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PubMed search strategy (8% H 20194 4 H 15H)
#1 | Sepsis[mesh] or sepsis[tiab] or “Systemic Inflammatory Response 195439

Syndrome”’[mesh] or  “Systemic  Inflammatory = Response
Syndrome”[tiab] or SIRS[tiab] or “septic shock”[tiab] or “Multiple
Organ Failure”[mesh] or “Multiple Organ Failure”[tiab] or MOF[tiab]

#2 | Procalcitonin[mesh] or procalcitonin[tiab] or PCT[tiab] 8963

#3 | Randomized controlled trial[pt] or controlled clinical triallpt] or | 3879970
randomized[tiab] or placebo[tiab] or drug therapylsh] or
randomly[tiab] or trial[tiab] or groups[tiab] not (animals [mh] not
humans [mh])

#4 | #1 and #2 and #3 847

CENTRAL search strategy (#8% H 20194 4 A 16 H)

#1 | MeSH descriptor: [Sepsis] explode all trees 3998
#2 | (sepsis):ti,abkw 10248
#3 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4328
explode all trees
#4 | (systemic inflammatory response syndrome):ti,ab,kw 1194
#5 | MeSH descriptor: [Shock, Septic] explode all trees 771
#6 | (shock, septic):ti,abkw 2738
#7 | MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#8 | (Multiple Organ Failure):ti,ab,kw 1667
#9 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 14748
#10 | MeSH descriptor: [Procalcitonin] explode all trees 5
#11 | (procalcitonin):ti,ab,kw 773

#12 | (PCT):ti,ab,kw 853




#13 | #10 or #11 or #12 1259
#14 | #9 and #13 350
EEh R EE search strategy (8% B 20194 4 8 18 H)
#1 | (BRIWAE/TH or BXMNYE/TA)) and (PT=55&ER <) 22405
#2 | (ayy-BIMfEME/TH or BRIMEEES 3V /TA) and (PT-25& % 6145
(239)
#3 | (2BMRERISERE/TH or 25 RIERISAEREE/TA) and 17730
(PT=E 8B
#4 | (BB AL/TH or ZHEERFL/TA) and (PT==Z KR 6286
#5 | #1 or #2 or #3 or #4 28726
#6 | ((Procalcitonin/TH or Procalcitonin/AL or FRAJILIR=2 /AL or 1263
PCT)) and (PT=5:%5%<)
#1 | IS LAELLEEAER/TH or S A LAELLEEAER/TH or SU% 350599
LE/AL or FEVEBIE/AL or LEEEAER/AL or BREREAER/AL or 7
StR/AL or XEB/AL or O bO—)L/AL or BRERFRZE/AL or &
E&/AL
#8 | #5 and #6 and #7 32
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7 orhLD-1 Mortality at 28 days



PCT non-PCT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Svohada 2007 10 38 13 34 36% 0.68[0.35,1.36] 2007 T
Mohre 2008 ] 34 5] 40 1.4% 0.85[0.28, 2.57] 2008 I —
Oliveira 2013 16 49 15 45 50% 0.98 [0.55,1.74] 2013 -
de Jong 2016 148 761 196 785 471% 0.78 [0.65, 0.95] 2016 L
Bloog 2016 140 547 148 529 429% 0.91 [0.758,1.11] 2016 L
Total {95% Cl) 1434 1433 100.0% 0.84 [0.74, 0.96] +
Total events 320 ave
?et?;ogenemil:l T?ru t:-gflg;g;hlp:—1j?gzglgf: 4{P=078)F=0% T oh 1 o0
estfor overall effect: Z=2.61 (P = 0.009) Favours PCT Favours non-PCT
79 HLD-2 Mortality at hospital discharge
PCT non-PCT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% ClI
Mohre 2008 g 39 g 40 31% 1.03[0.46, 2.31] 2008 T
Hochreiter 2008 14 57 14 53 A5I1% 1.00[0.53,1.86] 2009 —
Schroeder 2009 3 14 3 13 1.0% 0.893[0.23,3.81] 2009 e E—
Annane 2013 7 H 10 30 3.0% 0.68[0.30,1.558] 2013 I —
Deliberato 2013 ] 20 ] kil Mot estimable 2013
Oliveira 2013 21 49 1 45 10.0% 0.892 [0.58,1.44] 2013 "
Shehahi 2014 30 186 26 198  8.5% 1.7 [0.72,1.90] 2014 T
Majafi 2015 ] 30 4 30 1.4% 1.26[0.37, 4.21] 2015  R—
Kip 2018 166 761 234 785 GB.0% 0.73[0.62,0.87] 2018 |
Total (95% CI) 1197 1225 100.0% 0.81 [0.70, 0.93] L ]
Total events 256 321
?et?;ogenemil:l T?ru :g;ﬂg;;gmp:_ﬁd?;u,gf: FiP=083)F=0% T 0 10 100
Bstfor overall effect 2= 2.99 (F = 0.003) Favours PCT Favours non-PCT
7 9rhL® Recurrence
PCT non-PCT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Mohre 2008 1 39 1 40 16.1% 1.03[0.07,15.83] 2008
Annane 2013 218 319 433% 070013, 3.73] 2013 —
Oliveira 2013 3 49 1 45 24.3% 2.76[0.30,25.54] 2013 I B E—
Deliberato 2013 1 20 1 31 16.4% 1.55([0.10,23.39] 2013
Total (95% CI) 126 135 100.0% 1.19 [0.40, 3.55] ~li—
Total events 7 &
?eti;ogenemil:l T?ru :g._ﬂg;gﬂmp:_ﬂf% df=3{F =081 F=0% e o4 1 100
estfor overall effect: 2= 0.30 (F = 0.76) Favours PCT Favours non-PCT
7 9hHL®B Emergence of resistant organisms
T30
7 9hHL@ Duration of antibiotic therapy (days)
PCT non-PCT Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean 5D Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Hochreiter 2009 29 1.7 a7 78 045 83 38.8% -2.00[-2.46,-1.54] 2009
Schroeder 2009 6E 1.1 14 8.3 07 13 361%  -1.70[-239,-1.01] 2009
Oliveira 2013 81 37 49 7.2 34 45 251% 0.90 [-0.56, 2.36] 2013
Total (95% CI) 120 111 100.0%  -1.16 [-2.33, 0.00]
Heterogeneity, Tau®= 0.86; Chi*=13.86, df= 2 (P=0.0010); F= 86% oo 20 b 20 100

Testfor averall effect Z=1.95 (P =0.05)

Favours PCT Favours non-PCT
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79 HLD-1 Mortality at 28 days
PCT non-PCT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI|
2.1.1 Continuous
Swoboda 2007 10 38 13 34 6.3% 0.69 [0.35,1.36] 2007 -1
Mohre 2008 ] 39 4 40 2.4% 0.85[0.28, 2.587] 2008 . —
Oliveira 2013 16 49 15 a5 8.8% 0.88 [0.45,1.74] 2013 —_ T
de Jong 2016 148 TE1 196 785 825% 0.78 [0.65, 0.99] 2016 .
Subtotal {95% CI) 887 904 100.0% 0.79 [0.67,0.94] 4
Total events 180 230
Heterogeneity: Tau®= 0.00; Chi*=0.71, df= 3 (F=0.87); F= 0%
Testfor averall effect Z= 2.63 (P = 0.008)
2.1.2 Intermittent
Bloos 2016 140 547 148 529 100.0% 0.81[0.75,1.11] 2016 !
Subtotal (95% CI) 547 529 100.0% 0.91 [0.75,1.11]
Total events 140 149
Heterogeneity: Mot applicable
Testfor overall effect Z= 0.95 (P = 0.34)
0.01 0.1 10 100

Testfor subaroup differences: Chif=1.01, df=1 (P =031}, F=1.0%

7 9hHLA-2 Mortality at hospital discharge

Favours PCT Favours non-PCT



PCT non-PCT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% C1 Year M-H, Random, 95% CI
2.2.1 Continuous
Mohre 2008 g 39 g 40 3.23% 1.03[0.46, 2.31] 2008 .
Schroeder 2008 3 14 3 13 11% 0.83[0.23,3.81] 2009 I E—
Haochreiter 2009 14 a7 14 53 54% 1.00[0.53,1.86] 2009 —
Oliveira 2013 21 49 21 45 10.4% 0.82[0.58,1.44] 2013 "
Shehahi 2014 30 196 26 198  8.9% 117 [0.72,1.90] 2014 T
Kip 2018 166 761 234 7ES T11% 0.73[0.62,087] 2018 [ |
Subtotal {95% Cl) 1116 1134 100.0% 0.80 [0.70, 0.93] ¢
Total events 244 307
Heterageneity: Tau®= 0.00; Chi*=4.56, df=5 (P =047, F=0%
Testfor overall effect Z=2.94 (P = 0.003)
2.2.2 Intermittent
Deliberato 2013 a 20 a )| Mat estimahle 2013
Annane 2013 7 kil 10 30 68.4% 0.68 [0.30,1.949] 2013 ——
Majafi 2015 ] 30 4 30 36% 1.26[0.37, 4.21] 2015 —
Subtotal (95% Cl) 81 91 100.0% 0.82 [0.42, 1.63] -
Total events 12 14
Heterageneity: Tau®= 0.00; Chi*= 067, df=1 (P =041}, F=0%
Testfor overall effect: 2= 056 (P = 0.57)

0.01 0.1 10 100

Test far subaroup differences: Chi®= 000, df=1 (P =0.495), F= 0%

Subgroup #2HT(2) sgmesEnzs

General (B FE D MEEZRM 4T ) . Confirmed (B 5E D 2 WriEEHIIZPRZE) . Unknown
(BB RBAFIZERE) DIY IIL—TIZH4$E

Favours PCT Favours non-PCT
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7 9hHLA-2 Mortality at hospital discharge
PCT non-PCT Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
3.2.1 General
Mobre 2008 g 39 g 40 4.8% 1.03[0.46, 2.31] 2008 I —
Hochreiter 2009 15 a7 14 A3 T.8% 1.00[0.53,1.86] 2009 T
Oliveira 2013 21 49 21 45 14.4% 082 [0.58,1.44] 2013 "
Shehahi 2014 30 186 26 198 12.4% 1A7[0.72,1.90] 2014 T
Kip 2018 166  TE1 234 TBS  BOE% 073062 0.87] 2018 ]
Subtotal {95% CI) 1102 1121 100.0% 0.83 [0.70,1.00] ¢
Total events 241 304
Heterogeneity: Tau®=0.01, Chi*= 4,62, df=4 (F=0.34), F= 12%
Testfor averall effect Z=1.97 (P = 0.05)
3.2.2 Confirmed
Schroeder 2009 3 14 3 13 100.0% 0.83[0.23,3.81] 2009
Deliherato 2013 a 20 a M Mat estimahle 2013
Subtotal (95% CI) 34 44  100.0% 0.93 [0.23, 3.81]
Tatal events 3 3
Heterageneity: Mot applicable
Testfor overall effect: Z=0.10 (P =0.92)
3.2.3 Unknown
Annane 2013 7 kil 10 30 EBE.4% 0.68 [0.30,1.99] 2013 ——
Majafi 2014 g i 4 30 3 6% 1.25[0.37,4.21] 2015 —
Subtotal (95% CI) 61 60 100.0% 0.82[0.42,1.63] -
Total events 12 14
Heterogeneity: Tau®= 0.00; Chi*=0.67, df=1 (P=0.41); F=0%
Testfor overall effect Z= 0,56 (P = 0.57)
001 0.1 10 100

Testfor subaroup differences: Chi#=0.02, df= 2 (P = 0.99), F= 0%

Favours PCT Favours non-PCT



