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PubMed search strategy (8% H 2019 £ 4 A 27 H)

#1 Search  (((("Sepsis“[Mesh]) OR “Shock, Septic’[Mesh]) OR 192,219
sepsis[tiab]) OR septic[tiab])

#2 Search ((("Systemic Inflammatory Response Syndrome”[Mesh]) OR | 123,774
“Systemic Inflammatory Response Syndrome”[tiab]) OR SIRS[tiab])

#3 Search (((("Multiple Organ Failure”[Mesh]) OR organ failure[tiab]) OR 37,642
organ dysfunction[tiab]) OR MOF[tiab]) OR MODS[tiab])

#4 Search (((((lactates[mesh]) OR lactates[tiab]) OR lactate[tiab]) OR | 153,346
“Lactic Acids”[tiab]) OR “Lactic Acid”[tiab])

#5 Search ((randomized controlled trial[pt] OR controlled clinical triallpt] | 3,887,551
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])))

#6 Search (#1 OR #2 OR #3) 224,260

#7 Search (#4 AND #5 AND #6) 1,176

CENTRAL search strategy (8% H 2019 &£ 4 B 27 H)

#1 MeSH descriptor: [Sepsis] explode all trees 3,998

#2 MeSH descriptor: [Shock, Septic] explode all trees 771

#3 (sepsis):ti,ab,kw 10,248

#4 (septic):ti,ab,kw 4,108

#5 MeSH descriptor: [Systemic Inflammatory Response Syndrome] explode 4,328
all trees

#6 (Systemic Inflammatory Response Syndrome):ti,ab,kw 1,194

#7 (SIRS):ti,ab,kw 676




#8 MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#9 (organ failure):ti,ab,kw 5,601
#10 (organ dysfunction):ti,ab,kw 2,529
#11 (MOF):ti,ab,kw 141
#12 | (MODS):ti,ab,kw 247
#13 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR 19,989
#11 OR #12
#14 | MeSH descriptor: [Lactates] explode all trees 3,006
#15 | (lactates):ti,ab,kw 1,248
#16 (lactate):ti,ab,kw 8,752
#17 (Lactic Acids):ti,ab,kw 451
#18 (Lactic Acid):ti,ab,kw 4,071
#19 #14 OR #15 OR #16 OR #17 OR #18 10,693
#20 #13 AND #19 836
EZFhRMEE search strategy (8% H 20194 4 A 27 H)
#1 | (BRIMYE/TH or BXIMIE/TA)) and (PT==3&EFR<) 22,405
#2 | (Cavd-BRIMENM/TH or BUMETES 3V D/TA)) and (PT=5 8 6,145
(239
#3 ((BRIMMHE/TH or sepsis/TA)) and (PT=2Z£%R<) 15,909
#4 (septic/AL and (3,3Y%/TH or shock/TA)) and (PT=2% k&< 511
#5 (£ B M RIERSIEIEER/TH or £ 54 RIERAEIEEE/TA) and 17,730
(PT=3&8%FR<)
#6 (B MRERIGERE/TH or 2814 RAEMRISGIEIZREE/TA)) 17,555
and (PT=2& &R
#7 (2 B MERIERISETEIREE/TA) and PT=25 &< 6
#8 | (EFMERAERIGAEIEEE/TH or sirs/TA)) and (PT=5&ER<) 17,846
#9 (2B MRERIGEZREE"/TH or “systemic inflammatory 17,592
response syndrome”/TA)) and (PT=i%8%R<)
#10 | (septic/TA) and (PT=Z&EXBR<) 1,336
#11 | ("ZHH2F2"/TH or "Multiple Organ Failure”/TA)) and (PT=R& 3,717
74239
#12 | ("organ failure”/TA) and (PT=2Z k&< 235
#13 | ("organ dysfunction”/TA) and (PT=23%%8<) 51
#14 | (Z##EAL/TH or MOF/TA)) and (PT=5& 8% <) 4,899




#15 | (ZHE28F2/TH or MODS/TA)) and (PT=2%$3<) 3,763
#16 | (ZHERFLE/TH or ZHEZRF2/TA)) and PT=2ZEEXR) 6,286
#17 | (ZHEBEFL/TH or ZHEZRIEE/TA)) and (PT=2 <) 4,142
#18 | (EEBF A 2/TA) and (PT=2E 5 5,047
#19 | (FRESHEREREE/TA) and (PT=25&5%%<) 143
#20 #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11 or 31,695
#12 or #13 or #14 or #15 or #16 or #17 or #18 or #19
#21 ((Lactates/TH or lactates/TA)) and (PT=2&#%&<) 2,741
#22 | (("Lactic Acid”/TH or lactate/TA)) and (PT=2%k[R<) 3,116
#23 | ("Lactic Acid”/TH or “Lactic Acid”/TA)) and (PT=5i&5%x<) 2,743
#24 | ("Lactic Acids”/TA) and (PT=25%F2<) 0
#25 | (("Lactic Acid”/TH or ZLE&/TA)) and (PT=5& %) 11,271
#26 | (FLERME/TA) and PT=25&5%&<) 993
#27 | #21 or #22 or #23 or #24 or #25 or #26 12,205
#28 | (oA LMELLEERER/TH or S A LLLLEGERER/TH or S5 229,335
LAE/AL or FE{EBIE/AL or LEEEHER/AL or BREREAER/AL or 7
StAR/AL or XtBB/AL or a2 bA—/L/AL or BRERFFZE/AL) and
(PT=28%58<)) and PT=2&ER[R<)
#29 | #20 and #27 and #28 36




PRISMA 70—

Eligibility Screening Identification

Included

2,048 Records identified through

No additional records identified
database searching through other sources

1,176 MEDLINE (via PubMed)
836 Cochrane CENTRAL
36 ICHUSHI

A 4 \ 4

1,800 Records after duplicates removed

A

1,800 Records screened

A 4

11 Full-text articles

A4

1,789 Records excluded
621 wrong drug

506 wrong population
404 wrong study design
181 foreign language

71 wrong outcome

6 wrong publication type

assessed for eligibility

A 4

5 Studies included in
qualitative synthesis

A

5 Studies included in
quantitative synthesis
(meta-analysis)

\4

6 Full-text articles
excluded, with reasons
4 wrong publication type
1 wrong study design

1 foreign languag
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Forest/Funnel Plots

7 9rHLA Short—term mortality (28 or 30days)

Lactate-guided Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% ClI
Herndndez 2019 92 212 74 212 272% 1.24[0.98, 1.58] (-
Jansen 2010 52 171 63 177 253% 0.85[0.63,1.15] =
Jones 2010 25 150 34 150 20.0% 0.74[0.46,1.17] —r
Puskarich 2012 2 25 9 22 50% 0.20[0.05, 0.81]
Zhou 2017 33 180 50 180 225% 0.66 [0.45, 0.97] —
Total (95% CI) 738 741 100.0% 0.80 [0.57, 1.14] <&
Total events 204 230
Heterogeneity: Tau®= 0.10; Chi*= 14.81, df= 4 (P = 0.005), F= 73% oz oh 1 =5
Test for overall effect Z=1.23 (P =0.22) ’ La'clate-guided Control
7 9rHL® Long—term mortality (90 days or more)
Lactate-guided Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Hemandez 2019 99 212 87 212 524% 1.14[0.92,1.41]
Jansen 2010 57 171 76 177 4756% 0.78 [0.59,1.02]
Total (95% CI) 383 389 100.0% 0.95 [0.65, 1.38]
Total events 156 163
Heterogeneity: Tau®= 0.06; Chi*= 4.68, df=1 (P = 0.03); F=79% ! t f f |
Test for overall effect: Z= 0.28 (P=0.78) 0.01 La?:ilute—guaded1 _— 10 100
7 9rHL®B ICU length of stay (days)
Lactate-guided Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hernandez 2019 9 96 212 91 98 212 139% -0.10[1.95,1.75)
Jones 2010 59 846 150 56 7.39 150 147% 0.30-1.50,2.10)
Zhou 2017 28 356 180 28 43 180 714% 0.00 [-0.82,0.82)
Total (95% CI) 542 542 100.0%  0.03[-0.66,0.72]
Heterogeneity: Tau*= 0.00, Chi*=0.11,df= 2 (P =0.95), F= 0% l N t T + {
Test for overall effect Z= 0.09 (P = 0.93) 100 La;gle-guiﬁed i 100
7 9hH.L@ Severe Adverse Effects (SOFA at 72 hrs)
Lactate-guided Control Mean Difference Mean Difference
Study or Subgroup _ Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Hernandez 2019 66 47 166 56 43 165 285% 1.00[0.03,1.97]
Jansen 2010 64 111 171 7 1.04 177 406% -0.60[-0.83,-0.37]
Jones 2010 3 37 180 3 37 150 31.0% 0.00 [-0.84,0.84]
Total (95% CI) 487 492 100.0% 0.04 [-0.88, 0.96]
Heterogeneity: Tau*= 0.53; Chi*= 11.28, df= 2 (P = 0.004); F=82% 5_1 00 _550 T 550 1005

Test for overall effect: Z= 0.09 (P = 0.93)

Lactate-guided Control



