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PubMed search strategy (1% H 20194 4 A 28 RH)
#1 | "Intensive Care Units"[Mesh] OR "intensive care unit*"[tiab] 129584

#2 | "Critical lliness"[Mesh] OR "Critical Care"[Mesh] OR “Critical* 185588
il*’[tiab] OR "critical care"[tiab] OR "intensive care"[tiab] OR
“Surgical intensive care” [tiab]

#3 | Sepsis[Mesh] OR"Shock, Septic"[Mesh] OR Bacteremia[Mesh] 182749
OR Sepsis[tiab] OR “Septic shock”[tiab] OR Bacteremia([tiab]

#4 | "Systemic Inflammatory Response Syndrome"[Mesh] OR 123788
"Systemic Inflammatory Response Syndrome"[tiab] OR
SIRS[tiab]

#5 | "Multiple Organ Failure"[Mesh] OR "organ failure*"[tiab] OR 37297
"organ dysfunction"[tiab] OR MOFtiab]

#6 | #1 OR#2 OR #3 OR #4 OR #5 396577

#7 | "Enteral Nutrition"[Mesh] OR “enteral nutrition”[tiab] OR “enteral 28577
feeding”[tiab] OR “feeding tube*”"[tiab] OR “force feeding™*”[tiab]
OR “tube feeding*’[tiab] OR “gastric tube™*” [tiab]

#8 | "Parenteral Nutrition"[Mesh] OR “parenteral nutrition”[tiab] OR 30807
“pnarenteral feeding*”’[tiab] OR “intravenous feeding*”’[tiab] OR
“intravenous nutrition*”[tiab]

#9 | randomized controlled trial[pt] OR controlled clinical trial[pt] OR | 3888206
randomized[tiab] OR placebo[tiab] OR drug therapy[sh] OR
randomly[tiab] OR trial[tiab] OR groups[tiab] NOT (animals [mh]
NOT humans [mh])

#10 | #6 AND #7 AND #8 AND #9 520

CENTRAL search strategy (8% H 2019 % 4 A 28 H)

#1 | MeSH descriptor: [Intensive Care Units] explode all trees 3260

#2 | ("intensive care unit*™):ti,ab,kw 13671




#3 | MeSH descriptor: [Critical lliness] explode all trees 1845
#4 | (“Critical* ill*”):ti,ab,kw 73
#5 | MeSH descriptor: [Critical Care] explode all trees 1918
#6 | ("critical care"):ti,ab,kw 3515
#7 | ("intensive care"):ti,ab,kw 20325
#8 | (“Surgical intensive care”):ti,ab,kw 716
#9 | MeSH descriptor: [Sepsis] explode all trees 3998
#10 | (Sepsis):ti,ab,kw 10248
#11 | (“Septic shock”):ti,ab,kw 2576
#12 | MeSH descriptor: [Bacteremia] explode all trees 886
#13 | (Bacteremia):ti,ab,kw 2383
#14 | MeSH descriptor: [Systemic Inflammatory Response Syndrome] 4328

explode all trees
#15 | ("Systemic Inflammatory Response Syndrome"):ti,ab,kw 1020
#16 | (SIRS):ti,ab,kw 676
#17 | MeSH descriptor: [Multiple Organ Failure] explode all trees 384
#18 | ("organ failure*"):ti,ab,kw 2807
#19 | ("organ dysfunction"):ti,ab,kw 1416
#20 | (MOF):ti,ab,kw 141
#21 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR 35862

#10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17

OR #18 OR #19 OR #20
#22 | MeSH descriptor: [Enteral Nutrition] explode all trees 1713
#23 | (“enteral nutrition”):ti,ab,kw 3911
#24 | (“feeding tube*”):ti,ab,kw 525
#25 | (“enteral feeding”):ti,ab,kw 1244
#26 | (“force feeding*”):ti,ab,kw 1
#27 | (“tube feeding*”):ti,ab,kw 624
#28 | (“gastric tube*”):ti,ab,kw 548
#29 | #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 5605
#30 | MeSH descriptor: [Parenteral Nutrition] explode all trees 1599
#31 | (“parenteral nutrition”):ti,ab,kw 3900
#32 | (“pnarenteral feeding™*”):ti,ab,kw 0
#33 | (“intravenous feeding*”):ti,ab,kw 1M1
#34 | (“intravenous nutrition*”):ti,ab,kw 153




#35 | #30 OR #31 OR #32 OR #33 OR #34 4003

#36 | #21 AND #29 AND #35 357

#37 | Trials 347

EZFrh 45T search strategy (#8% H 20194 4 A 28 H)

#1 | (ICU/TH or ICU/AL) and (PT=5438:<) 67724

#2 | ((avy-BIEM/TH or 3y -BMfEH%/TA) and (PT==%% 22405
<)) or ((BXM0fE/TH or BXIMAE/TA) and (PT=&ZEkER<))

#3 | (2EMRERICERE/TH or £ 51 XERGERE/TA) and 17730
(PT=2& k<)

#4 | (ZBIEBIAL2/TH or ZERAL2/TA) and (PT=25E5kR<) 6286

#5 | (D)T4RITTITH or 2UT4HhIILFIAL) and (PT=i&8kFR 8161
<)

#6 | #1 or#2 or #3 or #4 or #5 98605

#7 | (BRBEFRB/TH or BIHEFRE/TA) and (PT=2E5%8<)) or (2= 13037
FBEITH or BIZFEHITA) and (PT=5&5%FR))

#8 | (B#ARFE/TH or FARFE/TA) and (PT=2:&5%8x<)) or ((F D> 11931
FIRFE/TH or ILERIRFE/TA) and (PT=2i&5%8%<)) or (5%
ARFEFITH or EEARFEFI/TA) and (PT=5:E5%<))

#9 | U LLLLEGERER/TH or S A LALLLEIEAER/TH or 524 | 301704
LE/AL or FEAEAE/AL or LEEEHER/AL or EREREXER/AL or 7
ZtAR/AL or XfEB/AL or 2 bO—)L/AL or E&ERFAZT/AL

#10 | #6 and #7 and #8 and #9 41




PRISMA 7 B —F]

520 records
identified
through
"Pubmed"
database
searching

347 records
identified
through
"CENTRAL"
database
searching

41 records
identified through
"lgaku Chuo
Zasshi (ICHUSHI)"
database searching

!

690 of records after
duplicates removed

758 records 713 records
screened — " excluded

45 full-text
articles assessed

for eligibility

o

24 studies
included in
qualitative
synthesis

24 studies
included in
quantitative
synthesis
(meta-analysis)

21 full-text articles excluded:

12 ineligible population

5 ineligible intervention/comparison
3 was posthoc analysis of RCT

Risk of Bias f~ 1) —

1 ineligible outcome
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Random sequence generation (selection bias) __

Allocation concealment (selection bias) _:|

Blinding of participants and personnel (performance bias) ;
Blinding of outcome assessment (detection bias) ! ]

Blinding of outcome assessment (detection bias): Mortality_:]
Incomplete outcome data (attrition bias) __

Selective reporting (reporting bias) - I
Other bias i ‘

} + + + |

0% 25% 50% 75%  100%

[Junclear risk of bias

’ [ Low risk of bias [l High risk of bias ‘

7L XA NSOy M7 AL OY R

In-hospital mortality

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
04. Cerra 1988 7 31 8 35 5.7% 0.99 [0.40, 2.41] —_— T
06. Kudsk 1992 1 51 1 45 0.7% 0.88[0.06, 13.70]
12. McClave 1997 0 16 0 16 Not estimable
16. Pupelis 2000 1 11 5 18 1.3% 0.33 [0.04, 2.45] —
21. Louie 2005 0 10 3 18 0.7% 0.25 [0.01, 4.35]
23. Petrov 2006 2 35 12 34 2.5% 0.16 [0.04, 0.67] e —
25. Eckerwall 2006 1 23 0 25 0.5% 3.25[0.14, 76.01]
29. Wu 2010 6 53 23 54 6.7% 0.27[0.12, 0.60] —_—
30. Altintas 2011 13 30 20 41  13.0% 0.89[0.53, 1.49] =
34. Wang 2013 4 123 7 60 3.5% 0.28 [0.08, 0.92] [ ——
40. Harvey 2016 450 1186 431 1185 32.8% 1.04 [0.94, 1.16]
43. Reignier 2018 429 1185 405 1192 32.6% 1.07 [0.96, 1.19]
Total (95% CI) 2754 2723 100.0% 0.84 [0.66, 1.06]
Total events 914 915
Heterogeneity: Tau? = 0.04; Chi® = 25.48, df = 10 (P = 0.005); I’ = 61% 50 o1 051 1 150 100’

Test for overall effect: Z = 1.50 (P = 0.13)
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90-day mortality
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Favours [experimental] Favours [control]



Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
01. Rapp 1983 9 18 3 20 0.8% 3.33[1.07, 10.43] —
03. Young 1987 10 28 10 23 2.3% 0.82[0.42, 1.62] T

40. Harvey 2016 466 1193 442 1185 46.2% 1.05 [0.95, 1.16]

43. Reignier 2018 530 1185 507 1192 50.7% 1.05 [0.96, 1.15]

Total (95% CI) 2424 2420 100.0% 1.05 [0.95, 1.17]

Total events 1015 962

001 0.1 1 10 100
Favours [experimental] Favours [control]

Heterogeneity: Tau? = 0.00; Chi? = 4.44, df = 3 (P = 0.22); 1> = 32%
Test for overall effect: Z = 0.98 (P = 0.33)

o SEG0GIRR]
0.2+
0.44
061 : o
0.8+

: RR
100

o
o.
S

28 or 30-day mortality

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% ClI
10. Hadfield 1995 2 13 6 11 22.5% 0.28 [0.07, 1.13] — &
18. Bertolini 2003 8 18 3 21  26.6% 3.11[0.97, 10.00] L E—
24. Radrizzani 2006 25 160 25 166 41.6% 1.04 [0.62, 1.73] —
31. Justo Meirelles 2011 1 12 1 10 9.3% 0.83[0.06, 11.70]
Total (95% Cl) 203 208 100.0% 1.02 [0.41, 2.50] ‘
Total events 36 35

P 2 _ . 2 _ _ _ 12 — 0, ; t t d
Heterogeneity: Tau’ = 0.44; Chi* = 6.82, df = 3 (P = 0.08); I° = 56% 001 o1 0 100

Test for overall effect: Z = 0.03 (P = 0.97) Favours [experimental] Favours [control]
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Experimental Control Mean Difference Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI

06. Kudsk 1992 205 1.7 51 19.6 2.8 45  16.4% 0.90 [-0.04, 1.84] .

12. McClave 1997 9.7 13 16 11.9 2.6 16 15.8% -2.20[-3.62,-0.78] =

16. Pupelis 2000 45 96 11 29 103 18 0.1% 16.00 [-58.04, 90.04]

19. Gupta 2003 83 89 8 14.3 16.6 9 2.8% -6.00[-18.48, 6.48] T

24. Radrizzani 2006 32.2 29.1 142 36.8 28.5 145 6.9% -4.60[-11.27, 2.07] -

30. Altintas 2011 29.6 38 30 31.3 23 41 1.9% -1.70[-17.01, 13.61] T

35. Wan 2014 29.5 1.7 84 342 1.3 42 16.7% -4.70 [-5.24, -4.16] u

40. Harvey 2016 19 18.6 1186 19.7 19.3 1185 15.7% -0.70 [-2.23, 0.83] b

43. Reignier 2018 19 17.8 1185 20.3 17.8 1192 15.8% -1.30[-2.73, 0.13] "

44. Liu 2018 35.7 7.9 54 44.6 20.7 55 7.9% -8.90 [-14.76, -3.04] -

Total (95% CI) 2767 2748 100.0% -2.51[-4.78,-0.24] ()

H . 2 _ . 2 — 12 0, : : : :
_II-_|eterfogene|ty|.|T?c: = Z7272 (1:2| P—_lgt.;S, df =9 (P < 0.00001); I = 93% 100 i ) 50 100
est for overall effect: Z = 2.16 (P = 0.03) Favours [experimental] Favours [control]
o SE(MD) aw
[sle}
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o
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Length of mechanical ventilation

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
06. Kudsk 1992 2.8 0.7 51 3.2 1 45  42.8% -0.40[-0.75, -0.05]
24. Radrizzani 2006 0.82 0.21 142 0.83 0.23 145 50.8% -0.01 [-0.06, 0.04]
30. Altintas 2011 7 35 30 9.2 6.5 41 5.2% -2.20 [-4.55, 0.15]
44. Liu 2018 179 9.1 54 24.1 17.4 55 1.2% -6.20[-11.40, -1.00] -
Total (95% CI) 277 286 100.0% -0.36 [-0.93, 0.20]
Heterogeneity: Tau® = 0.16; Chi? = 13.41, df = 3 (P = 0.004); I = 78% ’_100 —éO 5 5’0 100’
Test for overall effect: Z = 1.25 (P = 0.21) Favours [experimental] Favours [control]
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Sepsis (bacteremia) complication



Test for overall effect: Z = 1.22 (P = 0.22)

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
02. Moore 1986 1 26 7 27 5.3% 0.15[0.02, 1.12] r
03. Young 1987 3 28 0 23 2.7% 5.79[0.31, 106.71] >
13. Windsor 1998 0 16 3 18 2.7% 0.16 [0.01, 2.87] ¢
24. Radrizzani 2006 1 142 2 145 3.9% 0.51[0.05, 5.57]
25. Eckerwall 2006 2 23 0 25 2.5% 5.42 [0.27, 107.20] »
30. Altintas 2011 7 30 13 41  26.2% 0.74 [0.33, 1.62] —
31. Justo Meirelles 2011 0 12 2 10 2.6% 0.17[0.01, 3.16] ¢
43. Reignier 2018 38 1202 55 1208 54.1% 0.69 [0.46, 1.04] -
44, Liu 2018 0 0 0 0 Not estimable
44, Liu 2018 0 0 0 0 Not estimable
Total (95% ClI) 1479 1497 100.0% 0.66 [0.41, 1.07] ’
Total events 52 82
Heterogeneity: Tau? = 0.07; Chi? = 8.04, df = 7 (P = 0.33); 1> = 13% =O 01 O=1 1’0 100’
Test for overall effect: Z = 1.68 (P = 0.09) Favours [experimental] Favours [control]
o SEI0g[RR]) .
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Pneumonia (+ VAP) complication
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
03. Young 1987 9 28 6 23 8.2% 1.23[0.51, 2.95] I
06. Kudsk 1992 6 51 14 45 8.3% 0.38[0.16, 0.90]
23. Petrov 2006 2 35 2 34 1.8% 0.97 [0.14, 6.51]
24. Radrizzani 2006 4 142 11 145 5.1% 0.37[0.12, 1.14] e
30. Altintas 2011 5 30 11 41 7.1% 0.62 [0.24, 1.60] I
31. Justo Meirelles 2011 2 12 2 10 2.1% 0.83 [0.14, 4.90] —
32. Aydogmus 2012 9 20 17 40 15.6% 1.06 [0.58, 1.94] b
43. Reignier 2018 113 1202 118 1208 51.7% 0.96 [0.75, 1.23]
Total (95% CI) 1520 1546 100.0% 0.85 [0.65, 1.10]
Total events 150 181
Heterogeneity: Tau? = 0.02; Chi? = 7.91, df = 7 (P = 0.34); I> = 12% ’0 o1 0’1 ) 1’0 100’

Favours [experimental] Favours [control]
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Urinary tract infection complication

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
03. Young 1987 7 28 6 23 19.2% 0.96 [0.37, 2.45] —
23. Petrov 2006 2 35 4 34 6.4% 0.49 [0.10, 2.48] —
24. Radrizzani 2006 0 142 1 145 1.7% 0.34 [0.01, 8.28]
40. Harvey 2016 15 1997 16 1191 34.6% 0.56 [0.28, 1.13] —&
43. Reignier 2018 18 1202 16 1208 38.1% 1.13 [0.58, 2.21]
Total (95% ClI) 3404 2601 100.0% 0.80 [0.53, 1.20] I
Total events 42 43

Heterogeneity: Tau® = 0.00; Chi® = 2.81, df = 4 (P = 0.59); I* = 0%
Test for overall effect: Z = 1.08 (P = 0.28)
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CV Catheter associated infection (Line sepsis) Complication
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Favours [experimental] Favours [control]

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
06. Kudsk 1992 1 51 6 45 7.3% 0.15[0.02, 1.18] r
21. Louie 2005 0 10 2 18 3.9% 0.35[0.02, 6.56]
23. Petrov 2006 0 35 5 34 4.1% 0.09 [0.01, 1.54] ¢
30. Altintas 2011 2 30 4 41 11.2% 0.68 [0.13, 3.49] - 1
40. Harvey 2016 9 1197 11 1191 27.8% 0.81 [0.34, 1.96] —
43. Reignier 2018 29 1202 27 1208 45.8% 1.08 [0.64, 1.81]
Total (95% CI) 2525 2537 100.0% 0.71 [0.39, 1.28] I
Total events 41 55

Heterogeneity: Tau? = 0.13; Chi? = 6.60, df = 5 (P = 0.25); I> = 24%
Test for overall effect: Z = 1.14 (P = 0.26)

Favours [experimental] Favours [control]
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o SEI0GIRRD .

, RR
0.01 01 1 10 100

Abdominal infection (+ intra-abdominal abscess, pancreatic necrosis, infectious

Risk Ratio

0.15[0.02, 1.18]
0.65 [0.15, 2.81]
0.42 [0.20, 0.90]
0.51[0.05, 5.57]
0.31[0.19, 0.53]
0.43 [0.26, 0.70]
0.50 [0.15, 1.65]

0.39 [0.29, 0.53]

Experimental Control

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI
06. Kudsk 1992 1 51 6 45 2.1%
16. Pupelis 2000 2 11 5 18 4.3%
23. Petrov 2006 7 35 16 34 16.0%
24. Radrizzani 2006 1 142 2 145 1.6%
29. Wu 2010 12 53 39 54 33.0%
34. Wang 2013 21 123 24 60 36.7%
40. Harvey 2016 4 1197 8 1191 6.3%
Total (95% CI) 1612 1547 100.0%
Total events 48 100

Heterogeneity: Tau? = 0.00; Chi? = 2.39, df = 6 (P = 0.88); I> = 0%
Test for overall effect: Z = 6.15 (P < 0.00001)
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Favours [experimental] Favours [control]



