CQ 12-3 UfE B E TIXRZEEREZ L DIRHZM?

BRT—ER—R
BMEDLINE (PubMed/Ovid)
BCENTRAL
BEZHRMET
O D4t ( )
BRALEVIE
PubMed search strategy (1% B 314 4 A 30H)
#1 | (((((((("Sepsis"[Mesh] or "Sepsis"[tiab] or "critical 763149
illness"[Mesh] or "critical illness"[tiab]) or (seps*[tiab] OR
septicem*[tiab] OR septicaem*[tiab] OR "blood stream
infection"[tiab] OR endotoxi*[tiab]) or ("Systemic Inflammatory
Response Syndrome"[Mesh] OR "Systemic Inflammatory
Response Syndrome"[tiab] OR "SIRS"[tiab]) or ("Critical
lliness"[Mesh] OR "Critical Care"[Mesh] OR "Intensive Care
Units"[Mesh] OR stressed[tiab] OR "critically ill"[tiab] OR
"critical care"[tiab] OR "intensive care"[tiab] or "acute
disease"[Mesh] or "acute disease"[tiab]) or ("Respiration,
Artificial*"[Mesh] or "Postoperative Care " )))))))))
#2 | ((((“enteral nutrition"[MeSH] OR "enteral nutrition"[tiab]))) 21896
#3 | "Time Factors"[Mesh] or or “Energy intake”[Mesh] 1190931
#4 | ((((randomized controlled trial[pt] OR controlled clinical trial[pt] | 3888733
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])))))
#5 | #1 and #2 and #3 and #4 508
CENTRAL search strategy (#%8% B8 314 4R 22 H)
ID  Search Hits
#1 MeSH descriptor: [Sepsis] explode all trees 3998



https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=49
https://www.ncbi.nlm.nih.gov/pubmed/?cmd=HistorySearch&querykey=50
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#1

(Sepsis):ti,ab,kw

MeSH descriptor: [Critical lliness] explode all trees

(critical illness):ti,ab,kw

(seps*):ti,ab,kw

(septicem™):ti,ab,kw

(septicaem™):ti,ab,kw

(blood stream infection):ti,ab,kw
(endotoxi*):ti,ab,kw

MeSH descriptor: [Systemic Inflammatory Response

Syndrome] explode all trees

("systemic inflammatory response syndrome"):ti,ab,kw

(SIRS):ti,ab,kw

MeSH descriptor: [Critical lliness] explode all trees
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#1

#1

#1

#1

#1

#1

#2

#2

#2

(Critical lllness):ti,ab,kw

MeSH descriptor: [Critical Care] explode all trees

("critical care"):ti,ab,kw

MeSH descriptor: [Intensive Care Units] explode all trees

(Intensive Care Units):ti,ab,kw

(stressed):ti,ab,kw

(critically ill):ti,ab,kw

("critical care"):ti,ab,kw

(intensive care):ti,ab,kw

3785

1918

3515

3260

5825
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5980

3515

2508



#2

#2

#2

#2

#2

#2

#2

#3

#3

MeSH descriptor: [Acute Disease] explode all trees

(acute disease):ti,ab,kw

MeSH descriptor: [Respiration, Artificial] explode all trees

(Respiration, Artificial*):ti,ab,kw

MeSH descriptor: [Postoperative Care] explode all trees

("postoperative care"):ti,ab,kw

MeSH descriptor: [Enteral Nutrition] explode all trees

(enteral nutrition):ti,ab,kw

MeSH descriptor: [Time Factors] explode all trees

9257

4112

5721

3431

4290

7842

1713

4413

6206



#3

#3

#3

#3

#3

#3

#3

8659
(Time Factors):ti,ab,kw
0
#1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 or #11
6289
or #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20
6
or #21 or #22 or #23 or #24 o r#25 or #26 or #27 or #28
#29 or #30 4413
MeSH descriptor: [Energy Intake] explode all trees 5007
("energy intake"):ti,ab,kw 6942
9324
#35 or #36 or #31 or #32
4
#33 and #34 and #37 333
Erh Rt search strategy (8% B 314 4 A 22 H)
#1 | BUMSE/TH or BRIMSE/TA or a3y -BUMMES/TH or 2avy-BK 22405
MEM/TA and PT=2555%<
#2 | BMMSE/TH or BME/TA or RER/THor TR UITA or 13642

MR/ TA and PT=2i&5% %<




#3 | 2 5MRERIGEER/TH or 25 RERIGEREE/TA or 17956
SIRS/TA and PT=i&&%BR<

#4 | ZhEERAE/TH or ZhE2s A~ 2/TA or MOF/TA and PT=& 8k 7425
1734

#5 | ICU/THor ICU/TA or 2)T4hILFITH or EFEHE/TAor X 156287
FLR/TH or AL R/TA or {REE/TA and PT=5&& k<

#6 | BES/TH or BEZ/TA or BME/TH or EME/TA or BGELIEIS/TH 218821
or Bl{EELHBIS/TA and PT=i&8%%<

#7 | #1 or #2 or #3 or #4 or #5 or #6 396414

#8 | EAFRE/MTH or #¥HEKE/TA and PT=2:E#FR< 12420

#9 | U LALLLESRER/TH or £S5 A LALLLEERER/TH or S04 301704
LE/AL or EAEAE/AL or LLESEAER/AL or ERFRERXBR/AL or 7
StAR/AL or xtHB/AL or O hA—)L/AL or EEERHFZZ/AL

#10 | #7 and #8 and #9 196




Overall Mortality

Early EN Delayed EN Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Chiarelli1990 0 10 0 10 Not estimable 22072 @
Chourdakis2012 2 25 3 34 5.7% 0.91[0.16, 5.03] * > 272@72@
Eyer1993 2 19 2 19  4.9% 1.00 [0.16, 6.38] + > @@72 272
Kompan1999 0 14 1 14 1.7% 0.33[0.01, 7.55] 4 > @00 @
Kompan2004 0o 27 1 25 1.7% 0.31[0.01, 7.26] * > @ 2@
Malhotra2004 12 100 16 100 34.5% 0.75[0.37, 1.50] + = 22@272
Moses2009 329 3 30 7.3% 1.03 [0.23, 4.71] + 1 1 B )
Nguyen2012 4 14 4 14 12.2% 1.00 [0.31, 3.23] + > @@22@
Peck2004 4 14 5 13 14.4% 0.74 [0.25, 2.18] + > 222272
Petrov2013 0o 17 0 18 Not estimable eeeéeeéee
Pupelis2001 1 30 7 30 4.0% 0.14[0.02,1.09] +—— 22222
Singh1998 4 21 4 22 10.7% 1.05 [0.30, 3.66] * > @222
sun2013 2 30 1 30 3.0% 2.00 [0.19, 20.90] + > 2720@7
Total (95% CI) 350 359 100.0% 0.79 [0.52, 1.19] et
Total events 34 47
Heterogeneity: Tau? = 0.00; Chi? = 4.64, df = 10 (P = 0.91); I* = 0% 055 057 155 é

Test for overall effect: Z = 1.13 (P = 0.26) Favours [experimental] Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Incomplete outcome data (attrition bias)
(D) Selective reporting (reporting bias)
(E) Other bias
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ICU Mortality

Early EN Delayed EN
Study or Subgroup Events Total Events Total

Risk Ratio

Weight M-H, Random, 95% CI

o
=
°
=8
=
Y
"

Chiarelli1990 0 10 0
Chourdakis2012 2 25 3
Eyer1993 2 19 2
Kompan1999 0 14 1
Kompan2004 0 27 1
Malhotra2004 12 100 16
Moses2009 3 29 3
Nguyen2012 4 14 4
Peck2004 4 14 5
Petrov2013 0 17 0
Pupelis2001 1 30 7
Singh1998 4 21 4
Sun2013 2 30 1
Total (95% CI) 350

Total events 34 47

10

5.7%
4.9%
1.7%
1.7%
34.5%
7.3%
12.2%
14.4%

4.0%
10.7%
3.0%

100.0%

Heterogeneity: Tau? = 0.00; Chi? = 4.64, df = 10 (P = 0.91); I?

Test for overall effect: Z = 1.13 (P = 0.26)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Incomplete outcome data (attrition bias)

(D) Selective reporting (reporting bias)

(E) Other bias

Not estimable
0.91[0.16, 5.03]
1.00 [0.16, 6.38]
0.33[0.01, 7.55]
0.31[0.01, 7.26]
0.75[0.37, 1.50]
1.03 [0.23, 4.71]
1.00 [0.31, 3.23]
0.74[0.25, 2.18]

Not estimable
0.14 [0.02, 1.09]
1.05 [0.30, 3.66]

2.00[0.19, 20.90]

0.79 [0.52, 1.19]
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Hospital Mortality

Early EN Delayed EN Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Petrov2013 0 17 0 18 Not estimable
Sun2{13 ] 30 1 0 100.0% 2.00 [0.19, 20.90] .
Total (95% CI) 47 48 100.0% 2.00 [0.19, 20.90]
Total events 2 1

Heterogeneity: Not applicable
Test for overall effect: Z = .58 (P = 0.56)

0.01

0. 10 100
Favours [Early EN] Favours [Delayed EN]



ICU stay

Early EN Delayed EN Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI ABCDE
Eyer1993 11.8 7.9 18 88 &7 19 20.9%  1.80 [-2.7§, 6.56] T
Kompanl989 15.4 11.7 14 13.7 10.5 14 13.7%  1.70 [-6.53, 9.93] T
Kompan2()4 158 8.7 27 206 1B5 25 13.9% -4.70 [-12.82, 3.42] —=r
Nguyen2012 159 1.9 14 113 0.8 14 27.4X 4.60 [3.52, 5.68] =
Peck2004 4 32 14 iz a3 13 2.7% 3.00 [-21.55, 22.55] ]
Sun2013 833 7 W 137 101 30 21.5% -4.37[-8.77,0.03] -
Total (95% CI) 118 115 100.0%  0.38 [-3.89, 4.65] [
Hewrogenehy: Taw = 17.03; ChE = 20.47, df = 5 (P = 0.001}; P = 76X Foo =0 0 0 100

Test for gverall effect: Z = 0.17 (P = 0.86)

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Incomplete outcome data (attrition bias)

(D) Selective reporting (reporting bias)

(E) Other bias
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Hospital Stay

Early EN Delayed EN Mean Difference Mean Difference Risk of Bias
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI ABCDE
Chiarelli1990 60.2 104 10 B9 1R8 10 48X -19.B0[-33.17, 6.43] 4——— 27207@
Mases2008 148 B.2 29 115 5.8 30 261X 3.30 [-0.34, £.94] i [ 11 B4 ]
Petrov2013 9 57 17 B5 56 1B Z5.6% 0.50 [-3.25, 4.25] —— éeeee
Pupelis2001 35.3 2249 3 358 325 30 4.3% —0.50 [-14.73,13.73] E— TR
Singh1898 14 15 21 13 15 22 39.2% 1.00 [0.10, 1.80] | ] @r117
Total (95% CI) 107 110 100.0% 0.41 [-2.71, 3.53] ?
Heterogenehty: Tau® = 6.25; Chi¥ = 10.95, df = 4 (P = 0.03); F = 63X o a0 o i 2o
Test for overall effect Z = 0.26 (P = 0.5} Favours [Early EN ] Favours [DelayedEN]

Risk of bias legend
{(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)
(C) Incomplete outcome data (attrition bias)
(D) Selective reporting (reporting bias)

(E) Other bias
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Any infection

Early EN Delayed EN Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Eyer1993 B 19 4 19 31.8% 2.00 [0.72, 5.53] [T
Moses20089 14 29 15 30 &B.2% 0.97 [0.57, 1.62] L 11 od J
Total (95% CI) 48 49 100.0% 1.22 [0.62, 2.39]
Total events 22 19
Heterogenelty: Taw® = 0.10; Chi* = 1.61, df = 1 (P = 0.20); ¥ = 38X b t t J

01 01 1 10 100

Test for overall effect 2 = 0.57 (P = (.57} Favours [Early EN] Favours [Delayed EN]

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Incomplete outcome data (attrition bias)

(D) Selective reporting (reporting bias)

(E) Other bias
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Pneumonia

Early EN Delayed EN Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Chourdakis2012 12 25 13 34 20.7% 1.26 [0.70, 2.27] —1— 7787@
Kompanz{04 ] 27 1& 25 20.1% 0.52 [0.28, 0.08] —= [ 1 1 B )
Malhotra2004 21 100 30 100 25.2% 0.70 [0.43, 1.14] —= 77@17
Moses2009 12 29 10 30 181X 1.24 [0.64, 2.42] —— [ 11 B ]
Nguyen2012 3 14 6§ 14 B.OX 0.50 [0.15, 1.61] —_— [ 1 F&d ]
Singh1998 3 21 B 22 7.0% 0.39 [0.12, 1.28] - @®@z7r7272
Total (95% CI) 216 225 100.0% 0.77 [0.53, 1.11]
Total events &0 B3
Heterogenehy: Tau® = 0.08; ChE = §.13, df = 5 (P = 0.15); ¥ = 38X 051 i 1'0

Test for overall effect: Z = 1.41 {P = (.15}

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)
(C) Incomplete outcome data (attrition bias)
(D) Selective reporting (reporting bias)

(E) Other bias
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Bacteremia

Early EN Delayed EN Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Chiarelli1990 310 7 10  20.5% 0.43 [0.15, 1.20] — 22072@
Chourdakis2012 4 25 3 34 11.8% 1.81[0.44, 7.39] — 22@72@
Eyer1993 2 19 0 19 2.8% 5.00 [0.26, 97.70] 00222
Malhotra2004 20 100 30 100 60.3% 0.67 [0.41, 1.09] - 27207272
Pupelis2001 10 30 23 30 0.0% 0.43 [0.25, 0.75] 2227272
Singh1998 1 21 2 22 4.5% 0.52 [0.05, 5.36] R @27222
Total (95% CI) 175 185 100.0% 0.72 [0.43, 1.19] <@
Total events 30 42
Heterogeneity: Tau? = 0.05; Chi? = 4.49, df = 4 (P = 0.34); I = 11% :0 01 0:1 1:0 100:
Test for overall effect: Z = 1.29 (P = 0.20) Favours [early EN] Favours [delayed EN]
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Incomplete outcome data (attrition bias)
(D) Selective reporting (reporting bias)
(E) Other bias
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CRBSI

Early EN Delayed EN Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI ABCDE
Eyer1993 1 19 1 10 21.4% 1.00 [0.07, 14.85] [T BRI
Mases2009 3 29 4 3 7B.6X 0.78 [0.19, 3.17] [ 11 & ]
Total (95% CI) 48 49 100.0% 0.82 [0.24, 2.85]
Total events 4

5
Heterogenetty: Taw® = 0.00; ChE = 0.03, df = 1 (P = 0.§7); F = 0X

Test for overall effect: Z = 0.31 (P = .75} 001 01 1 10 100

Favours [Early EN] Favours [Delayed EN]

Risk of bias legend

(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Incomplete outcome data (attrition bias)

(D) Selective reporting (reporting bias)

(E) Other bias
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Added hand searched paper Titles initially screened
n=4
n=694

1st. Screening T
(abstructs):196 articles 4’[“("']5'9“‘150

Excluded by full text
screening:33 ariticles

Reasons of
exclusion(dupulicated)

Wrong outcome:4
Duplicate:2

Wrong population19
Wrong study design:13
Wrong drug 7

Language 4

!

2nd Screening (full text):46
articles —*"|wrong publicationtype 1

background article 1

Included articles:13 ]




Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias): All outcomes
Blinding of participants and personnel (performance bias): ICU stay
Blinding of participants and personnel (performance bias): Hospital stay
Blinding of participants and personnel (performance bias): Any infection
Blinding of participants and personnel (performance bias): pneumonia
Blinding of participants and personnel (performance bias): Bacteremia
Blinding of participants and personnel (performance bias): CRBSI
Blinding of outcome assessment (detection bias): All outcomes

Blinding of outcome assessment (detection bias): ICU stay

Blinding of outcome assessment (detection bias): Hospital stay

Blinding of outcome assessment (detection bias): Any infection

Blinding of outcome assessment (detection bias): pneumonia

Blinding of outcome assessment (detection bias): Bacteremia.

Blinding of outcome assessment (detection bias): CRBSI

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias
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100%

[ Low risk of bias [ unchear risk of blas

[l High risk of bias




seiq J3Yyi0
(selq Bunuodas) Buniodal 3m13|3s

(SEIQ UONIAIE) BIEP 3W02IN0 2313|dwodu|

158D :(Selg UONINRP) WIWSSISSE IwWoIno Jo Buipug

BllWaJ3108g ((SEIQ UOND3I3P) WAWSS3sSE 3Wodno jo Buipulg
ejuownaud :(se1q UON23IP) UAWSSISSE 2W0dIN0 jo Buipuyg

uonazyul Auy ((SeIq UORIRP) WAWSSISSE W jo Buipug

Ae1s [eUdsOH ((SEIg UONIRIRP) WIWSSISSE IWoIno Jo Buipug

ABIS D] $(SE1Q UONDRIIP) WALWSSISSE 3Wodno jo Buipug

S3IWOIN0 ||y ((SEIg UONINRP) WIWSSISSE 3wWoIno jo Buipulg

15940 :(se1q souewload) [suuosiad pue siuedpised jo Bulpug
BlWal310eg ((sEIQ 2ourWwioped) jsuuosiad pue siuedpiued jo Guipulg
euownzud :(selg aduewiopad) |auuosiad pue siuedppued jo Guipulg
uon23yul Auy ((sEIQ 2ourWwIoed) jsuuosiad pue siuedpiued jo Guipulg
Aeis [endsoy :(selg asuewiopad) |auuosiad pue siuedppued jo Buipulg
AB15 DI :(sE1Q 2ourWIoed) jsuuosiad pue siuedpiued jo Buipulg
SIWON0 ||y :(selg aduewiopad) |auuosiad pue siuedppued jo Buipulg
(SBIQ U013103|35) JUBLU[EIIU0D UOIEIO| |y

(se1q uon3ajes) uonessuab asusnbas wWopuey

00 =00 ~00==0= =
o e e e~ @ =~ | @
QO -~ 006 -~~~
e @~ @] |
00 - ~0® -~~~ =~ =~
~ @~~~ 9O O~~~ @ ~
m e (@~ (@ -
@ |||~ @~~~ DO O ~
~~ 900 ~~0 @ ~ ~~O®
0006666060060 OG O
m e (@~ (@ -
00 -~ ~@® ~ 0|~ @~
~ @~~~ 0O O~~~ ~
~ @~~~ @~ |~ | e
SEESARSAESA ST ISR ® -~
~ | e ~

7 @ 7| @z

2 @0

7 @ 7 @7

7 ® 0

rerov201l (@D @ @7 (@72

e 0o L
® e o006
~ 99 e~ 06 8
vle @O @~ S S| -~ ~ @
= &N o & % o o N o= - e m
LT - I -~ .~ B = R — ) = & o
o — - - L~~~ T .~ = & =
= 3§t 8% 2§ 2 2 %
e 2 F 8 8§ E ¥ T 23
5 P E E £ & 5 &
G 3 g 2 z z =
L)




