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PubMed search strategy (}%2% B 20194 5 H 6 H)
#1 | "systemic inflammatory response syndrome”[MeSH] OR SIRS[tiab] 224122
or (Sepsis[MeSH] OR “Shock, Septic"[MesH] OR sepsis[tiab] OR
septic[tiab] OR “multiple organ failure”[MeSH] OR “organ
failure”[tiab] OR MOF[tiab] OR “organ dysfunction” OR
MODST[tiab]

#2 | (((("vasoconstrictor agents”[MeSH Terms]) OR “vasoconstrictor 51969
agents”[Title/Abstract]) OR Vasoconstrictor[Title/Abstract]) OR
Vasopressor[Title/Abstract]) OR Vasoconstrictors[Title/Abstract]
OR  (“Adrenergic  alpha—Agonists”[Mesh] OR  Adrenergic
alpha—Agonists”[tiab])))

#3 | (epinephrine[MeSH Terms]) OR epinephrine[Title/Abstract]) OR 412305
adrenaline[Title/Abstract]) OR Norepinephrine[MeSH Terms]) OR
Norepinephrine[Title/Abstract]) OR Noradrenaline[Title/Abstract])
OR Dopamine[MeSH Terms]) OR Dopamine[Title/Abstract]) OR
Dobutamine[MeSH Terms]) OR Dobutamine[Title/Abstract]) OR
isoproterenol[MeSH Terms]) OR isoproterenol[Title/Abstract]) OR
Catecholamines[MeSH Terms)) OR
Catecholamines[Title/Abstract]) OR Vasopressin[MeSH Terms])
OR Vasopressin[Title/Abstract]) OR pitressin[Title/Abstract]) OR
terlipressinfMeSH Terms]) OR terlipressinflMeSH Terms]) OR
Phenylephrine[MeSH Terms]) OR fenilefrina[Title/Abstract]) OR

neosynephrine[Title/Abstract]
#4 | #2 or #3 443720
#5 | (early[Title/Abstract]) OR first[Title/Abstract]) OR | 3912264
hours[Title/Abstract]) OR hour[Title/Abstract]) OR
minites[Title/Abstract] OR  restrict[tiab] OR  “restricting




volumes”[tiab] OR “fluid restriction”[tiab]

#6 | (together[Title/Abstract])) OR same time[Title/Abstract]) OR | 1894334
(immediately[Title/Abstract]) OR immediate[Title/Abstract]) OR
rapidly[Title/Abstract]) OR rapid[Title/Abstract]))

#7 | (infusion[Title/Abstract]) OR transfusion[Title/Abstract] 302189

#8 | #5 or #6 or #7 5543433

#9 | #4 AND #8 113197

#10 | randomized controlled trial[pt] OR controlled clinical trial[pt] OR 1124328
randomized[tiab] OR placebo[tiab] OR “clinical trials as
topic”[MeSH Terms:noexp] OR randomly[tiab] OR trial[ti] NOT
("animals”[MeSH Terms] NOT “humans”[MeSH Terms]

#11 | #1 AND #9 AND #10 449

CENTRAL search strategy (8% B 20194 5 H 6 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,abkw 4108
#5 MeSH descriptor: [Systemic Inflammatory Response Syndrome] explode all trees 4328
#6 (Systemic Inflammatory Response Syndrome):ti,ab,kw 1194
#7 | (SIRS):ti,abkw 676
#8 MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#9 | ("multiple organ failure”):ti,ab,kw 1326
#10 | (Organ Failure):ti,ab kw 5601
#11 | (Organ dysfunction):ti,ab,kw 2529
#12 | (MOF):ti,abkw 141
#13 | (MODS):ti,ab,kw 247
#14 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR 19963
#12 OR #13
#15 | MeSH descriptor: [Vasoconstrictor Agents] explode all trees 171
#16 | (vasoconstrictor):ti,abkw 2351
#17 | (vasoconstrictors):ti,ab,kw 232
#18 | (vasopressor):ti,ab,kw 1226
#19 | (vasoconstrictor agents):ti,ab kw 1611
#20 | MeSH descriptor: [Adrenergic alpha—Agonists] explode all trees 1079
#21 | (Adrenergic alpha—Agonists):ti,ab,kw 852




#22 | #15 or #16 or #17 or #18 or #19 or #20 or #21 4813
#23 | MeSH descriptor: [Epinephrine] explode all trees 3460
#24 | (epinephrine):ti,ab,kw 7141
#25 | (adrenaline):ti,ab,kw 2526
#26 | MeSH descriptor: [Norepinephrine] explode all trees 2682
#27 | ("norepinephrine”):ti,ab,kw 5720
#28 | (noradrenaline):ti,ab,kw 2164
#29 | MeSH descriptor: [Dopamine] explode all trees 1228
#30 | (dopamine):ti,ab,kw 746
#31 | MeSH descriptor: [Dobutamine] explode all trees 512
#32 | (dobutamine):ti,ab,kw 1306
#33 | MeSH descriptor: [Isoproterenol] explode all trees 589
#34 | (isoproterenol):ti,ab,kw 862
#35 | MeSH descriptor: [Catecholamines] explode all trees 9960
#36 | (Catecholamines):ti,abkw 2395
#37 | MeSH descriptor: [Vasopressins] explode all trees 1297
#38 | (Vasopressin):ti,ab,kw 2294
#39 | (pitressin):ti,ab,kw 16
#40 | MeSH descriptor: [Terlipressin] explode all trees 120
#41 | (terlipressin):ti,ab,kw 391
#42 | MeSH descriptor: [Phenylephrine] explode all trees 737
#43 | (Phenylephrine):ti,ab,kw 1838
#44 | (fenilefrina):ti,ab,kw 6
#45 | (neosynephrine):ti,ab,kw 15
#46 | #21 or #22 or #23 or #24 or #25 or #26 or #27 or #28 or #29 or #30 or #31 or 28149
#32 or #33 or #34 or #35 or #36 or #37 or #38 or #39 or #40 or #41 or #42 or
#43
#47 | #22 OR #46 31113
#48 | (early):ti,ab,kw 105037
#49 | (first):ti,ab,kw 210426
#50 | (hours):ti,ab,kw 93413
#51 | (hour):ti,abkw 46926
#52 | (minites):ti,abkw 16
#53 | (restrict):ti,ab,kw 743
#54 | (restricting volumes):ti,ab,kw 15
#55 | (restriction):ti,abkw 14487




#1 | (BXMGE/TH or BRILfE/TA) and PT==5 R 22465
#2 | (Cavy-BIAE™S/TH or BUIMAEME 3V /TA) and PT-R5& % 6161
BR<)
#3 | ((BRIMSE/TH or sepsis/TA)) and (PT=25%5%&<) 15943
#4 | (septic/AL and (3% /TH or shock/TA)) and (PT==i&kx<) 511
# | (2 BMRERIGERE/TH or £5 M RERIGEIREE/TA) 17767
and PT=2& k%<
#6 | (EEMRERIGEZRE/TH or &5 REM RISEIZEEE/TA)
and (PT==i& %R 17593
#7 | (BB RERIGERE/TA) and (PT=25&5ZR<) 21
#8 | (septic/TA) and (PT=i&EkFR<) 1336
#9 | (B MERERIGEIREE/TH or sirs/TA)) and (PT=2&%R<) 17885
#10 | ("2 B M RERGIEEE"/TH or “systemic inflammatory 17631
response syndrome”/TA)) and (PT=2i&#%&<)
#11 | (ZBIEFETL/TH or ZIEEFRAL/TA)) and PT=-RE R 6294
#12 | ("ZIER/AFL"/TH or "Multiple Organ Failure”/TA)) and (PT=%& 3721
EERBRQ)
#13 | ("organ failure”/TA) and PT=i& k&< 236
#14 | (“organ dysfunction”/TA) and (PT=5i%%x<) 52
#15 | (BEEEBET2/TH or mof/TA)) and (PT=25&5%<) 4905
#16 | (ZBHEEEA2/TH or mods/TA)) and (PT=25%5%<) 3768
#17 | (ZBIEEET2/TH or ZIEIRIEE/TA)) and PT=2EE R 4147

#56 | (together):ti,ab,kw 18276
#57 | (same time):ti,abkw 34045
#58 | (immediately):ti,ab kw 33568
#59 | (immediate):ti,ab,kw 22425
#60 | (rapid):ti,abkw 28963
#61 | (rapidly):ti,abkw 11660
#62 | (infusion):ti,ab,kw 53530
#63 | (transfusion):ti,abkw 13842
#64 | #47 or #48 or #49 or #50 or #51 or #52 OR #53 OR #54 OR #55 OR #56 OR #57 | 496949
OR #58 OR #59 OR #60 or #61 or #62 or #63
#65 | #22 or #46 14804
#66 | #14 AND #65 909
#67 | #14 AND #47 AND #56 714
Frh R ES search strategy (% B 20194 58 6 H)




#18 | (BT L/TA) and (PT=REERHR 5052
#19 | (HIFWAEEE/TA) and (PT=RZEEXIRC) 143
#20 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 or 31763
#12 or #13 or #14 or #15 or #16 or #17 or #18 or #19
#21 | (CIEYLHEF”/TH or MEUNHEF]/TA) and (PT=2EXR< 21066
#22 | ("Adrenergic Alpha—Agonists”/TH or “Adrenergic 11878
alpha—Agonists”/TA) and (PT=2Z#%&<)
#23 | ((Epinephrine/TH or Epinephrine/TA)) and (PT==:%%[R<) 6221
#24 | (Norepinephrine/TH or Norepinephrine/TA) and (PT=2%%[R<) 4715
#25 | (Dopamine/TH or Dopamine/TA) and (PT=2&#%&<) 6998
#26 | (Dobutamine/TH or Dobutamine/TA) and (PT=&&#%&<) 1479
#27 | (Isoprenaline/TH or isoproterenol/TA) and (PT=2&%x[x<) 2002
#28 | (Catecholamines/TH or Catecholamines/TA) and (PT=%&&#%[x<) 21259
#29 | (Vasopressins/TH or Vasopressins/TA) and (PT=2& k<) 3871
#30 | (Vasopressins/TH or pitressin/TA) and (PT=2% &< 3885
#31 | (Terlipressin/TH or Terlipressin/TA) and (PT=2&8%x[x<) 20
#32 | (Phenylephrine/TH or Phenylephrine/TA) and (PT=&&#Fx<) 837
#33 | (fenilefrina/AL) and (PT=3%%F&<) 0
#34 | (Terlipressin/TH or Terlipressin/TA) and (PT=2:%%R<) 20
#35 | (Epinephrine/TH or TERX 712 /TA) and (PT=2&8%ER<) 8098
#36 | (Epinephrine/TH or 7KL 312 /TA) and (PT=2&EFR<) 11397
#37 | (Norepinephrine/TH or JILZERT>/TA) and PT=2&%R<) 5561
#38 | (Norepinephrine/TH or /JL 7KL F1)2/TA) and (PT=5i& %% <) 6250
#39 | (Dopamine/TH or F/322/TA) and PT=2%58<) 8355
#40 | (Dobutamine/TH or FT43L/TA) and (PT=2#R<) 1740
#41 | (Catecholamines/TH or AT3—JL 732 /TA) and (PT=2Z k% 22968
<)
#42 | (Catecholamines/TH or #7332 /TA) and (PT=25&#kR<) 23255
#43 | (Vasopressins/TH or /N L2 /TA) and (PT=2:&E%R<) 3966
#44 | (Vasopressins/TH or /XY TL 2 /TA) and (PT=2&1%&<) 4184
#45 | (Vasopressins/TH or ERL 2 /TA) and (PT=2&RR<) 3884
#46 | (TYTL /AL and (PT=RE R 0
#47 | (FTYTLv 2 /AL) and (PT=REEXR) 0
#48 | (Phenylephrine/TH or ==L 2'J>/TA) and (PT=xZ&#XR<) 996
#49 | (Phenylephrine/TH or AL RT/TA) and (PT==EERIRC) 598
#50 | (F==L71)F/AL) and (PT=:&XR<) 0
#51 | #21 or #22 or #23 or #24 or #25 or #26 or #27 or #28 or #29 or #30 53453




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 or #49
or #50

#52 | (early/TA) and (PT=2&EkR<) 5717
#53 | (BH#1/TA) and (PT=25&8%F%<) 132677
#54 | (first/TA) and (PT=25%$22<) 3410
#55 | (#)#A/TA) and (PT=225&8%F%<) 58455
#56 | (hours/TA) and (PT=25%F%<) 156
#57 | (hour/TA) and (PT=2&5%Fx<) 452
#58 | (minite/AL) and (PT=2:&532<) 13
#59 | (BIEF/TA) and (PT=25&5%%<) 69025
#60 | (together/TA) and (PT=2:%%[R<) 61
#61 | (“same time”/TA) and (PT=i& k&< 2
#62 | (IE2R/TA) and (PT=25%8%%<) 1866
#63 | (BNEF/TA) and (PT=25&8%[%<) 4710
#64 | (immediately/TA) and (PT==&%R<) 139
#65 | (immediate/TA) and (PT=2% %) 603
#66 | (rapidly/TA) and (PT=2%5%%<) 352
#67 | (rapid/TA) and (PT=25&83<) 3168
#68 | (KIPR/TA) and (PT=255%<) 27392
#69 | (ERHIR/TA) and (PT==ZEXER<) 34
#70 | (8RME/TH or #ii&R/TA) and PT==5& R 26766
#71 | (4R ARIE/TH or #&/TA) and (PT=25& R 19583
#72 | (infusion/TA) and (PT=2%&%B&<) 1589
#73 | (transfusion/TA) and (PT=2&#%F&<) 482
#74 | #52 or #53 or #54 or #55 or #56 or #57 or #58 or #59 or #60 or #61 315378
or #62 or #63 or #64 or #65 or #66 or #67 or #68 or #69 or #70 or
#71 or #72 or #73
#75 | (TS LELLERERER/TH or 524 LMELLEEAER/TA) and (PT=% 32387
EERBRQ)
#76 | (ESUA LILLEERERER/TH or #ESUA LIEEEEERER/TA) and 2740
(PT=23E#kx<)
#77 | (S2F LE|{F1+/TH or S5 LME/TA)) and (PT=i&£XF%<) 3261
#78 | (G4 LELLEEAER/TH or EAEALLLEEAER/TA) and (PT=% 32169
E324539)
#79 | (LLBEEAER/AL) and (PT=&EEkR<) 43755




#80 | (ERPRERER/TH or ERFREAER/TA) and (PT==ZEXR) 91374
#81 | (TSR /TH or T51/R/TA)) and PT=5&ERR<) 6130
#82 | GatBB/AL) and (PT=2&8%R<) 69723
#83 | (A bA—JL/AL) and (PT=% kB2 <) 54954
#84 | #75 or #76 or #77 or #78 or #79 or #80 or #81 or #82 or #83 208060
#85 | #20 and #51 and #74 and #84 35




PRISMA 70—]

1,198 records identified through Mo additional records identified

E database searching thraugh other sources
"é 449 MEDLINE (wia PubMed)

= 714 Cochrame CENTRAL

= 35 ICHUCHI

&
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t

[1.349 of records after duplicates removed ]

1,345 of records excluded
590 wrong population
430 wrong drug

324 wrong study design
301 wrong outcome

122 background article
B0 wrong publication

30 foreign language
1,349 of records screened ]_., 1 wrong study duration

Screening

=
E 2 of full-text articles
o excluded, with reasons
[l -
| 4 of full-text articles 1 wrong publication type
assessed for eligibility 1 wroeng study design
2 of studies included in
- gualitative synthesis
=
[E]
= 2 of studies included in

quantitative synthesis
imeta-analysis)
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7oMhLD 5EHASET (28 HFEL)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Macdonakl 2018 3 49 1 49 2.9% 3.00[0.32, 27.65]
Permplkul 2018 24 155 34 155 97.1% 0.71[0.44, 1.13] = I
Total (95% CI) 204 204 100.0% 0.77 [0.49, 1.22]
Total events 27
Heterogeneity: Chi = 1.56, df = 1 (P = 0. 21}. F 36N 'b t t |
01 0.1 | 10 100
Test for owerall effect: Z = 1.11 (P = 0.27} Favours [experimental] Favours [control]
=
ToMhLQ RHAET (90 BRTHLLIEIREHRMED)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Macdonaki 2018 4 a8 3 a7 7.4X% 1.31[0.31,552] '
Permplicul 2018 35 155 38 155 926X 0.92[0.62, 1.36]
Total (95% CI) 203 202 100.0% 0.95 [0.64, 1.40]
Total events 39 41
Heterogenetty: Chi* = .21, df = 1 (P = 0.65); F = 0X t t t ; ; t
01 02 o5 1 2 510
Test for overall effect: Z = 0.26 (P = 0.7} Favours [experimental] Favours [control]
T7IbALR ERALEIVEMA (FfiKE)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Macdonakl 2018 1 50 1 49 2.3% 0.98 [0.08, 15.23]
Permpliul 2019 22 155 43 155 97.7%  0.51[0.32,0.81] .
Total (95% CI) 205 204 100.0% 0.52 [0.33, 0.82] <
Total events 23
Heterogeneity: Chi = .21, df = 1 {P = 0. l55}. F =X b oL 051 ] 150 100=
Test for overall effect: Z = 2.78 (P = 0.005) Favours [experimental] Favours [control]
~ 5| P - A
7orhL@ EEHFLSEMER (DBHEMLICEEY S A 6HHE)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Macdonakl 2018 F4 50 1 48 25.2% 1.98 [0.18, 20.92] =
Permplicul 2018 5 155 3 1585 74.8¥ 1.67 [0.41, 6.85] —
Total (95% CI) 205 204 100.0% 1.74 [0.52, 5.86]
Total events
Heterogenehy: Ch = 0.01, df =1{P=0.01) F 0x Ih oL 051 i 1liJ 100=

Test for overall effect: Z = 0.90 (P = 0.37}

Favours [experimental] Favours [control]
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