/TA) and (PT=:&#%k<) 35287

#18 | (A RHFITH or IFR/TA) and (PT==Z#kBR<) 15126

#19 | (Haloperidol/TH or Haloperidol/TA or /xA~X!)~F—)L/TA) and 3358
(PT=2& k<)

#20 | (Quetiapine/TH or Quetiapine/TA or Y TFF7E/TA) and (PT= 1607
SEFRERC)

#21 | (Ziprasidone/TH or Ziprasidone/TAor 7S5 K2/TA) and (PT= 72
REERRRS)

#22 | (Rosuvastatin/TH or Rosuvastatin/TA or BX/\NXAF2/TA) and 518
(PT=2Z8%FR<)

#23 | (Simvastatin/TH or Simvastatin/TA or > /\XAF 2 /TA) and 987
(PT=EEXFR<)

#24 | (Dexmedetomidine/TH or Dexmedetomidine/TA or TH X ATk 972
SUVITA) and (PT=2&#kR<)

#25 | #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20 or #21 or | 895495
#22 or #23 or #24

#26 | (T3 LELEEERER/TH or S A LELLEEAER/TH or 524 | 301704
LE/AL or #EAEAE/AL or LEESERER/AL or EREREXER/AL or 7
S+R/AL or xtHB/AL or 3 kO—/L/AL or BEERFFZE/AL)

#27 | #6 and #12 and #25 and #26 87




PRISMA 7 B —F]

1378 Records identified through
database searching

767 MEDLINE (via PubMed}) No additional records identified
524 CENTRAL through other sources
87 ICHUSHI

1199 Records after duplicates removed

1199 records screened 1139 records excluded
60 full-text articles 59 full-text articles
assessed for eligibility excluded, with reasons

1 different language

17 meeting abstract

3 different study design
1 studies included in 8 different population
qualitative synthesis 30 different intervention

1 studies included in
quantitative synthesis

Risk of Bias f~ 1) —



. Blinding of participants and personnel (performance bias)

@ | Random sequence generation (selection bias)
@ | Blinding of outcome assessment (detection bias)

. Allocation concealment (selection bias)

@ | selective reporting (reporting bias)

@ | Other bias

@ | Incomplete outcome data (attrition bias)

Reade 2016 ‘

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

% 25X 0% 75% 100X
[ Low risk of blas [ unclear risk of blas [l High risk of blas

-

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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Dexmedetomidine Placebo Risk Difference Risk Difference Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDEFG
121 WkEELAOHREATHR
Reade 2016 2 38 0 32 100.0% 0.05 [-0.03, 0.14] EET EETE
Subtotal (95% CI) 39 32 100.0% 0.05 [-0.03, 0.14]
Total events 2 0
Heterogeneity: Not applicable
Test for overall effect: Z = 1.17 (P = 0.24)
Total (95% CD 39 32 100.0% 0.05 [-0.03, 0.14]

Total events 2z 0
Heterogeneity: Not applicable

Test for overall effect Z = 1.17 (P = .24)

Test for subgroup differences: Not applicable

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

-1 . 5
Favours Dexmedetomidine Favours Placebo

Forest plot of comparison: 1 Dexmedetomidine vs Placebo, outcome: 1.2 JEL.
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Dexmedetomidine Placebo
Study or Subgroup Mean SD Total Mean

SD Total

Mean Difference

Mean Difference
IV, Random, 95% CI

Risk of Bias
ABCDEFG

131 HREFNAOHRERTHR

Reade 2016 6.8 5
Subtotal (95% CI)

Heterogeneity: Not applicable

Test for overall effect Z = 1.10 (P = .27}

39 7.97 543
39

Total (95% CI) 39
Hemwerogenzhty: Not applicable

Test for overall effect Z = 1.10 (P = .27}

Test for subgroup diffe : Not

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

Weight IV, Random, 95% Cl Year
32 100.0% -1.37 [-3.82, 1.08] 2018
32 100.0% =-1.37[-3.82, 1.08]
32 100.0% =-1.37[-3.82, 1.08]

Forest plot of comparison: 1 Dexmedetomidine vs Placebo, outcome: 1.3 ICUF7EHARS.
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Dexmedetomidine Placebo
Study or Subgroup Events Total Events Total

Weight M-H, Random, 95% CI

Risk Ratio
Year

Risk Ratio
M-H, Random, 95% C|

Risk of Bias
ABCDEFG

1.8.1 HEEFLAOHRERTHR

Reade 2018 2 3B 0 30
Subtotal (95% CI) 38 30
Total events 2 0
Hemerogenehty: Not applicable

Test for overall effect: Z = 0.00 (P = (.37}

Total (95% CI) 38 30
Total events 2 0
Hemrogenzhty: Not applicable

Test for overall effect: Z = 0.90 (P = (.37}

Test for subgroup diffe : Not

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

100.0%
100.0%

100.0%

3.97 [0.20, 79.79] 201&
3.97 [0.20, 79.79]

3.97 [0.20, 79.79]

I 880006680
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Favours Dexmedetomidine Favours Placebo

Forest plot of comparison: 1 Dexmedetomidine vs Placebo, outcome: 1.8 {flf (BfGHEEESR) .
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