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PubMed search strategy (8% H 20194 4 H 30H)

#1 “systemic inflammatory response syndrome”[MeSH] OR SIRS[tiab] or 223997
(Sepsis[MeSH] OR “Shock, Septic’[MesH] OR sepsis[tiab] OR
septic[tiab] OR “multiple organ failure”[MeSH] OR “organ failure”[tiab]

OR MOFTtiab] OR “organ dysfunction” OR MODS[tiab]
#2 (Adrenergic beta—Antagonists [Pharmacological Action]) OR Adrenergic 98721

beta—Antagonists[MeSH Terms]) OR beta antagonist[Title/Abstract])
OR beta antagonists[Title/Abstract]) OR beta
blockers[Title/Abstract]) OR beta blocker[Title/Abstract]) OR beta
blockades[Title/Abstract]) OR beta blockade[Title/Abstract]) OR beta
receptor blockaders, adrenergic[MeSH Terms]) OR beta receptor
antagonists[Title/Abstract]) OR beta receptor
antagonist[Title/Abstract]) OR beta receptor blockers[Title/Abstract])
OR beta receptor blocker[Title/Abstract]) OR beta receptor
blockades[Title/Abstract]) OR beta receptor blockade[Title/Abstract]




#3 (esmolol[Supplementary Concept]) OR esmolol[Title/Abstract]) OR 71056

landiolol[Supplementary Concept]) OR landiolol[Title/Abstract]) OR
propranolol[MeSH Terms]) OR propranolol[Title/Abstract]) OR
acebutolol[MeSH Terms]) OR acebutolol[Title/Abstract]) OR
amosulalol[Supplementary Concept]) OR amosulalol[Title/Abstract])
OR arotinolol[Supplementary Concept]) OR arotinolol[Title/Abstract])
OR atenolol[MeSH Terms]) OR atenolol[Title/Abstract]) OR
befunolol[Supplementary Concept]) OR befunolol[Title/Abstract]) OR
betaxolol[MeSH Terms])) OR  betaxolol[Title/Abstract]) OR
bevantolol[Supplementary Concept]) OR bevantolol[Title/Abstract])
OR bisoprolol[MeSH Terms]) OR bisoprolol[Title/Abstract]) OR
carvedilol[MeSH Terms]) OR  carvedilol[Title/Abstract]) OR
celiprolol[MeSH  Terms]) OR  celiprolol[Title/Abstract]) OR
labetalol[MeSH Terms]) OR labetalol[Title/Abstract]) OR
metoprolol[MeSH Terms]) OR metoprolol[Title/Abstract]) OR
nipradilol[Supplementary Concept]) OR nipradilol[Title/Abstract]) OR
pindolol[MeSH Terms]) OR pindolol[Title/Abstract]) OR
nadolol[Title/Abstract]) OR carteolol[Title/Abstract]) OR
sotalol[MeSH Terms]) OR sotalol[Title/Abstract]

#4 #2 or #3 112498

#5 randomized controlled triallpt] OR controlled clinical triallpt] OR | 1123636
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]

#1 and #4 and #5 91

CENTRAL search strategy (#28% H 20194 4 B 30 H)

#1 MeSH descriptor: [Sepsis] explode all trees 4024

#2 MeSH descriptor: [Shock, Septic] explode all trees 784

#3 (sepsis):ti,ab kw 10315

#4 (septic):ti,ab,kw 4145

#5 MeSH descriptor: [Systemic Inflammatory Response Syndrome] explode 4353




all trees

#6 (Systemic Inflammatory Response Syndrome):ti,ab,kw 1202
#7 (SIRS):ti,ab,kw 681
#8 MeSH descriptor: [Multiple Organ Failure] explode all trees 386
#9 ("multiple organ failure”):ti,ab,kw 1340
#10 | (Organ Failure):ti,abkw 5628
#11 | (Organ dysfunction):ti,ab,kw 2548
#12 | (MOF):ti,abkw 142
#13 | (MODS):ti,ab,kw 249
#14 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR 20141
#11 OR #12 OR 13
#15 MeSH descriptor: [Adrenergic beta—Antagonists] explode all trees 4429
#16 | (Adrenergic beta—Antagonists):ti,ab,kw 4289
#17 | (beta antagonist):ti,ab,kw 2898
#18 | (beta antagonists):ti,ab,kw 6166
#19 | (beta blockers):ti,ab,kw 4785
#20 | (beta blocker):ti,abkw 4425
#21 | (beta blockades):ti,abkw 8
#22 | (beta blockade):ti,ab,kw 2625
#23 | (adrenergic beta—antagonists):ti,ab,kw 4289
#24 | (beta receptor blockaders):ti,ab,kw 15
#25 | (beta receptor antagonists):ti,ab kw 1785
#26 | (beta receptor antagonist):ti,ab,kw 1959
#27 | (beta receptor blockers):ti,ab,kw 1522
#28 | (beta receptor blocker):ti,ab,kw 1349
#29 | (beta receptor blockades):ti,ab,kw 3
#30 | (beta receptor blockade):ti,ab,kw 857
#31 #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 13376
OR #24 OR #25 OR #26 OR #27 or #28 or #29 or #30
#32 MeSH descriptor: [Propranolol] explode all trees 2793
#33 | (propranolol):ti,ab,kw 4980
#34 | MeSH descriptor: [Acebutolol] explode all trees 211
#35 | (acebutolol):ti,abkw 347
#36 | MeSH descriptor: [Atenolol] explode all trees 1773
#37 | (atenolol):ti,ab,kw 3188




#38 | MeSH descriptor: [Betaxolol] explode all trees 196
#39 | (betaxolol):ti,ab,kw 374
#40 | MeSH descriptor: [Bisoprolol] explode all trees 339
#41 | ("bisoprolol”):ti,ab,kw 951
#42 | MeSH descriptor: [Carvedilol] explode all trees 530
#43 | (carvedilol):ti,abkw 1294
#44 | MeSH descriptor: [Labetalol] explode all trees 385
#45 | (labetalol):ti,ab,kw 721
#46 | MeSH descriptor: [Metoprolol] explode all trees 1553
#47 | (metoprolol):ti,ab kw 2999
#48 | MeSH descriptor: [Pindolol] explode all trees 517
#49 | (pindolol):ti,ab,kw 822
#50 | MeSH descriptor: [Sotalol] explode all trees 293
#51 (sotalol):ti,ab,kw 596
#52 | (esmolol):ti,abkw 665
#53 | (landiolol):ti,ab,kw 161
#54 | (amosulalol):ti,ab,kw 0
#55 | (arotinolol):ti,ab,kw 35
#56 | MeSH descriptor: [Celiprolol] explode all trees 136
#57 | (celiprolol):ti,ab,kw 243
#58 | (nipradilol):ti,ab,kw 37
#59 | (nadolol):ti,ab,kw 367
#60 | (carteolol):ti,ab,kw 178
#61 #32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 21996
OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 OR #47 OR #48 OR
#49 OR #50 OR #51 OR #52 OR #53 OR #54 OR #55 OR #56 OR #57
OR #58 OR #59 OR #60
#62 | #31 or #61 21996
#63 | #14 AND #62 192
EF R RMET search strategy (1 8% H 20194 4 A 30 H)
#1 | (BRIMYE/TH or BRIMYE/TA)) and (PT==3&HFR<) 22405
#2 | (avd-BRIMEM/TH or BRIMEMES 3V /TA)) and (PT=R&Ek 6145
Z39)
#3 ((BRXME/TH or sepsis/TA)) and PT==E8%Fr<) 15909




#4 | (septic/AL and (39%/TH or shock/TA)) and (PT= & #kx<) 511

#5 | (EFMERAERGIEIEE/TH or 25 RIE RGIEIEEE/TA)) and 17730
(PT=:&EXFR<)

#6 (2B MRERGEZEE/TH or £EB M REM RISEZEEE/TA) 17555
and PT==Z &R

#1 | (2EMRIERISTEERE/TA) and (PT=2 < 6

#8 | (25 RERSIEIREF/TA) and (PT=25EERFR<) 21

#9 (2 BRI RICIEIEREE/TH or sirs/TA)) and (PT=2 #F%<) 17846

#10 |[("EBMHERERIGEZEE"/TH or “systemic inflammatory 17592
response syndrome”/TA)) and (PT=2i&#%&<)

#11 | (septic/TA) and (PT=&ERBR<) 1336

#12 | (" ZHEEAL"/TH or “"Multiple Organ Failure”/TA)) and (PT=&3:% 3717
7430

#13 | ("organ failure”/TA) and (PT=2%%B%<) 235

#14 | (“organ dysfunction”/TA) and (PT=%#FR<) 51

#15 | (ZHEEET2/TH or MOF/TA)) and (PT=3%5%8%<) 4899

#16 | (ZHEEETL/TH or MODS/TA)) and (PT=53%8%F%<) 3763

#17 | (BEB/AE/TH or BREBRAE/TA)) and PT=2ZEXIR 6286

#18 | (ZIESRAE/TH or ZHMBRIEE/TA)) and PT=2EEXIR< 4142

#19 | (BT L/TA) and PT=2 IR 5047

#20 | (EERHEREREE/TA) and PT=&ERER<) 143

#21 #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 or 31698
#12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20

#22 | (("Adrenergic Beta—Antagonists”/TH or “Adrenergic Beta— 13889
Antagonists”/TA)) and (PT=2:%%k[R<)

#23 | (("Adrenergic Beta—Antagonists”/TH or B EMIZEE/TA)) and (PT= 15118
=iEix RO

#24 | ("Adrenergic Beta—Antagonists”/TH or 8 JHwA—/TA)) and 14163
(PT=2#kFR<)

#25 | ((“Adrenergic Beta—Antagonists”/TH or B 2B {REETZE/TA)) and 13889
(PT= REEEXFR

#26 | (("beta antagonist”/TA) or (beta/TA and antagonist/TA)) and (PT= 14
RERRO

#27 | (("beta antagonists”/TA) or (beta/TA and antagonists/TA)) and 2

(PT—K uﬁfil‘%()




#28 | (("beta blockers”/TA) or (beta/TA and blockers/TA)) and (PT=%& 18
574530

#29 | (("beta blocker”/TA) or (beta/TA and blocker/TA)) and (PT=2% 67
23:39)

#30 | (("beta blockades”/TA) or (beta/TA and blockades/TA)) and (PT= 0
EERRC

#31 | (("beta blockade”/TA) or (beta/TA and blockade/TA)) and (PT=%& 9
E5 24539

#32 | (("beta receptor blockaders”/TA) or (beta/TA and receptor/TA and 0
blockaders/TA)) and (PT==&#%Fx<)

#33 | (("beta receptor antagonists”/TA) or (beta/TA and receptor/TA 1
and antagonists/TA)) and (PT=%2%#%F&<)

#34 | (("beta receptor antagonist”/TA) or (beta/TA and receptor/TA and 2
antagonist/TA)) and (PT=2E%[x<)

#35 | (("beta receptor blocker”/TA) or (beta/TA and receptor/TA and 3
blocker/TA)) and (PT==i&#kEx<)

#36 | (("beta receptor blockades”/TA) or (beta/TA and receptor/TA and 0
blockades/TA)) and (PT=5 & k&<

#37 | (("beta receptor blockade”/TA) or (beta/TA and receptor/TA and 0
blockade/TA)) and (PT= &%)

#38 | #22 or #23 or #24 or #25 or #26 or #27 or #28 or #29 or #30 or #31 15459
or #32 or #33 or #34 or #35 or #36 or #37

#39 | ([Esmolol]/TH or esmolol/TA or ZTRXEA—)L/TA) and PT=2% 113
237:39)

#40 | ([Landiolol]l/TH or landiolol/TA or S22 A H—)L/TA) and (PT=% 590
574530

#41 | ([Propranolol]/TH or propranolol/TA or Z7AZ5./8—)L/TA) and 3110
(PT=28R 5k

#42 | ([Acebutolol]/TH or acebutolol/TA or 7+t 7 kAO—)L/TA) and (PT= 211
KFEERRQ)

#43 | ([Amosulalol]/TH or amosulalol/TA or 7 E€X5HA—)L/TA) and 83
(PT==& R

#44 | ([Arotinolol]/TH or arotinolol/TA or 7AF./H—JL/TA) and (PT= 268
EERRC)

#45 | ([Atenolol]/TH or atenolol/TA or 77 /B—JL/TA) and (PT-%i% 754

24730)




#46 | ([Befunolol]l/TH or befunolol/TA or AX7/O—JL/TA) and (PT=%& 164
E324739)

#47 | ([Betaxolol]/TH or betaxolol/TA or XAZXYAO—)L/TA) and (PT= 187
REFRO

#48 | ([Bevantolol]/TH or bevantolol/TA or RX/\> kH—)L/TA) and 62
(PT==& R

#49 | ([Bisoprolol]/TH or bisoprolol/TA or EYZAO—)L/TA) and (PT= 734
FEERRC)

#50 | ([Carvedilol]/TH or carvedilol/TA or AL R O—)L/TA) and (PT= 1315
KEERRC

#51 ([Celiprolol]/TH or celiprolol/TA or £!)7AB—/JL/TA) and PT=% 145
ERIRQ

#52 | ([Labetalol]l/TH or labetalol/TA or S XAZO—JL/TA) and (PT=-=&% 336
23739

#53 | ([(Metoprolol]/TH or metoprolol/TA or ARFAA—JL/TA) and (PT= 776
EERRC)

#54 | ([Nipradilol]/TH or nipradilol/TA or =75 0—)L/TA) and (PT=5& 406
E324739)

#55 | ([Pindolol]/TH or pindolol/TA or EXFA—)L/TA) and (PT==&#% 561
239}

#56 | ([Nadolol]/TH or nadolol/TA or 7FA—JL/TA) and (PT=2:%5%[5% 99
<)

#57 | ([Carteolol]/TH or carteolol/TA or AL TAA—J)L/TA) and (PT= 533
RERRO

#58 | ([Sotalol]/TH or sotalol/TA or YAHA—)L/TA) and (PT=2:%%& 526
<)

#59 | (B EMFTEE/TA) or (B /TA and HEHTEE/TA)) and (PT=3%53%FR<) 4703

#60 | (B $5IZE/TA) or (B/TA and ¥EHZE/TA)) and (PT=REER 1436
)

#61 | (B ZBEKEEZE/TA or (B/TA and ZBK/TA and EETEE 774
/TA)) and (PT=55&£%ER<)))

#62 | (B RBMEREERZE/TA or (B/TA and ZEK/TA and HERE 751
/TA)) and (PT=5&8FR<))

#63 | ((B 7AvH—/TA or (B/TA and TAYHA—/TA))) and PT=R5& 818

RO




#64 | (FRLFVUZBIKEWE/TA or (FRLFU2/TA and ZRIK 250
/TA and EMEE/TA)) and (PT==5EEFR))

#65 | (FRLFVUOZBERERE/TA or (FRLFUZ/TA and ZEK 237
/TA and #E$H1EE/TA)) and PT==5EEER)))

#66 | (FRLFVUY B ZRIEERE/TAor (FRLF12/TAand B /TA 139
and ZB{K/TA and EETEE/TA)) and (PT=5EERR))

#67 | (FPRLFYIY B ZBEEERE/TAor (FELFY2/TAand B/TA 93
and ZBIK/TA and EHZE/TA)) and (PT=2EFKR))

#68 #39 or #40 or #41 or #42 or #43 or #44 or #45 or #46 or #47 or #48 13786
or #49 or #50 or #51 or #52 or #53 or #54 or #55 or #56 or #57 or
#58 or #59 or #60 or #61 or #62 or #63 or #64 or #65 or #66 or #67

#69 | (S F LIELLESEAER/TH or U4 LELLEGERER/TA)) and (PT= 32322
=iEikE O

#70 | (ESUH LILLLERERER/TH or #5524 LILLLERERER/TA)) and 2738
(PT=%2i& k&<

#1711 | (SR LBFF/TH or 523 LE/TA)) and (PT==5& k<) 3252

#72 | (GUF LELEEGERER/TH or FEAE AL ELEGAER/TA)) and (PT=% 32108
E324739)

#73 | (LEBEAER/AL) and (PT=5&8%FR<) 43687

#74 | (BgPRELBR/TH or ERFRELER/TA)) and (PT=& 8RR 91181

#75 | (TSR /TH or FT51/R/TA)) and PT=&EXFR<) 6121

#76 | GRtEB/AL) and (PT=52&5%R<) 69646

#77 | (@ bA—)L/AL) and (PT=255$22<) 54900

#78 | (B{EA1E/AL) and (PT= R 4744

#79 | (BGEREAZE -9E 28/ TH or BEERFAZE/AL)) and (PT=23&5%<) 181575

#80 #69 or #71 or #71 or #72 or #73 or #74 or #75 or #76 or #77 or #78 297517
or #79

#81 | #38 or #68 18964

#82 | #21 AND #80 AND #81 21




PRISMA 70—

1,198 recards identified through
database searching

Mo additional records identified
through ather sources

=
.E 449 MEDLINE (via PubMed)
8 714 Cochrane CENTRAL
E 35 ICHUCHI

=

- |
-

!

[1.!49 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 wrang publication

Screening

30 foreign language
1.349 of records screened I_., 1 wrong study duration

Fy 2 of full-text articles
i—ﬁ excluded, with reasons
0 4 of full-text articles 1 wrong publication type
L assessed for eligibility 1 wrong study design
2 of studies included in
gualitative synthesis
2
3 Ben B N
5 2 of studies included in
£ quantitative synthesis
(meta=-analysis)
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Forest/Funnel Plots

7 9hHLA) Short-term mortality (28days)
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Morelll 2013 ET] 77 62 77 6GB.OX 0.61[0.48, 0.79] [ ]
Wang 2015 12 k1] 42 60 31.1% .57 [0.36, 0.91] —.—
Total (95% CI) 107 137 100.0% 0.60 [0.48, 0.75] &
Total events 50 104
Heterogenehty: ChE = 0.07, df = 1 {P = 0.70); F = 0X b o1 051 ] : 1005
Test for overall effect: Z = 4.44 (P < 0.00001} Favours [experimental] Favours [control]
7 9rHL®@ Short-term mortality (28days)
- A
NABROHZWV /I EREEZESD
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Morelli 2013 38 77 62 77  73.8% 0.61[0.48, 0.79] n
Wang 2015 12 30 22 30 26.2% 0.55[0.33, 0.89] —a—
Total (95% Cl) 107 107 100.0% 0.60 [0.48, 0.75] &
Total events 50 84
e Chi2 = _ _ 2 } t t {
Heterogeneity: Chi* = 0.17,df = 1 (P = 0.68); I° = 0% 001 o1 0 100

Test for overall effect: Z = 4.53 (P < 0.00001)

Favours [experimental] Favours [control]



