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PubMed search strategy (i 2% B

2019 % 4R 29 H)

#1 | Search ("Critical lliness"[Mesh] OR "critically ill"[tiab]) 50223

#2 | Search (“amino acid”[tiab] or "protein"[tiab] or "peptide"[tiab]) 2756145

#3 | Search ((randomized controlled trial[pt] OR controlled clinical | 1123329
trial[pt] OR randomized]tiab] OR placebo]tiab] OR clinical trials
as topic[mesh:noexp] OR randomly[tiab] OR ftrial[t] NOT
(animals[mh] NOT humans [mh])))

#1 | Search (((("Critical lliness"[Mesh] OR "critically ill"[tiab]))) AND 474

and | ((*amino acid”[tiab] or "protein"[tiab] or "peptide"[tiab]))) AND

#2 | (((randomized controlled trial[pt] OR controlled clinical trial[pt]

and | OR randomized[tiab] OR placeboltiab] OR clinical trials as

#3 | topic[mesh:noexp] OR randomly[tiab] OR ftrial[t] NOT
(animals[mh] NOT humans [mh]))))

CENTRAL search strategy (8% H 2019 %4 A 29 H)

#1 | MeSH descriptor: ["Critical lliness"[Mesh] OR "critically ill"[tiab]] 1845
explode all trees

#2 | (“Critical* ill*”):ti,ab,kw 5980

#3 | ("peptide"):ti,ab,kw 17754

#4 | ("amino acid"):ti,ab,kw 7128

#5 | ("protein"):ti,ab,kw 66291

#6 | #1 OR#2 6397

#7 | #3 OR#4 OR #5 84575

#8 | #6 AND #7 795

EF RS search strategy (#8%& B 2019 £4 B 27 H)
#1 | (EHAE/TA) and (PT=2F#kx<) 9621




#2 | (ICU/TH or ICU/TA) and (PT=2i%$31:<) 45475
#3 | #1or#2 51531
#4 | (A2 /N E/TA) and (PT=2Z&EkR<) 50349
#5 | (FS/BA/TA) and (PT=258252<) 18345
#6 | (RTFR/TA) and (PT=243<) 20796
#7 | #4 or #5 or #6 82895
#8 | U LALLLEERER/TH or #ES4F LALLLEEER/TH or 524 57840
LE/AL or #E{EAIE/AL or LLERERER/AL or BRERERER/AL or 75
+7R/AL or %tHB/AL and O kA—/L/AL or BEEREFZE/AL
#9 | #3 and #7 and #8 10




PRISMA 7 B —

1279 records identified through database searching Mo additional records identified through other sources

474 MEDLINE (via PubMed)
795 Cochrane CENTRAL
10 ICHUSHI

i

[989 records after duplicates removed ]

__{ 961 records excluded

[BEB records screened

22 fulk-text articles excluded,
with reasons

17 different study design
3 wrong publication type

1 different outcome

1 foreign language other than
[26 full-text articles assessed for eligiility l English/Japanese

l

[6 studies included in qualitative synthesis ]

[6 studies included in quantitative synthesis (meta-analysis) l

Risk of Bias +~ 1) —
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protein>1gkg/day  protein<1g/kg/day Risk Ratio Risk Ratio
Study or Subgroup Events Total  Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Doig 2015 42 236 47 235 69.45% 0.89(0.61,1.29] 2015
Ferrie 2015 15 59 9 60 17.6% 1.69[0.81,3.57] 2015 I
Zanten 2018 3 22 3 22 44% 1.00(0.23,4.42] 2018
Fetterplace 2018 4 30 5 30 B.6% 0.80[0.24, 2.69] 2018 e —
Yeh 2019 1 19 2 17 1.8% 0.45([0.04,4.50] 2019
Total (95% CI) 366 364 100.0% 0.98 [0.72, 1.34] -
Total events 1] BB
Heterogeneity: Tau?= 0.00; Chi*= 2.89, df= 4 (P = 0.58); F= 0% IEI 01 051 150 1E|U=
Testforoverall effect Z=0.11 (P = 0.81) Favours protein=1g/ka/day Favours protein<1g/ka/day
— .
77 rHLQ ABHAM
protein>1gkg/day protein<1gkg/day Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Ferrie 2015 25 186 59 275 284 60 14.1% -250[-11.05 6.05] 2015
Doig 2015 26 28 239 248 27 235 49.4% 1.20[0.70,1.70] 2018
Zanten 2018 285 133 22 282 132 22 15.9% 0.30[7.53,813] 2018 i
Fetterplace 2018 274 19 30 188 108 30 159% 8.60[0.76,16.44] 2018 —
Yeh 2019 321 3641 19 172 58 17 4.8% 1490[1.56, 31.36] 2019
Total (95% CI) 369 364 100.0%  2.36[-1.42,6.15] $
Heterogeneity: Tau®= 7.47, Chi*= 6.84, df=4 (P=0.14); F= 42% T e b = 100

Testfor overall effect: Z=1.23 (P =0.22)

Favours protein=1a/kag/day Favours protein<1ag/kg/day



protein>1g/kg/day protein<1gkg/day Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Rugeles 2013 a5 48 40 97 49 40 0.2%  -1.20[3.28,088 2013

Ferrie 2015 2 1.8 59 2 3 B0 1.1% 0.00 [-0.85,0.85 2015

Doig 2015 733 051 239 728 05 235 986% 0.07 [0.02,0.16] 2015

Fetterplace 2018 a7 75 an 7 5 30 01% 1.70[-1.53,4.93] 2018

Zanten 2018 10 a7 22 7.4 54 22 0.0% 260 [-1.68,6.88] 2018

Total (95% CI) 390 387 100.0%  0.07 [-0.02,0.16]

100 -50 0 50 100
Favours protein>1g/kgfiday Favours protein<1a/ka/day

Heterageneity: Tau®=0.00; Chi*= 3.78, df=4 (P = 0.44), F=0%
Test for overall effect: Z=1.50 (P =0.13)

T RHLR ATIREREEEHAR

77 M AL® FARIERERE

protein>1g/kg/day protein<1g/kg/day Mean Difference Mean Difference
Study or Subgroup  Mean SD _Total Mean SD Total Weight IV, Random, 95% Cl _Year IV, Random, 95% CI
Doig 2015 793 042 233 777G 042 235 1000% 0.15(0.07,0.23] 2015
Total (95% CI) 239 235 100.0% 0.15[0.07, 0.23]

Heterogeneity: Not applicable

Testfor overall efiect Z= 3.89 (F = 0.0001) -100 -0 50 100

Favours protein=1g/ka/day Favours protein<1g/ka/day

T hAHLG ADL 237, BiRHLELERE

protein>1g/kg/day protein<1gkg/day Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD _Total Weight IV, Random, 95% Cl Year v, 95% CI
Fertie 2015 185 104 51 158 103 45 42.4% 270[1.45, 685 2015
Doig 2015 477 337 192 532 33 180 28.5% -550[-12.281.28] 2015
Fetterplace 2018 55 59 7 52 96 14 291% 3.00 [-3.66, 9.66] 2018
Total (95% CI) 250 239 100.0%  0.45[-4.57,5.46]

100 -50 50 100
Favours protein<1ag/kg/day Favours protein=1g/ka/day

Heterogeneity: Tau®= 10.97, Chi*= 452, df=2 (P=0.10); *= 56%
Testfor averall effect Z= 017 (P = 0.86)

T NHLO® FHAE



Study or Subgroup

protein>1g/kg/day
Mean SD _ Total

protein<1gkg/day
Mean SD Total

Mean Difference
Weight IV, Random, 95% CI _Year

Mean Difference
IV, Random, 95% CI

Ferrie 2015
Fetterplace 2018

Total (95% CI)

9.4 1 59
1.7 15 18

i

7.4 11 60

2 12 20

80

Heterogeneity: Tau®= 0.20; Chi*= 2.73, df=1 (F=0.10); F= 63%

62.5% 0500012088 2015
37.5%  -0.30F1.17,057] 2018

100.0% 0.20 [-0.56, 0.96]

100

Test for overall effect 2= 052 (P =0.61) Favours -psrgteind glkgiday Favours protein5>D1 alkglday 1
JrrxL7ay bk
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