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PubMed search strategy (8% H 2019 £ 4 A 28 H)

#1 | "sepsis”[mesh] OR “sepsis”[tiab] OR “Severe Sepsis”[tiab] OR 183467
“Sepsis, Severe”[tiab] OR “Pyemia”[tiab] OR “Pyemias”[tiab] OR
“Pyohemia”[tiab] OR “Pyaemia”[tiab] OR “Septicemia”[tiab] OR
“Septicemias”[tiab] OR “Blood Poisoning”[tiab] OR “Blood
Poisonings”[tiab] OR “Septicemia”[tiab] OR “Blood stream
infection”[tiab] OR “Septic shock”[tiab] OR “Endotoxic Shock”[tiab]

OR “Toxic Shock”[tiab] OR “Severe sepsis”[tiab]

#2 | “Systemic Inflammatory Response Syndrome”[mesh] OR “Systemic 121741
Inflammatory Response Syndrome”[tiab] OR “Sepsis Syndrome”[tiab] OR
“Sepsis Syndromes” [tiab]

#3 | “Anti-Infective Agents”[Mesh] OR ”“Anti-Infective Agents”[tiab] OR 2282682

“Anti Infective Agents”[tiab] OR ”Antiinfective Agents”[tiab] OR
“Microbicides”[tiab] OR “Antimicrobial Agents”[tiab] OR “Anti—
Microbial Agents”[tiab] OR “Anti Microbial Agents”[tiab] OR
“antibiotic therapy”[tiab] OR “Anti Bacterial”[tiab] OR

” Antibacterial”[tiab] OR “Anti-Mycobacterial“[tiab] OR
“Bactericidal “[tiab] OR “Anti-Mycobacterial“[tiab] OR “Anti
Mycobacterial “[tiab] OR “Anti mycobacterial“[tiab] OR
“Antibiotics”[tiab] OR “Antibiotic“[tiab] OR “Bacteriocidal“[tiab] OR
“Bacteriocides”[tiab] OR “Antifungal agents”[Mesh] OR “Antifungal
agents”[tiab] OR “Anti—fungal”[tiab] OR “Antifungic”[tiab] OR
“Fungicides”[tiab] OR “Chemotherapies”[tiab] OR
“Chemotherapy”[tiab] OR “Drug Therapies”[tiab] OR “Drug
Therapy”[Mesh] OR “Drug Therapy”[tiab] OR
“Pharmacotherapies”[tiab] OR “Pharmacotherapy”[tiab]




#4 | “De-escalation” [tiab] OR “De escalation” [tiab] OR “Deescalate” 331088
[tiab] OR “Narrow spectrum” [tiab] OR “Narrow—spectrum” [tiab] OR
“Narrower spectrum” [tiab] OR “Narrower—spectrum” [tiab] OR
“Narrowing” [tiab] OR “Adjustment” [tiab] OR “Adjust” [tiab] OR
“Tailoring” [tiab] OR “Tailored” [tiab] OR “Tailor” [tiab] OR
“Downgrading” [tiab] OR “Discontinue” [tiab] OR “discontinuing”
[tiab] OR “definitive therapy” [tiab] OR “definitive treatment” [tiab]
OR “targeted therapy” [tiab] OR “targeted treatment” [tiab]
#5 “Drug Utilization”[Mesh] OR “Drug Utilization"[tiab] OR “Drug 24843
Utilizations”[tiab] OR “Drug Utilization Review”[Mesh] OR “Drug
Utilization Review”[tiab] OR “Drug-Use Review”[tiab] OR “Drug Use
Review”[tiab] OR “Drug-Use Reviews”[tiab] OR “Review, Drug
Utilization“[tiab] OR “Drug Utilization Reviews”[tiab] OR “Utilization
Review, Drug”[tiab] OR “Drug Utilization Evaluation”[tiab] OR “Drug
Utilization Evaluations”[tiab]
#6 | #1 OR #2 187559
#7 | #4 OR #5 355032
#8 | #3 AND #6 AND #7 1412
#9 | 25091790[uid] AND #7 1
CENTRAL search strategy (% H 2019 %4 H 28 H)
#1 | MeSH descriptor: [Sepsis] explode all trees 3998
#2 | (sepsis):ti,ab,kw 10248
#3 | MeSH descriptor: [Systemic Inflammatory Response 4328
Syndrome] explode all trees
#4 | ("Systemic Inflammatory Response Syndrome”):ti,ab,kw 1020
#5 | (SIRS):ti,abkw 676
#6 | #1 OR#2 OR #3 OR #4 OR #5 12886
#7 | MeSH descriptor: [Anti-Infective Agents] explode all trees 27345
#8 | (“Anti-Infective Agents”):ti,abkw 4739
#9 | MeSH descriptor: [Antifungal Agents] explode all trees 1681
#10 | (“Antifungal agents”):ti,ab,kw 1862
#11 | MeSH descriptor: [Drug Therapy] explode all trees 134017
#12 | ("Drug Therapy”):ti,abkw 356136
#13 | #7 OR # 8 OR #9 OR #10 OR #11 OR #12 404883




#14 | MeSH descriptor: [Drug Utilization] explode all trees 481
#15 | ("Drug Utilization”):ti,ab,kw 895
#16 | MeSH descriptor: [Drug Utilization Review] explode all trees 103
#17 | ("Drug Utilization Review”):ti,ab,kw 121
#18 | ("Drug-Use Review”):ti,abkw 5
#19 | ("Drug Use Review”):ti,ab,kw 5
#20 | ("Drug-Use Reviews”):ti,ab,kw 2
#21 | ("Review, Drug Utilization”):ti,ab,kw 1
#22 | (“"Drug Utilization Reviews”):ti,ab,kw 3
#23 | (“"Drug Utilization Evaluation™):ti,ab,kw 10
#24 | ("De-escalation”):ti,ab,kw 303
#25 | ("De escalation”):ti,abkw 303
#26 | ("Deescalate”):ti,ab,kw 29
#27 | (“Narrow spectrum”):ti,ab,kw 96
#28 | (“"Narrow—spectrum”):ti,ab kw 96
#29 | (“"Narrower spectrum”):ti,ab,kw 17
#30 | (“"Narrower—spectrum”):ti,ab,kw 17
#31 | ("Narrowing”):ti,ab,kw 1447
#32 | ("definitive therapy”):ti,ab,kw 133
#33 | ("definitive treatment”):ti,ab,kw 441
#34 | #14 OR #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR 3342
#21 OR #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28
OR #29 OR #30 OR #31 OR #32 OR #33
#35 | #6 AND #13 AND #34 48
EZFhRMEE search strategy (F8%EH 20194 4 B 28 H)
#1 | (BROLEE/TH or BRIMSE/TA)) and (PT==ERR<) 22,405
#2 FME/TH or FHMAE/TA) and (PT=EERR) 494
#3 | (S HERERIGEIREE/TH or £ 5 M RAERISEIREE/TA)) and (PT=R5E %
8O 17,730
#4 | (Cavy-BMmAEM/TH or BUMAETE 3v5/AL) and (PT=REER 6,145
#5 | (BRI E/TH or ZWHRFL/TA) and (PT=RF IR 6,286
#6 | (FEEEATS/TH or FEEVEATS/TA)) and (PT=HEEER<) 175
#7 | (BEERBEER/TH or EERKBEIFERA/TA) and PT=2&Z KR 85




#8 | (MEXRBEEGAXE/TH or HERBEIEFAXIE/TA) and PT=2H#R<) 245
#9 | (BUREEF/TH or HUESEFI/AL) and (PT=2EEHRO 198,245
#10 | ("T-TRAL—32"/TA) and PT=E KR 4
#11 | ("Antibiotic Stewardship”/TA) and (PT=R &< 7
#12 | (“Antimicrobial Stewardship”/TA) and (PT=R&#}&<) 119
#13 | ("De-escalation”/TA) and (PT=R5& kR 210
#14 | GAEXIOBEMERA/TA) and PT=2ZHR< 22
#15 | MMEEDBEEMEA/TA) and PT=REEKERC) 787
#16 | GAEIEEHE/TA) and PT=2E8E 18
#17 | MEEEETOY FL/TA) and (PT=R&EIZIRC) 6
#18 | GIEEBIEEFA/TA) and PT=E KR 646
#19 | MIMEYEDBEEFEFA/TA) and PT=2Z K 12
#20 | (“Antimicrobial Stewardship Program”/TA) and (PT=2%&<) 43
#21 | #6 or #7 or #8 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or 1,916

#17 or #18 or #19 or #20
#22 | #1 or #2 or #3 or #4 or #5 or #21 30,648
#23 | #9 and #21 and #22 1,444
#24 | S5 LAELLEGERER/TH or S LALLLEEAER/TH or S5 L{E/AL or &

YEAIE/AL or LLEXEAER/AL or BRERFAER/AL or T5t7R/AL or XHB/AL or 3 301,704

2 hE—JL/AL or BRERWRZR/AL
#25 | #23 and #24 75




PRISMA 70—

1535 of records identified 0 of additional recards
through database searching identified through ather
s0Urces

!

1516 of records after
duplicates remaved

T

40 of recards screened 4,{

T

1 of full-text articles assessed
for eligibility

¥

1 of studies included in
gualitative synthesis

T

1 of studies included in
quantitative synthesis
(meta-analysis)

Risk of Bias H¥<!)—

1476 of records excluded

Full-text articles excluded:

not randomised trial (n= 39)




. Blinding of outcome assessment (detection hiasg)

. Incomplete outcome data (attrition hias)

. Blinding of patticipants and personnel {performance hias)
. Selective reporting (reporting bhias)

. Fandom sequence generation (selection bias)

@ | Allocation concealment (selection bias)
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Leone 2014 ?
Z4LANTAYE
7 9rhLD 90-day mortaity
De-escalation  No de-escalation Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% Cl Year M-H, Random, 95% CI
Leane 2014 18 a9 13 a7 100.0% 1.34[0.72, 2.47] 2014
Total (95% CI) 59 57 100.0% 1.34 [0.72, 2.47]
Total events 18 13
Heterogeneity: Mot applicable I t T t |
e B 0.01 0.1 1 10 100
Testfor overall efiect Z= 0.3 (P = 0.35) Favours [experimental] Favours [contral]
TIMNLQ EFRER
De-escalation Mo de-escalation Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Leone 2014 16 59 [ 57 100.0% 2581[1.08 612
Total (95% CI) 59 57 100.0% 2.58[1.08,6.12] i
Total events 16 G

ity i I t 1 |
Heterogeneity, Mot applicable 001 o1 10 100

Test for overall effect: Z= 214 (P =0.03)

J7oRILFayk
S2& (1 XEE D THETELLY)

Favours [experimentall Favours [control]
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PRISMA 70—

1535 of recards identified
through database searching

SOUrces

0 of additional recaords
identified through other

!

1516 of recards after
duplicates removed

T

40 af recards screened

¥

13 of full-text articles assessed
for eligibility

T

13 of studies included in
gualitative synthesis

¥

13 of studies included in
gquantitative synthesis
(meta-analysis)

— -

— -

1476 of recards excluded

Risk of Bias H¥<!)—

Full-text articles excluded:
different study design (n=1)

different inclusion criteria (n=
14}

defferent intervention (n=10)

missing data (n= 2)
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Carugati 2014

Garnacho-Montero 2014 . . . .

Zonzalez 2013 . . . .

Heenen 20132 .

Lee201s | @ | @@ © | @ | @

Lee2017 | @ | @D O O @ O @
mokart 2014 | @) | @ | O | O | O | O O | @
Moraes 2016 . . . . . . . .

morel 2010 | @) | @ | O | O | O OO @
Nimura 2018 | @) | @ | @ | O | @ @ | O | @
oshima 2016 | @ | @ | @ | O | O ® | @ @&
salahuddin 2016 | @) | @ | @ | O | O | O | O | O

viasus 2017 | @ | @ | O | O | O | OO | ®

2#4LARMTavk

79hHLD-1 Mortality at longest follow-up



De-escalation  No de-escalation Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Carugati 2015 25 1645 24 96 9.4% 0.61 [0.37,1.00] -
Garnacho-Montero 2014 ] 218 140 409 13.9% 0.75[0.58, 0.96] -
Gonzalez 2013 an 117 30 112 10.8% 0.96 [0.62, 1.48] —_
Heenen 2012 13 79 3 90 8.3% 0.45[0.27, 0.89] —_—
Lee 2015 ] 86 42 103 71% 0.26[0.13, 0.50] E—
Lee 2017 12 188 g 158 5.0% 1.80[0.63, 3.57] —_ T
Mokart 2014 g 44 15 a7 6.0% 0,649 [0.32, 1.48] I
Maoraes 2016 25 44 1o 180 13.2% 1.01 [0.76, 1.35] -
Marel 2010 1 B9 18 73 BY% 0.65[0.33, 1.27] T
Miimura 2018 2 21 ] 39 23% 0.41[0.10,1.74] -
Oshima 2016 4 51 ] 35 38% 0.31[0.10, 0.91] —
Salahuddin 2016 27 188 47 207 10.6% 0.63[0.41, 0.97] —
Viasus 2017 3 96 G0 T3g 33% 03810012, 1.20] B
Total (95% CI) 1337 2298 100.0% 0.66 [0.52, 0.83] L 2
Total events 2249 544

Heterogeneity: Tau®= 0.09; Chi®= 27.23, df=12 (P = 0.007); = 46%

04 10

T - 0.01 100
Test for averall effect: 2= 3.55 (P = 0.0004} Favours [experimental] Favours [control]
79rHLA)-2 28-day mortality
De-escalation  No de-escalation Risk Ratio Risk Ratio

Study or Subgroup Events Total Ewents Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Lee 2015 8 86 38 103 53.8% 0.25[0.12,0.81] —i—
Lee 2017 7 158 7 168 46.2% 1.00[0.36, 2.78]
Total (95% CI) 244 261 100.0% 0.48[0.12, 1.84]
Total events 14 45

ity: Tau== S Chif= = = = I } t } |
Heterogeneity: Tau®=0.75; Chi®*=4.73, df=1 (P=0.03);, F=79% 0o o ] 10 100

Testfor overall effect, Z=1.08 (F=0.28)

J7oRILFayk

79hHLD-1 Mortality at longest follow-up
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