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Pubmed (8% H 20194 5 A2 H)

" Search sepsis [Mesh] OR “Shock, septic” [Mesh] OR sepsis [tiab] OR 175395
( septic [tiab] AND shock [tiab] )

4 Search seps* [tiab] OR septicem* [tiab] OR septicaem* [tiab] OR “blood 148383
stream infection” [tiab] OR endotoxi* [tiab]

43 Search “Systemic Inflammatory Response Syndrome” [Mesh] OR ”Systemic 193852
Inflammatory Response Syndrome” [tiab] OR “SIRS” [tiab]

44 Search “Multiple Organ Failure” [Mesh] OR “organ failure” [tiab] OR “organ 31502
dysfunction” [tiab] OR “organ disfunction” [tiab]

#5 Search #1 OR #2 OR #3 OR #4 243798

#6 Search “Vasoconstrictor Agents” [Mesh] OR “Cardiotonic Agents” [Mesh] 39830

Search Dopamine [Mesh] OR Dopamine [tiab] OR “4—(2—Aminoethyl)-1,2—
benzenediol”  [tiab] OR  Hydroxytyramine [tiab] OR  “3,4-
#7 Dihydroxyphenethylamine” [tiab] OR “3,4 Dihydroxyphenethylamine” [tiab] | 144318
OR “Dopamine Hydrochloride” [tiab] OR “Hydrochloride, Dopamine” [tiab]
OR Intropin [tiab]

Search Epinephrine [Mesh] OR Epinephrine [tiab] OR “4—(1-Hydroxy—2-
48 (methylamino)ethyl)-1,2-benzenediol” [tiab] OR Adrenaline [tiab] OR 16626
“Epinephrine Acetate” [tiab] OR “Acetate, Epinephrine” [tiab] OR

“Medihaler-Epi” [tiab] OR “Epinephrine Hydrochloride” [tiab] OR




“Adrenaline Hydrochloride” [tiab] OR Epitrate [tiab] OR Lyophrin [tiab] OR
Epifrin [tiab] OR “Epinephrine Bitartrate”[tiab] OR “Adrenaline Acid
Tartrate” [tiab] OR “Epinephrine Hydrogen Tartrate”[tiab] OR “Adrenaline
Bitartrate” [tiab]

#9

Search  Norepinephrine [Mesh] OR  Norepinephrine [tiab] OR
Levonorepinephrine [tiab] OR Noradrenaline [tiab] OR Levarterenol [tiab] OR
Levophed [tiab] OR “Levophed Bitartrate” [tiab] OR “Noradr T#% naline
tartrate renaudin” [tiab] OR “Norepinephrine Bitartrate” [tiab] OR
“Norepinephrine |-Tartrate ” [tiab] OR “Noradrenaline Bitartrate” [tiab] OR
“Norepinephrine d-Tartrate ” [tiab] OR “Norepinephrin d-Tartrate ” [tiab]
OR  “Norepinephrine  Hydrochloride” [tiab] OR  “Norepinephrine
Hydrochloride, (+)-Isomer” [tiab] OR “Norepinephrine Hydrochloride, (+—)-
Isomer” [tiab] OR “Norepinephrine |-Tartrate (1:1), (+,—)-Isomer” [tiab] OR
“Norepinephrine |-Tartrate (1:1), Monohydrate” [tiab] OR “Norepinephrine |-
Tartrate (1:1), Monohydrate, (+)-Isomer” [tiab] OR “Norepinephrine |-
Tartrate (1:2)” [tiab] OR “Norepinephrine |-Tartrate, (+)-Isomer” [tiab] OR
“Norepinephrine, (+)-Isomer” [tiab] OR “Norepinephrine, (+,—)-Isomer” [tiab]

OR Arterenol [tiab] OR Levonor [tiab]

121500

#10

Search Phenylephrine [Mesh] OR Phenylephrine [tiab] OR “(R)-3-Hydroxy—
alpha—((methylamino)methyl)benzenemethanol” [tiab] OR Metasympatol
[tiab] OR Mezaton [tiab] OR “Phenylephrine Hydrochloride” [tiab] OR
“Phenylephrine Tannate” [tiab] OR “Tannate, Phenylephrine” [tiab] OR
Metaoxedrin [tiab] OR “Neo—Synephrine” [tiab] OR “Neo Synephrine” [tiab]
OR Neosynephrine [tiab]

22015

#11

Search Vasopressins [Mesh] OR Vasopressin* [tiab] OR “beta—
Hypophamine” [tiab] OR “beta Hypophamine” [tiab] OR “Antidiuretic
Hormones” [tiab] OR Pitressin [tiab] OR “Vasopressin (USP)” [tiab] OR

Vasopressin [tiab]

46040

#12

Search #6 OR #7 OR #8 OR #9 OR #10 OR #11

251535

#13

Search (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]))

3890430

#14

Search #5 AND #12 AND #13

1332

Cochrane Library (8% B 201945 A 2 H)




#1 MeSH descriptor: [Sepsis] explode all trees 4028
MeSH descriptor: [Systemic Inflammatory Response Syndrome] explode all
#2 trees 4357
#3 MeSH descriptor: [Multiple Organ Failure] explode all trees 387
(bacill?emia* or bacter* shock or bacter?emia* or (blood NEAR/2 poison*) or
candid?emia* or endotox?emia* or endotoxi* shock or fung?emia* or
parasit?emia* or (py?emia* or pyohemia*) or sepsis or septic or septic?emia*
or SIRS or systemic inflammatory response syndrome* or toxic shock or
#4 vasopl?egia* or vir?emia*):ti,ab,kw 1411
#5 #1 or #2 or #3 or #4 5660
#6 MeSH descriptor: [Vasoconstrictor Agents] explode all trees 1713
#7 MeSH descriptor: [Cardiotonic Agents] explode all trees 1106
#8 MeSH descriptor: [Dopamine] explode all trees 1228
#9 MeSH descriptor: [Epinephrine] explode all trees 3460
#10 MeSH descriptor: [Norepinephrine] explode all trees 2682
#11 | MeSH descriptor: [Phenylephrine] explode all trees 737
#12 MeSH descriptor: [Vasopressins] explode all trees 1297
#13 | #6 or #7 or #8 or #9 or #10 or #11 or #12 9486
#14 | #5 and #13 230
EFHRMEE(RKE 2019658 208)
#1 ((BRI0fE/TH or BRIMAE/TA)) and (PT=REEHERC) 22,465
#2 (&2 B4 R E RISREIRRE/TH or £ B4 RIERIGIEIREE/TA)) and (PT==3&EXERC) 17,767
#3 (& B RIE RIGHENZE/TH or SIRS/TA)) and (PT=% & E%ER<) 17,885
#4 (ZFEBH/TZE/TH or ZEEBRTE/TA)) and PT=2 KR 6,294
#5 (Z#2ET£/TH or MOF/TA)) and (PT= %8R <) 4,905
#6 #1 or #2 or #3 or #4 or #5 29,979
#7 (ML EYRHEH/TH or MEYNHERE/TA)) and (PT=2EEEKERC) 21,062
#8 (B&ILFI/TH or 38ILEE/TA)) and (PT=23&ERER<) 16,773
#9 ((Dopamine/TH or F7332/TA)) and (PT=EHHR<) 8,355
#10 | ((Dopamine/TH or DOA/TA)) and (PT=R& k<) 7,258
#11 | ((Dopamine/TH or 4 //3>/TA)) and (PT=&8XFR<) 5,384




#12
#13
#14
#15
#16
#17
#18
#19
#20
#21
#22
#23
#24
#25
#26
#217
#28
#29
#30
#31

#32
#33

#34
#35

((Dopamine/TH or A FHk/TA)) and (PT=2%8kR<)

((Dopamine/TH or *YJLZK/Y/TA)) and PT=& %%

((Dopamine/TH or F==2/TA)) and (PT=2& k&<

((Dopamine/TH or ¥ I!)RXA/TA)) and (PT=% k&)

((Dopamine/TH or HaA—T > /TA)) and (PT=2&%Fx<)

((Dopamine/TH or AAR2/TA)) and (PT=2%8%%<)

((Epinephrine/TH or epinephrine/TA)) and (PT=2#&%k[x<)

((Epinephrine/TH or TE 271> /TA)) and (PT=25&EkFR<)

((Epinephrine/TH or adrenaline/TA)) and (PT=& kR <)

((Epinephrine/TH or 7KL 31> /TA)) and (PT=&E&#kFx<)

((Epinephrine/TH or FRAZ/TA)) and (PT==E&kFR<)

((Norepinephrine/TH or noradrenaline/TA)) and (PT=&%&<)

((Norepinephrine/TH or /JLFZERLF1)>/TA)) and (PT==Z 8%k <)

((Norepinephrine/TH or /JL 7K F1)2/TA)) and (PT==Z %<

((Phenylephrine/TH or phenylephrine/TA)) and (PT=2=%kR<)

((Phenylephrine/TH or 7T=L7')>/TA)) and PT=5i &k &<)

((Phenylephrine/TH or A 12 /TA)) and (PT=2Z k&<

((Vasopressins/TH or vasopressin/TA)) and (PT=2Zk[R<)

((Vasopressins/TH or /AU TL L2 /TA)) and PT=2#532<)

((Vasopressins/TH or ERL SV /TA)) and (PT=2%8%Ex<)

#7 or #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20
or #21 or #22 or #23 or #24 or #25 or #26 or #27 or #28 or #29 or #30 or #31

#6 and #32

S5 LELEEGHER/TH or #5245 LMLLLEFHER/TH or S5 LE/AL or BAEHIL/AL
or HLEEHER/AL or BRIRFAER/AL or T5H7K/AL or ®ER/AL or 2 bA—)L/AL or ERER
/AL

#33 and #34

5,369
5,369
5,369
5,369
5,369
5,375
6,221
8,098
5,772
11,397
4,966
4,431
6,250
3,928
837
996
598
4,243
4,184

3,884

51,805

1,002

302,233

88
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Study Flow diagram

Risk of bias summary

Risk of bias graph

Forest plot Dopamine vs Noradrenaline Mortality

Forest plot Dopamine vs Noradrenaline Arrythmia

Forest plot Dopamine vs Noradrenaline Coronary Ischemia
Forest plot Dopamine vs Noradrenaline Limb Ischemia
Forest plot Dopamine vs Noradrenaline Mesenteric Ischemia
Forest plot Phenylephrine vs Noradrenaline Mortality

Forest plot Phenylephrine vs Noradrenaline Arrythmia



Fig. 1 Study Flow diagram
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Risk of bias summary

Fig. 2
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Fig. 3 Risk of bias graph
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Fig. 4

Forest plot Noradrenaline vs Dopamine Mortality

Noradrenaline Dopamine Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
De Backer 2010 249 502 291 542 75.6% 0.92 [0.82, 1.04]
Marik 1994 5 10 6 10 1.6% 0.83[0.37, 1.85]
Marthur 2007 14 25 19 25 6.2% 0.74[0.49, 1.11] — 1
Martin 1993 7 15 10 16 2.4% 0.75[0.39, 1.45] —
Patel 2010 51 118 64 134 14.2% 0.90 [0.69, 1.19] -
Total (95% CI) 670 727 100.0% 0.90 [0.81, 1.00] L 2
Total events 326 390

Heterogeneity: Tau? = 0.00; Chi? = 1.44, df = 4 (P = 0.84); 1> = 0%

Test for overall effect: Z = 1.97 (P = 0.05)

0.2

.5 2 5
Favours [Noradrenaline] Favours [Dopamine]

Fig. 5 Forest plot Noradrenaline vs Dopamine Arrythmia
Dopamine Noradrenaline Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
De Backer 2010 207 858 102 821 65.8%  1.94[1.56, 2.41] i
Patel 2010 67 134 51 118  34.2% 1.16 [0.89, 1.51] TR
Total (95% CI) 992 939 100.0% 1.67 [1.41, 1.99] <o
Total events 274 153
Heterogeneity: Chi’ = 9.13, df = 1 (P = 0.003); I = 89% ; + + + + J
i 0.1 02 0.5 2 5 10
Test for overall effect: Z = 5.88 (P < 0.00001) Favours [Dopamine] Favours [Noradrenaline]
Fig. 6 Forest plot Noradrenaline vs Dopamine Coronary Ischemia
Noradrenaline  Dopamine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
De Backer 2010 25 821 19 858 100.0% 1.38[0.76, 2.48]
Total (95% CI) 821 858 100.0% 1.38 [0.76, 2.48]
Total events 25 19
Heterogeneity: Not applicable ; + ' + J
e _ 0.01 0.1 10 100
Test for overall effect: Z = 1.06 (P = 0.29) Favours [Noradrenaline] Favours [Dopamine]
Fig. 7 Forest plot Noradrenaline vs Dopamine Limb Ischemia
Noradrenaline  Dopamine Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
De Backer 2010 14 821 12 858 100.0% 1.22 [0.57, 2.62]
Total (95% CI) 821 858 100.0% 1.22 [0.57, 2.62]
Total events 14 12
Heterogeneity: Not applicable ’0 o1 051 T 150 100’

Test for overall effect: Z=0.51 (P = 0.61)

Favours [Noradrenaline] Favours [Dopamine]



Fig. 8 Forest plot Noradrenaline vs Dopamine Mesenteric Ischemia

Noradrenaline Dopamine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
De Backer 2010 6 81 11 858 100.0%  0.57[0.21, 1.53] —
Total (95% CI) 821 858 100.0% 0.57 [0.21, 1.53] —~l—
Total events 6 11
Heterogeneity: Not applicable ; + t J
Test for overall effect: Z = 1.11 (P = 0.27) 0.01 0.1 10 100

Favours [Noradrenaline] Favours [Dopamine]

Fig. 9 Forest plot Noradrenaline vs Phenylephrine Mortality

Noradrenaline  Phenylephrine Risk Ratio Risk Ratio
Study or Subgroup  Events  Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Jain 2010 15 27 16 27  56.9% 0.94 [0.59, 1.49]
Keriwala 2014 3 9 2 8 7.5% 1.33[0.29, 6.06]
Morelli 2008a 9 16 10 16  35.6%  0.90[0.51, 1.60] - =&
Total (95% CI) 52 51 100.0% 0.95 [0.67, 1.36] f
Total events 27 28
Heterogeneity: Chi? = 0.23, df = 2 (P = 0.89); I> = 0% ; + + J

0.1 02 0.5 1 2 5 10

Test for overall effect: Z = 0.26 (P = 0.79) Favours [Noradrenaline] Favours [Phenylephrine]

Fig. 10  Forest plot Noradrenaline vs Phenylephrine Arrythmia

Noradrenaline  Dopamine Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Keriwala 2014 2 9 1 8 100.0% 1.78[0.20, 16.10] I
Total (95% CI) 9 8 100.0% 1.78 [0.20, 16.10]
Total events 2 1
Heterogeneity: Not applicable ; + 1 + J
Test for overall effect: Z = 0.51 (P = 0.61) 0.01 0.1 1 10 100

Favours [Noradrenaline] Favours [Dopamin]



