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1. Search methods
BRT—3~N—X
W MEDLINE (PubMed)
Bl CENTRAL
B EdE
O Zonih ( )

BEREEY M
PubMed search strategy (#8#%H 2021 £ 11 A1 1)

#1 “Intensive Care Units”[MeSH Terms] 95, 202
#2 “intensive carex”[Title/Abstract] 166, 858
#3 “icu”[Title/Abstract] 68, 448
#4 “Critical Illness”[MeSH Terms] 33,936
#5 “critical ill*"[Title/Abstract] 12,032
#6 “critically ill*”"[Title/Abstract] 51, 668
#7 “Critical Care”[MeSH Terms] 62,412
#8 “critical carex”[Title/Abstract] 36, 423
#9 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 291, 469
#10 “Physical Therapy Modalities”[MeSH Terms] 165, 736
#11 “physical therap*”[Title/Abstract] 28, 509
#12 “physiotherapx”[Title/Abstract] 29,617
#13 “therapy physical”[Title/Abstract] 510
#14 “therapies physical“[Title/Abstract] 45
#15 “modalities physical therapx”[Title/Abstract] 4
#16 “neurophysiotherapx”[Title/Abstract] 28
#17 “Exercise Therapy” [MeSH Terms] 57,059
#18 “remedial exercisx”[Title/Abstract] 61
#19 “exercise remedial”“[Title/Abstract] 1
#20 “therapy exercis*”[Title/Abstract] 562
#21 “rehabilitation exercisx”[Title/Abstract] 1,257
#22 “exercise rehabilitationx”[Title/Abstract] 845
#23 “exercises rehabilitationx”[Title/Abstract] 13
#24 “therapies exercisx”[Title/Abstract] 34
#25 “exercise therapx”[Title/Abstract] 5,532
#26 “Exercise” [MeSH Terms] 220, 244
#27 “physical activitx”[Title/Abstract] 130, 334
#28 “activities physical“[Title/Abstract] 219
#29 “activity physical”“[Title/Abstract] 911
#30 “training” [Title/Abstract] 468, 398
#31 “exercis*”[Title/Abstract] 327,788
#32 “Occupational Therapy”[MeSH Terms] 13, 945
#33 “occupational therapx”[Title/Abstract] 16, 145




#34 “therapies occupation*”[Title/Abstract] 4
#35 “therapy occupationx”[Title/Abstract] 292
#36 “Ear |y Ambulation”[MeSH Terms] 3, 091
#37 “ambulation*”[Title/Abstract] 12, 367
#38 “mobilisat*”[Title/Abstract] 6, 301
#39 “mobilizat*”[Title/Abstract] 55, 345
1#40 “mobilitx”[Title/Abstract] 161, 738
#41 “pregait”[Title/Abstract] 13
#42 “pre-gait”[Title/Abstract] 8
#43 “walk+"[Title/Abstract] 130, 837
#44 “rehabilitationx”[Title/Abstract] 185, 908
#45 #10 OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR
#18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR
#26 OR #27 OR #28 OR #29 OR #30 OR #31 OR #32 OR #33 OR
#34 OR #35 OR #36 OR #37 OR #38 OR #39 OR #40 OR #41 OR
#42 OR #43 OR #44 1,439, 641
146 “protocol*”[Title/Abstract] 501, 157
#47 “program*” [Title/Abstract] 974, 369
#48 “goal directx”[Title/Abstract] 9, 791
#49 “strategx”[Title/Abstract] 1,267, 181
#50 “standard+” [Title/Abstract] 1,394, 840
#51 “struct*”[Title/Abstract] 2,444,463
#52 “targetx” [Title/Abstract] 1,730, 927
#53 “algorithmx” [Title/Abstract] 293,674
#54 “pathway*”[Title/Abstract] 1,248,018
#55 “activx”[Title/Abstract] 5,154, 761
#56 “propos*” [Title/Abstract] 1,182, 308
#57 “intensi*”[Title/Abstract] 791, 801
#58 “aggressivex”[Title/Abstract] 204, 028
#59 “multifacet+”[Title/Abstract] 28,134
1#60 #46 OR #47 OR #48 OR #49 OR #50 OR #51 OR #52 OR #53 OR
#54 OR #55 OR #56 OR #57 OR #58 OR #59 12, 060, 083
#61 (randomized controlled trial[pt] OR controlled clinical
trial[pt] OR randomized[tiab] OR placebo[tiab] OR
clinical trials as topic[mesh:noexp] OR randomly[tiab]
OR trial[ti] NOT (animals[mh] NOT humans [mh])) 1,303, 292
1#62 #9 AND #45 AND #60 AND #61 1,392
CENTRAL search strategy (#%% B 2021 &£ 11 A1 H)
#1 MeSH descriptor: [Intensive Care Units] explode all
trees 3,887
#2 | ("intensive care”) :ti, ab, kw 25,612
#3 (“intensive care unit”) :ti, ab, kw 17, 391
#4 | ("intensive care units”) :ti, ab, kw 6, 537
#5 (icu) :ti, ab, kw 14, 445
#6 | MeSH descriptor: [Critical Illness] explode all trees 2,483




#7 (“critical il17):ti,ab, kw 98
#8 | ("critical illness”):ti,ab, kw 3,825
#9 (“critical illnesses”) :ti,ab, kw 38
#10 | ("eritically ill”):ti, ab, kw 7,467
#11 | ("critically illness”) :ti, ab, kw 2
#12 | ("critically illnesses”) :ti,ab, kw 2
#13 | MeSH descriptor: [Critical Care] explode all trees 2,163
#14 | ("critical care”):ti,ab, kw 4,231
#15 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR

#10 OR #11 OR #12 OR #13 OR #14 36, 586
#16 | MeSH descriptor: [Physical Therapy Modalities] explode

all trees 28,018
#17 | ("physical therapy”) :ti, ab, kw 10, 469
#18 | (“physical therapies”):ti, ab, kw 150
#19 | (physiotherapx*) :ti, ab, kw 17, 681
#20 | (“therapy physical™) :ti, ab, kw 844
#21 | ("therapies physical”) :ti, ab, kw 14
#22 | ("“modalities physical therapy”):ti,ab, kw 2
#23 | ("modalities physical therapies”) :ti, ab, kw 0
#24 | (neurophysiotherapx) :ti, ab, kw 1
#25 | MeSH descriptor: [Exercise Therapy] explode all trees 15, 285
#26 | ("remedial exercises”):ti,ab, kw 12
#27 | ("therapy exercises”) :ti, ab, kw 125
#28 | (“rehabilitation exercises”) :ti, ab, kw 252
#29 | ("exercises rehabilitation”) :ti, ab, kw 26
#30 | ("exercises rehabilitations™) :ti, ab, kw 0
#31 | ("therapies exercises”) :ti, ab, kw 0
#32 | MeSH descriptor: [Exercise] explode all trees 26, 876
#33 | (“physical activity”) :ti, ab, kw 34, 851
#34 | ("physical activities”):ti,ab, kw 1,497
#35 | ("activities physical”) :ti, ab, kw 68
#36 | ("activity physical™) :ti, ab, kw 1,298
#37 | (training) :ti, ab, kw 100, 506
#38 | (exercise) :ti, ab, kw 105, 236
#39 | MeSH descriptor: [Occupational Therapy] explode all

trees 803
#40 | (“occupational therapy”):ti,ab, kw 2,844
#41 | ("occupational therapies”) :ti, ab, kw 16
#42 | (“therapies occupation”) :ti, ab, kw 0
#43 | (“therapies occupations”™) :ti, ab, kw 0
#44 | (“therapy occupation”) :ti, ab, kw 13
#45 | (“therapy occupations”) :ti, ab, kw 1
#46 | MeSH descriptor: [Early Ambulation] explode all trees 397
#47 | (ambulation*) :ti, ab, kw 3,713
#48 | (mobilisat#*) :ti, ab, kw 1,571
#49 | (mobilizat#*) :ti, ab, kw 1,724




B

#50 | (mobilit*) :ti, ab, kw 12,875
#51 | (pregait) :ti, ab, kw 6
#52 | (pre-gait) :ti, ab, kw 5
#53 | (walk) :ti, ab, kw 15, 284
#54 | (rehabilitation%):ti, ab, kw 54,164
#55 | #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 OR

#24 OR #25 OR #26 OR #27 OR #28 OR #29 OR #30 OR #31 OR

#32 OR #33 OR #34 OR #35 OR #36 OR #37 OR #38 OR #39 OR

#40 OR #41 OR #42 OR #43 OR #44 OR #45 OR #46 OR #47 OR

#48 OR #49 OR #50 OR #51 OR #52 OR #53 OR #54 248, 708
#56 | (protocolx*) :ti, ab, kw 131,072
#57 | (program«) :ti, ab, kw 135, 342
#58 | (goal—-directedx) :ti, ab, kw 1,548
#59 | (strategy) :ti, ab, kw 40, 739
#60 | (strategic) :ti, ab, kw 1,257
#61 | (standardized) :ti, ab, kw 38,511
#62 | (structured) :ti, ab, kw 19, 601
#63 | (targeted) :ti, ab, kw 22, 358
#64 | (algorithmx) :ti, ab, kw 14, 638
#65 | (pathway*) :ti, ab, kw 20, 810
#66 | (activk):ti,ab, kw 297,160
#67 | (proposed) :ti, ab, kw 48,917
#68 | (intensified) :ti, ab, kw 2,609
#69 | (aggressivex) :ti, ab, kw 9,121
#70 | (multifaceted) :ti, ab, kw 2,257
#71 | #56 OR #57 OR #58 OR #59 OR #60 OR #61 OR #62 OR #63 OR

#64 OR #65 OR #66 OR #67 OR #68 OR #69 OR #70 597,152
#72 | #15 AND #55 AND #71 1,996

Trials:1, 956

5% search strategy (%% H 2021 %11 A 1H)
#1 (ICU/TH or ICU/TA) and (PT=%i &%k <) 51, 885
#2 | (EHAEE/TA) and PT=£F &R <) 4,201
#3 | (EHAE/TA) and PT=23E&&R <) 11, 436
#4 | (fB%/TH or EE/TA) and (PT=%iZ8%F& <) 194
# | (FEEE/TA) and PT=2EZEHK&R<) 3,542
#6 | (DT AT T/TH or 2T 4 AIWTT/TA) and (PT=%=3F

% <) 6, 958
#7 | #1 or #2 or #3 or #4 or #5 or #6 63,977
#8 | (GBZEHE/TH or EZEHEE/TA) and (PT==iE#%Ek <) 87,205
#9 | GEENHEE/TH or EBIFEE/TA) and (PT==iE#kER <) 44,872
#10 | (BAEE)/TH or HHES)/TA) and (PT==i&#HER <) 36, 330
#11 | GESNEMSE/TH or BEKES)/TA) and (PT==i &R <) 42,560
#12 | (FL—=2%/TA) and (PT=2FE%R <) 15, 741
#13 | (Gl%E/TA) and (PT=2iZEkBR <) 26, 949
#14 | GEgj/TA) and PT=2 &%k <) 147, 471




#15 | (FEEME/TH or {EEFEE/TA) and (PT==iE#ER <) 15, 763
#16 | (FEABEPR/TH or BEABEIR/TA) and (PT=2=i&#xFx <) 4,425
#17 | (B17/TH or #47/TA) and (PT=%iZ8%F& <) 50, 674
#18 | (REESA4€—3>/TH or EESAHE— 32 /TA) and (PT=

REBBR <) 351
#19 | (UNEYT—232/TH or UNEUT—232/TA) and (PT=

REBBR <) 197, 328
#20 | #8 or #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16

or #17 or #18 or #19 381, 967
#21 | (B 3aJL/TA) and (PT==iE8%kR <) 2,661
#22 | (7@ ba—JL/TA) and (PT=2FE%ER <) 5, 480
#23 | (7RSS L/TA) and (PT=5E8%ER <) 28,393
#24 | (5tE/TA) and (PT=2ZE%kB&x <) 35, 243
#25 | (B%R&/TA) and (PT=%2ZE%kB& <) 37,717
#26 | (#Z£#/TA) and (PT=2 &%k <) 53,423
#27 | (731 XL/TH or 7)LT1) XL/TA) and (PT=2&E%FR <) 25, 111
#28 | (2 ) F 4 HILISA/TH or /RR/TA) and (PT=2i&8%kx <) 32, 636
#29 | (BRFEREBEEIE/TH or ERERIBEETIE/TA) and (PT-REEER

<) 280
#30 | (ExB&EAY/TA) and (PT=2iZ&kFR <) 5,417
#31 | #21 or #22 or #23 or #24 or #25 or #26 or #27 or #28 or #29

or #30 213,818
#32 | 54 LAELEEERER/TH or %5 U 4 LMELLEERER/TH or S U4

Lqt/AL or #E{EAIL/AL or LLEGEAER/AL or EREREAER/AL or 7

S+ AR/AL or xtHE/AL or 3> FO—)L/AL or BEERBFZZ/AL 333, 486
#33 | #7 and #20 and #31 and #32 46




2. PRISMA flow diagram

PRISMA 2020 flow diagram for new systematic reviews which included searches of databases and registers only

Identification

Screening

Identification of studies via databases and registers

v v

Records identified from™
MEDLINE Databases (n=13592)
CENTRAL Databases (n=1,956)
|gakuchuozasshi Databases

Records removed before
screening.
Duplicate records remaved
(n=630)

(n=46)
|

Records screened

Records excluded™
(n=2B03)

(n=2764)
}

Reports sought for retrieval

(n=161)
'

Reports not retrieved
(n=0)

Reports assessed for eligibility
(n=161)

*Consider, if feasible to do so, reporting the number of recards identified from each database or register searched (rather than the

Y

Reports excluded:
Conference abstract (n=45)
Different language (n=4)
Not RCT (n=19)
Different P (n=25)
Different 1/C (n=45)

Studies included in review
{(n=23)

Reports of included studies
(n=23)

total number across all databasesfregisters).

**If automation tools were used, indicate how many records were excluded by a human and how many were excluded by

autormation tools.

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron |, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated

guideline for reporting systematic reviews. BMJ 2021,372:n71. doi: 10.1136/bmj.n7 1

For more information, visit: http:fwww. prisma-statement. org/




3. Risk of bias graph
1) EAS{E Fundamental Motion (assessed with: PFIT, IMS, MMS, SOMS)

Random sequence generation (selection bias)
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2) ADL Activities of Daily Living (assessed with: FIM, BI, mmFIM, SPPB)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

% 25% 50% 75%

o
—
o
=]
®

-Low risk of bias [:IUnclearrisk of bias -High risk of bias

3) 773 Muscle Strength (assessed with: MRC-SS)
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4) ANIMFIREAR Duration of Mechanical Ventilation (days)



Random sequence generation (selection bias)
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5) ICU #7E A%t Length of Stay in the ICU (days)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

o

Other bias

% 25% 50% 75%

o
—
o
=]
®

B Low risk of bias [Junciear risk of hias

B High risk of bias




6) ICUBEFDEHEAZEFREEE Incidence of Delirium in the ICU
ToRALLGL

7 RTOEEEZFR Any Adverse Event

Random sequence generation (selection bias)
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4. Risk of bias summary
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5. Forest plot
1) BERENE

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI

Denehy 2013, PFIT 717 B/ 8 15 56 17.3% -0.19 [-0.55,0.18] 2013 T

Kayamhbu 2015, PFIT 56 21 19 54 17 23 156% 0.10[-0.50,0.71] 2015 [ —

Hodgson 2016, PFIT 74 36 29 74 36 21 16.0% 0.00 [-0.56, 0.56] 2016 I E—

Schaller 2016, SOMS 2.2 1 104 15 08 96 17.7% 0.77[0.48,1.05] 2016 —

McWilliams 2018, MMS 7 148 44 5 222 43 16.8% 1.05[0.60,1.50] 2018 e —

Schujmann 2019, IMS 98 04 50 7 2 49 166% 1.94 [1.46,2.42] 2019 —_—

Total (95% CI) 307 288 100.0% 0.62[0.01,1.23] |~ —

Heterogeneity: Tau®= 0.52; Chi*= 59.66, df=5 (P < 0.00001); F=92% 52 ¢1 ] 1l é

Testfor overall effect. Z=1.99 (P = 0.05) Favours [control] Favours [experimental]
2) ADL

Experimental Control Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% ClI Year IV, Random, 95% CI

Schweickert 2009, BI 75 64.81 49 55 6296 55 20.2% 0.31 [-0.08,0.70] 2009 I e —

Schaller 2016, mmFIM 8 296 104 5 444 96 21.9% 0.80[0.51,1.09] 2016 L

Morris 2016, SPPB 16 28 86 1.9 274 98 21.9% -0.11[-0.40,0.18] 2016 I

Eggmann 2018, FIM 101 22 58 99 24 57 206% 0.09 [-0.28, 0.45] 2018 —_— T

Mewilliams 2018, BI 85 11.11 17 90 7.4 21 154% -0.53[1.18,012] 2018 —

Total (95% CI) 314 327 100.0% 0.15[-0.27,0.57]

Heterageneity: Tau®= 0.19; Chi*= 26.09, df= 4 (P < 0.0001); F=85% ’1 _05_5 5 0?5 11

Testfor overall efiect Z= 0.70 (P = 0.48) Favours [control] Favours [experimental]

Sebe
3) A
Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI

Dantas 2012 55.86 4.4 14 4029 1051 14 19.9% 1557 ([9.60,21.54] 2012 s

Kayambu 2015 519 105 19 473 136 23 181% 4.60[-2.69,11.89] 2015 I

Hodgson 2016 50.4 7.5 29 452 132 21 195% 5.20[1.07,11.47] 2016 T

Eggmann 2018 424 131 40 444 17 43 206% -2.00[-7.36,3.36) 2018 — T

MecWilliams 2018 53 10.37 35 53 .41 34 21.9% 0.00[-4.24,4.24] 2018 —

Total (95% Cl) 137 135 100.0% 4.52[-1.54,10.59] ~ il

Heterogeneity: Tau®= 38.93; Chi*= 22.73, df= 4 (P = 0.0001), F= 82% _25,0 _150 b 150 250

Testfor overall effect Z=1.46 (P =0.14) Favours [control] Favours [experimental]
4) NI rFokHARE

Experimental Control Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV,Random, 95% Cl Year IV, Random, 95% CI

Schweickert 2009 3.4 37 49 61 415 55 5.0% -2.70[-4.21,-1.19] 2009 -

Denehy 2013 438 508 74 408 349 76 55% 0.30[1.10,1.70] 2013 T

Dong 2014 5.6 21 30 7.3 28 30 6.3% -1.70[-2.95,-0.45] 2014 -

Dong 2015 8.1 33 53 1389 4.1 53  54% -580[7.22,-4.38] 2015 -

Kayambu 2015 g8 311 26 7 2074 24 01% 1.00[13.55,15.55 2015

Hodgson 2016 54 481 29 7 519 21 1.8%  -1.60[-4.43,1.23] 2016 ——

Maffei 2017 049 0.54 20 1.27 202 20 88% -0.78[1.70,0.14] 2017 -

Eggmann 2018 54 711 58 5 615 57 2.4% 0.40[-2.03,2.83] 2018 -1

MecWilliams 2018 10 5893 44 12 815 43 1.6% -2.00[-5.00,1.00] 2018 T

Pang 2019 3 07 21 517 075 21 13.4% -217[2.61,-1.73] 2019 -

Schujmann 2019 2 148 50 25 222 49 104% -0.50[-1.24,0.24] 2019 -

Hayes 2020 6.2 25 7 9.2 3.8 8 15% -3.00[6.22,022] 2020 -

Pinkaew 2020 578 274 23 1282 569 23 21% -7.04[-9.62,-4.46] 2020 n—

Shirvani 2020 043 011 45 05 016 45 159% -0.07 [-0.13,-0.01] 2020 b

Windmdller 2020 0.44 017 16 0.4 007 15 15.8% 0.04 [-0.05,0.13] 2020

Dong 2021 749 259 39 941 532 41 3.8% -1.92[3.74,-010] 2021 I

Total (95% ClI) 584 581 100.0% -1.28[-1.68, -0.87] ]

it 2 — . i - - R = i 1 I 1
Heterogeneity: Tau®= 0.27, Chi*= 215.09, df= 15 (P < 0.00001); F= 93% 20 0 b 10 20

Test for overall effect: Z=6.16 (P < 0.00001)
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5) ICUFEBH

Experimental

Mean

SD Total Mean

Control

SD Total Weight

Mean Difference
IV, Random, 95% CI

Year

Mean Difference
IV, Random, 95% CI

Study or Subgroup

Schweickert 2009 59 6.44 49 79 504 55 53% -2.00[-4.24,0.24] 2009 7
Denehy 2013 8 444 74 7 37 76 7.6% 1.00 F0.31,2.31] 2013 .
Brummel 2014 35 363 22 4 274 22 61% -0.50[-2.40,1.40] 2014 -
Dong 2014 127 41 30 152 45 30 55% -250[-4.68,-0.32] 2014 e
Dong 2015 "7 32 53 183 42 53 7.3% -6.60[-8.02,-518] 2015 -
Kayambu 2015 12 3037 26 8.5 2444 24 02% 3.50[11.73,18.73] 2015

Hodgson 2016 9 815 29 1 815 il 22% -2.00[-6.58,2.58] 2016 -1
Morris 2016 75 741 150 8 667 150 68% -050[210,1.101 2016 -T
Schaller 2016 7 519 104 10 B6.67 96 6.7% -3.00[-4.67,-1.33] 2016 -
Maffei 2017 12 157 20 143 20 20 05% -2.30[13.44,8.84] 2017

Tarig 2017 632 092 87 749 094 87  96% -1.17[-1.45-089] 2017 -
Eggmann 2018 61 615 58 6.6 748 57 48% -050[-3.01,2.01] 2018 -
McWilliams 2018 14 6.67 45 17 11.85 43 26% -3.00[-7.04,1.04] 2018 -/
Pang 2019 11.76 263 21 14 219 21 7.2% -2.24[-3.70,-0.78] 2019 -
Schujmann 2019 5 222 50 8 519 49 69% -3.00[-4.58,-1.42] 2019 -
Hayes 2020 129 7.04 7214 17.04 8 03% -8.50[21.41,441] 2020

Shirvani 2020 247 0.84 45 232 042 45  96% 015[0.12,0.42] 2020

Windmdller 2020 29 07 16 25 05 15 9.4% 0.40 [-0.03,0.83] 2020 r
Dong 2021 20 1267 39 2112 1374 4 1.5% -1.12[6.91,467] 2021 7
Total (95% CI) 925 913 100.0% -1.53[-2.30,-0.77] ¢
Heterogeneity: Tau®=1.58; Chi*= 169.36, df= 18 (P < 0.00001); = 89% 20 10 ) 10 20

Test for overall effect: Z=3.91 (P < 0.0001) Favours [experimental] Favours [control]

6) ICUFHEPFDEBARRER

T RALGGL
1) IRTOEEER
Experimental Control Risk Ratio Risk Ratio

Study or Subgroup  Events  Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Morris 2016 7 150 11 150 24.0% 0.64 [0.25,1.60] 2016 —
Schaller 2016 25 104 10 96 26.8% 2.31[1.17,4.55] 2016 —a—
Hodgson 2016 0 29 4 21 7.9% 0.08 [0.00,1.44] 2016 —
Eggmann 2018 1 58 3 57 11.2% 0.33[0.04,3.06] 2018 I m—
Pang 2019 1 21 0 21 6.9% 3.00[0.13,69.70] 2019
Nydahl 2020 5 120 15 152 23.2% 0.42[0.16,1.13] 2020 —a
Hayes 2020 0 7 0 g Not estimable 2020
Total (95% ClI) 489 505 100.0% 0.72[0.28,1.83] -
Total events 39 43
Heterogeneity: Tau*=0.73; Chi*=14.21, df= 5 (P = 0.01); F= 65% IJ.'EIEIZ 011 1.0

Testfor overall efiect: 2= 0.70 (P = 0.49) Favours [experimental] Favours [control]
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6. Funnel plot
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1. Search methods
BRT—3~N—X
B MEDLINE (PubMed)
Bl CENTRAL
B EdEE
O it ( )

BEREEY M
PubMed search strategy (#%H 2021 &£ 10 A 29 H)

#1 | “Critical Carex”[tiab] 36, 399
#2 | “Care, Critical”[tiab] 258
#3 | “Intensive Carex”[tiab] 166, 745
#4 | “Care, Intensive”[tiab] 356
#5 | “Surgical Intensive Care”[tiab] 4,668
#6 | “Care, Surgical Intensive”[tiab] 14
#7 | “Intensive Care, Surgical”[tiab] 33
#8 | “ICU Intensive Care Units”[tiab] 12
#9 | “Unit, Intensive Care”[tiab] 63
#10 | “Intensive care units”[mh] 95, 068
#11 | “critical illness”[mh] 33,890
#12 | ICU[tiab] 68, 388
#13 | “critical illx” [tiab] 12,022
#14 | “critically ill*” [tiab] 51,638
#15 | “Septic Shock”[tiab] 24,737
#16 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or 290, 307
#10 or #11 or #12 or #13 or #14 or #15
#17 | rehabilitation[mh] 328,578
#18 | rehabilitat*[tiab] 194, 321
#19 | “Physical Therapy Modalities” [mh] 165, 527
#20 | “physical therapx”[tiab] 28, 493
#21 | physiotherapx[tiab] 29, 590
#22 | “physical therapy procedure”[tiab] 7
#23 | exercise [mh] 219, 860
#24 | “Exercise Therap*”[tiab] 5, 531
#25 | “Endurance Trainingx”[tiab] 5, 053
#26 | ambulationx[tiab] 12, 361
#27 | “Occupational Therapx”[tiab] 16, 140
#28 | mobi I*[tiab] 354, 289
#29 | Early Ambulation[mh] 3,091
#30 | “Accelerated Ambulation”[tiab] 10
#31 | “Ambulation, Early”[tiab] 34
#32 | “Early Mobilization”[tiab] 3,254
#33 | enhanced[tiab] 873, 584
#34 | #17 or #18 or #19 or #20 or #21 or #22 or #23 or #24 1,857,478
or #25 or #26 or #27 or #28 or #29 or #30 or #31 or
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#32 or #33

CENT

#35 | “twice daily”[tiab] 47,275
#36 | “twice a day”[tiab] 13, 341
#37 | “per day”[tiab] 84, 415
#38 | “Many times”[tiab] 4,962
#39 | “More than once”[tiab] 3,743
#40 | “Several times”[tiab] 12,020
#41 | Frequenx[tiab] 1,839, 999
#42 | twice[tiab] 193, 936
#43 | “three times”[tiab] 68, 337
#44 | #35 or #36 or #37 or #38 or #39 or #40 or #41 or #42 2,151,829
or #43
#45 | “randomized controlled trial”[pt] 549 675
#46 | “controlled clinical trial”[pt] 639, 284
#47 | randomized[tiab] 585, 742
#48 | placebo[tiab] 228,927
#49 | “drug therapy”[sh] 2,393, 828
#50 | randomly[tiab] 369, 438
#51 | trial[tiab] 676,478
#52 | groups[tiab] 2,295, 689
#53 | animals[mh] NOT humans[mh] 4,906,016
#54 | (#45 or #46 or #47 or #48 or #49 or #50 or #51 or #52) 4,556, 930
not #53
#55 | (#16 and #34 and #44) and #54 522
RAL search strategy (#&%H 2021 £ 10 8 27 8)
#1 (“critical care”) :ti, ab, kw 4200
#2 | (“Care, Critical”):ti,ab, kw 21
#3 | ("intensive care”) :ti, ab, kw 25378
#4 | (“care, intensive”) :ti, ab, kw 269
#5 ("Surgical Intensive Care”) :ti, ab, kw 774
#6 ("care surgical intensive”) :ti, ab, kw 1
#1 ("intensive care surgical”™) :ti, ab, kw 9
#8 ("ICU Intensive Care Units”) :ti, ab, kw 2
#9 (“unit intensive care”) :ti, ab, kw 23
#10 | ("ICU”) :ti, ab, kw 14244
#11 | (critical ill%):ti,ab, kw 6222
#12 | (critically illx):ti,ab, kw 7559
#13 | ("Septic Shock™) :ti, ab, kw 3165
#14 | MeSH descriptor: [Intensive Care Units] explode all 3864
trees
#15 | MeSH descriptor: [Critical Illness] explode all trees 2466
#16 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or 39173
#10 or #11 or #12 or #13 or #14 or #15
#17 | MeSH descriptor: [Rehabilitation] explode all trees 38509
#18 | MeSH descriptor: [Physical Therapy Modalities] 27816
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Ed

explode all trees
#19 | MeSH descriptor: [Exercise] explode all trees 26655
#20 | MeSH descriptor: [Early Ambulation] explode all trees 397
#21 | (rehabilitat*) :ti, ab, kw 54621
#22 | (“physical therapy”):ti, ab, kw 10394
#23 | (“physical therapies”) :ti,ab, kw 149
#24 | (“physical therapy procedure”) :ti, ab, kw 2
#25 | (physiotherap*) :ti, ab, kw 17502
#26 | (“exercise Therapy”) :ti, ab, kw 13250
#27 | ("exercise therapies”) :ti, ab, kw 91
#28 | (Endurance Training*) :ti, ab, kw 6503
#29 | (ambulation*) :ti, ab, kw 3675
#30 | ("occupational therapy”) :ti,ab, kw 2819
#31 | ("occupational therapies™) :ti, ab, kw 16
#32 | (mobil*) :ti, ab, kw 32884
#33 | (“"Accelerated Ambulation”) :ti, ab, kw 2
#34 | ("Ambulation, Early”):ti, ab, kw 9
#35 | ("Early Mobilization™) :ti, ab, kw 1118
#36 | (enhanced) :ti, ab, kw 30841
#37 | #17 or #18 or #19 or #20 or #21 or #22 or #23 or #24 167402

or #25 or #26 or #27 or #28 or #29 or #30 or #31 or

#32 or #33 or #34 or #35 or #36
#38 | ("twice daily”) :ti, ab, kw 35210
#39 | ("twice a day”) :ti, ab, kw 10600
#40 | ("per day”) :ti, ab, kw 29181
#41 | ("Many times”) :ti, ab, kw 320
#42 | ("More than once”) :ti, ab, kw 426
#43 | (“Several times”):ti, ab, kw 715
#44 | (Frequenx) :ti, ab, kw 145766
#45 | (twice) :ti, ab, kw 70097
#46 | (“three times”) :ti, ab, kw 21570
#47 | #38 or #39 or #40 or #41 or #42 or #43 or #44 or #45 245739

or #46
#48 | #16 and #37 and #47 729

(Trials 709)
it search strategy (#%%H 2021 £ 10 A 29 B)

# ((CCU/TH or CCU/TA)) and (PT==i&8%Px<) 22, 471
#2 ((ICU/TH or ICU/TA)) and (PT==Z#kBx<) 51, 885
#3 ((DUT1aHANLTT/TH or D) T4 HI7T/TA)) and (PT=% 6, 958

ERERC)
#4 ((RCU/TH or RCU/TA)) and (PT==Z#kBx<) 12, 650
#5 ((ICUEEE/TH or ICUFFE/TA)) and PT=-=&E#HER<) 5, 746
1#6 (DT HhWVTT7EE/THor V)T 4 hILTT7EE/TA)) and 7,818

(PT=5&ExBr <)
#7 (R aEE/TH or EdaEE/TA)) and PT==ZFR <) 672
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#8 ((ICU fiEf®=EE/TH or ICU fiEI®EE/TA)) and (PT==EEkBx <) 967

#9 (( B 22 & /TH or Stroke/TA) and (“Calcium-Responsive 111
Element”/TH or Care/TA) and Unit/TA) and (PT==%&kER<)

#10 | (BHE=—a1—O/NF—/THor ZHF=—_1—0/\F—/TA)) and (PT= 7,099
REBBR <)

#11 | ((fB%/TH or fEE/TA)) and (PT==i&EkFR<) 194

#12 | ((avH-BmiEMS/TH or ¥ 3 vy -BmfEN/TA)) and (PT= 5,774
REBR <)

#13 | (#1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 103, 410
or #11 or #12)

#14 | GESYEE/TH or BENEE/TA) and (PT=-=i&EkBR <) 44,872

#15 | (UNEUT—232/TH or YNEYT—232/TA) and (PT= 197, 328
REBBR <)

#16 | (UNEVT—>aVFE/TH or UNEYT—2 3 FE/TA 6,214
and (PT==i&#%kR <)

#17 | (DEEYANEYF—2 32 /TH or DEEYNEYF— 32 /TA) 3,986
and (PT=223&8%M% <)

#18 | (WREFEMUNEY)T—2 32 /TH or #RZMHUNE) T— 3 2,583
> /TA) and (PT=23&%F% <)

#19 | KZEFUYNEYT—232/TH or KZEHRYNEYF— 3y 2,797
/TA) and (PT=2i&8%fR <)

#20 | (GEZEHEE/TH or BZHEE/TA) and (PT==5&EkBR <) 87,205

#21 | (FFOREIE/TH or PEIRENER/TA) and (PT==:ZEkBFR <) 2,096

#22 | (BENRESEE/TH or BERESEE/TA) and PT=-REHKR <) 952

#23 | (BRES)/TH or BIKEE)/TA) and (PT==ZEFkFR<) 36, 330

#24 | GES)MIE/TH or EEIMME/TA) and (PT=-=i&EkRR <) 1,986

#25 | (B AiEsREI%E/TH or i i85/ TA) and (PT=-R&E#H%E <) 8, 686

#26 | (BESEAT/TH or HHESEAT/TA) and PT=-=&E#HKR <) 8, 064

#27 | (thBNESYEE/TH or thENEEEE/TA) and PT=2FEBR <) 1,235

#28 | (RrLyFUH/TH or ARLYF S /TA) and (PT=2:&5%FR 4,118
<)

#29 | (LYRB VR ML—ZVF/TH or LYRB VR ML—Z2F 2,620
/TA) and (PT==i&8%fR <)

#30 | (BREA A —/N\ILbL—=2%/TH or B&EA V4% —/NIL 68
L—=>%/TA) and (PT==2&8%Fx<)

#31 | GEL—=2%/TH or WEFL—=24F/TA) and (PT=%2& 648
% <)

#32 | (BB BEE)/TH or BENINTBNEE)/TA) and PT=-R&E#HER <) 121

#33 | (REABEER/TH or BRHEABELR/TA) and (PT=xi&EkBR <) 4,425

#34 | (FEIRIFZEEEE/TH or FRIRIRZEEE/TA) and (PT=2EERBR <) 7,376

#35 | (("EEZREE (BEP9EEF) “/TH or "IBEEERE (BEPMET) “/TA)) and 66
(PT=5&E%Fr <)

#36 | ((FFAMEIRE/TH or #FHAMEINME/TA)) and (PT==ZFkR <) 44

#37 | ((EEHE/TH or 1EEE/TA)) and (PT==i kR <) 15, 763

#38 | #14 or #15 or #16 or #17 or #18 or #19 or #20 or #21 or #22 233, 557

or #23 or #24 or #25 or #26 or #27 or #28 or #29 or #30 or
#31 or #32 or #33 or #34 or #35 or #36 or #37
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#39 | (J8E/TA) and (PT=2&E%FR <) 95, 476
#40 | (#[E/TA) and (PT==&E%ER <) 8,271
#41 | (BHE/TA) and PT=5E&&HKR <) 4,474
#42 | (EI#/TA) and (PT=&E%FR <) 22,552
#43 | (2[E/TA) and (PT=2= &%k <) 50, 129
#44 | (3[E/TA) and (PT=2= &%k <) 34, 858
#45 | (fafE/TA) and (PT=&E%ER <) 1,228
#46 | 1 B®H=Y/TA) and PT=5ZHFR<) 898
#47 | #39 or #40 or #41 or #42 or #43 or #44 or #45 or #46 196, 735
#48 | 5 & LibLEEE ER/TH 54, 490
#49 | #S 25 LAb LB ER/TH 3,499
#50 | 5 >4 Lfk/AL 65, 642
#51 | |{EA1E/AL 8, 331
#52 | EEEEAER/AL 69, 347
#53 | BREREAER/AL 80, 105
#54 | 75 tAR/AL 8,613
#55 | xfHEE/AL 78, 420
#56 | 3> Ba—JL/AL 71,975
#57 | BRERHAZE/AL 60, 218
#58 | #48 or #49 or #50 or #51 or #52 or #53 or #54 or #55 or #56 333, 486
or #57
#59 | #13 and #38 and #47 and #58 41
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2. PRISMA flow diagram

PRISMA 2020 flow diagram for new systematic reviews which included searches of databases and registers only

[ Identification of studies via databases and registers ]
)
.5 Records identified from™*: Records removed before
E MEDLINE Databases (n=522) screening:
£ CENTRAL Databases (n=709) > Du Iigéte records removed
b Igakuchuozasshi Databases (n=p1 86)
S (n=41)
:
)
Records screened Records excluded**
——>
(n= 1086) (n=1017)
v
Reports sought for retrieval o | Reports not retrieved
.E (n=69) (n=0)
=
o
; |
5}
(2]
Reports assessed for eligibility o | Reports excluded:
(n=69) e Conference abstract (n=48)
Different languages (n=2)
Not RCT (n=0)
Different P (n=1)
Different I/C (n=10)
—
) y
° Studies included in review
)
3| | (=7
5 Reports of included studies
= (n=8)
—

*Consider, if feasible to do so, reporting the number of records identified from each database or register searched (rather than the
total number across all databases/registers).

**If automation tools were used, indicate how many records were excluded by a human and how many were excluded by
automation tools.

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron |, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated
guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71

For more information, visit: http://www.prisma-statement.org/

3. Risk of bias graph
1) EAXE{E Fundamental Motion (Modified Rivermead Mobility Index)
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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)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

%l

268 50 73K 10
[ Low risk of blas [ unclear risk of blas [l High risk of bias

o7

2) ADL Activities of Daily Living (FIM, Modified Barthel Index)

Random sequence generation (selection bias)
Allocation concealment (selection bias)
Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
Other bias

%l

2% s0% 75X 10
[l High risk of bias

ox

[ Low risk of blas [Junclear risk of blas

3) A Muscle Strength (MRC-SS)

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

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

%l

2% 50 75X 10
[l High risk of bias

ox

[ Low risk of blas [] unclear risk of blas

4) ANTIMEIREARS Duration of Mechanical Ventilation
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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)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
Other bias

26% 50X 75X 100%
[l High risk of bias

oT

[ Low risk of blas [ unclear risk of blas

5) ICU#7EH% Length of Stay in the ICU

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

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
Other bias

25X 50%  73% 100X
[l High risk of blas

o7

[ Low risk of blas [ unclear risk of blas

6) ICUEEFDEAEDHIRE Incidence of Delirium in the 1CU
ToRALLGL
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7 TRTHOEEEZR Any Adverse Events

Random sequence generation (selection bias)
Allocation concealment (selection bias)
Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)
Selective reporting (reporting bias)
Other bias

%l

26% 50X 73K 10
[ Low risk of blas [Junclear risk of blas [l High risk of blas

ox
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4. Risk of bias summary
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5. Forest plot
1) BERENE

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Stephen 2018 19 10 112 16 10 104 100.0% 3.00[0.33, 5.67]
Total (95% CI) 112 104 100.0% 3.00 [0.33, 5.67] el
Heterogenehty: Not applicable 5_10 _‘s ¢ d 104

Test for overall effect: Z = 2.20 (P = 0.03)

Favours [control] Favours [experimental]

Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, d 95% Cl  Year IV, Rand 95% CI
Swephen 2018 113 17 B3 108 20 75 77.6% 0.27 [-0.04,0.58] 2018 =

Amundadottir 2019 B85 40 26 B6 278 20 224X  0.07 [-0.51,0.65] 2018

Total (95% CI) 109 95 100.0% 0.22 [-0.05, 0.50]

——eogliiie—

Heterogenetty: Tau* = 0.00; ChF = 0.35, df = 1 (P = 0.55); F = 0% !

-1 .5 ¢ (X3 1
Test for overall effect: Z = 1.59 (P = 0.11) Favours [control] Favours [experimental]
Sk
3) A
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Rand: 95% Cl Year IV, Rand 95% CI
Chris 2018 36.15 1591 25 3B.1 19.22 29 13.6% -1.95[-11.32, 7.42] 2018 —
Amundadottr 2018 40.2 4.7 20 424 57 13 B6.4X -2.20 [-5.92,1.52] 2018 —i—
Total (95% CI) 45 42 100.0% -2.17 [-5.62, 1.29] -
Heterogenehty: Tau® = 0.00; ChF = 0.00, df = 1 (P = 0.96); P = 0% o0 =T r 1i 20
Test for overall effect: Z = 1.23 (P = 0.22) Favours [control] Favours [experimental]
4) NI rfokHARE
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Orna 2013 9 5 9 16.22 2 9 13.6X% -7.22 [-10.74,-3.70] 2013
Dong 2014 56 21 30 73 28 30 31.8% -1.70[-2.95 -0.45] 2014 —-—
Hickmann 2018 5.5 11.2 9 47 66 10 3.4x 0.80 [-7.58, 9.18] 2018
Chris 2018 104 639 25 12.86 7.17 29 13.1% -2.46[-6.08,1.16] 2018 —
Amundadottir 2019 BB 856 28 78 9.1 21 7.6% 1.00 [-4.23, 6.23] 2018 —
Fahimeh 2020 10.23 2.71 45 1191 3.87 45 30.5% -1.68[-3.06,-0.30] 2020 -
Total (95% CI) 147 144 100.0% -2.26 [-3.86, -0.65] -
Heterogenetty: Tau® = 1.70; Chi* = 10.63, df = 5 (P = 0.06); F = 53% _1'0 _‘5 q 5 1’0
Test for overall effect: Z = 2.76 (P = 0.006) Favours [experimental] Favours [control]
s e
5 ICUHEBH
Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Rand 95% Cl  Year IV, Rand 95% ClI
Orna 2013 13 46 9 1811 3.1 9 17.1% -5.11[-8.73,-1.49] 2013 —_—
Dong 2014 127 41 30 152 45 30 311X -2.50 [-4.68,-0.32] 2014 ——|
Chris 2018 13.4 797 25 1B8.76 1447 29  7.4% -5.36 [-11.48,0.76] 2018 B
Hickmann 2018 6.7 12 9 73 63 10 3.9% -0.60[-9.36,8.16] 2018
Stephen 2018 13 963 124 15 11.11 118 25.7% -2.00 [-4.63, 0.63] 2018 e
Amundadottir 2019 124 83 28 11 115 21 B8.2%  1.40[-4.37,7.17] 2019 S E—
Fahimeh 2020 50.18 20.14 45 55.64 10.02 45 &.5% 3.54[-3.03,10.11] 2020 —
Total (95% CI) 271 262 100.0% -2.24 [-4.02, -0.46] L 2
Heterogenelty: Tau® = 1.42; ChF = B.10, df = & (P = 0.23); P = 26X '-20 _i'o ¢ 1x'° 20:

Test for overall effect: Z = 2.46 (P = 0.01)
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6) ICUEEFDEAEDHERE

7o bMALIGL
) TRTOEEER
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Dong 2014 1 30 0 30 50.5% 3.00 [0.13, 70.83] 2014 =
Chris 2018 0 25 0 29 Not estimable 2018
Stephen 2018 1 150 0 158 49.5% 3.16 [0.13, 76.94] 2018 =
Total (95% CI) 205 217 100.0% 3.08 [0.33, 29.10] e —
Total events 2 0
Heterogenehty: Tau® = 0.00; ChE = 0.00, df = 1 (P = 0.98); F = 0X Ih.01 0.=1 llb 100‘

Test for overall effect: Z = 0.98 (P = 0.33)
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6. Funnel plot
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CQ3 EHFEBEICHL CTHEHERRBFLE/BEIVRLEIILITA—2ZT5H7?

1. Search methods
W MEDLINE (PubMed)

W CENTRAL
B EhE
PubMed search strategy (#%H 2021 &£ 10 A 14 8 : ¥4 1ILEF)
mERNX Ewv MMEE

#1 “critical care” [mh] OR (“critical*”[tiab] AND | 428528
“care”[tiab]) OR “critical illness”[mh] OR “critical
i1*"[tiab] OR “critically i 1% [tiab] OR
("intensive”[tiab] AND “care”[tiab]) OR “intensive care
units” [mh] OR “mechanical ventilat+”[tiab] OR
“Ventilators, Mechanical”[mh:NoExp] OR “Respiration
Artificial”[mh]

#2 “electric stimulation” [mh] OR “electric stimulation | 241580
therapy” [mh] OR ("electricx”[tiab] AND
“stimulation”[tiab])

#3 “bicycling”[mh] OR “bicycl*”[tiab] OR “cycling”[tiab] OR | 768600
“cyclex”[tiab] OR “ergometry”[mh] OR “ergomet*”[tiab]

#4 randomized controlled trial[pt] OR controlled clinical | 1558451
trial [pt] OR randomized[tiab] OR placebo[tiab] OR clinical
trials as topic [mesh: noexp] OR randomly[tiab] OR
trial[tiab] NOT (animals [mh] NOT humans [mh])

#5 #2 OR #3 1001661

1#6 #1 AND #4 AND #5 1099

CENTRAL search strategy (#%H 2021 &£ 10 A 15 H : H4AIWLWEF)

#1 MeSH descriptor: [Critical Care] explode all trees 2157

#2 | MeSH descriptor: [Critical Illness] explode all trees 2466

#3 | MeSH descriptor: [Intensive Care Units] explode all trees 3864

#4 | MeSH descriptor: [Respiration, Artificial]l explode all trees | 6602

#5 | MeSH descriptor: [Ventilators, Mechanical] this term only 253

1#6 (critical*) :ti, ab, kw AND (ill*):ti, ab, kw 10411

#7 ( “critical*” ):ti, ab,kw AND ( “care” ) :ti,ab, kw 11294

#8 ( “intensive” ):ti,ab, kw AND ( “care” ) :ti,ab, kw 31413

#9 (mechanical NEXT ventilatx) :ti, ab, kw 10957

#10 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 51249

#11 | MeSH descriptor: [Electric Stimulation] explode all trees 1946

#12 | MeSH descriptor: [Electric Stimulation Therapy] explode all | 7489

trees

#13 | ("electricx”) :ti, ab, kw AND (“stimulation”) :ti, ab, kw 6335

#14 | #10 OR #11 OR #12 10750

#15 | MeSH descriptor: [Bicycling] explode all trees 1702

#16 | (bicycl*) :ti, ab, kw 5925

#17 | (cycling®) :ti, ab, kw 6027
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#18 | (cyclex) :ti, ab, kw
#19 | MeSH descriptor: [Ergometry] explode all trees 8733
#20 | (ergometx) :ti, ab, kw 6278
#21 | #15 OR #16 OR #17 OR #18 OR #19 OR #20 12444
#22 | #14 OR #21 82574
#23 | #10 AND #22 1498
£t search strategy (8% H 2021 £10 A 28 B : H4ILE%E)
#1. | (DT 4hITT/TH or FErhiEHE/AL) or FEHFE/AL or | 169292
(ICU/TH or &HiAHE=E/AL) or ([BERESZT7]/INor EEERE
‘77 /AL) or EfEfRAE/AL or (ATFEE/TH or AN TREDR/AL)
#2 | HEHEIRE/AL or (EXRKIE/TH or EXKIE/AL) or (EX | 79198
FEE/TH or BREE/AL) or EMS/AL or NMES/AL
#3 | ((T)ITARY—/TH or T)TA—%—/AL) or (EBHH%3/TH | 31405
or T)LTA—R—/AL)) or A4V )LT)TA—R—/AL or 7
AbI)TA—=E—/AL or RET)LTA—%—/AL
#4 | (S LIEEBEER/TH or S5 U A LIELEEEER/AL) or (S > | 77864
A LB L8 EAER/TH or RCT/AL)
#5 | #2 or #3 109979
# | #1 and #4 and #5 31
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2. PRISMA flow diagram

CQ3-1
[ Identification of studies via databases and registers
S
Records identified from™: Records removed before
5 MEDLINE Database screening:
= (n=1099) Duplicate records removed
o CENTRAL Database > (n =559)
-."i (n=1498) Records marked as ineligible
5 Igakuchuozasshi Database by automation tools (n =0)
=2 (n=31) Records removed for other
Manual search (n=6) reasons (n =0)
-
- ™ "
Records screened Records excluded™*
—>
(n=2075) (n =2000)
A4
Reports sought for retrieval Reports not retrieved
b (n=75) ’ (n=0)
=
@
2
8 v
Reports assessed for eligibility Reports excluded:
(n=75) Conference abstract (n = 18)
Different languages (n =4)
Not RCT (n =6)
Different P (n = 5)
Different I/C (n = 23)
N
A4
M
= Studies included in review
= (n=19)
° Reports of included studies
= (n=19)

40




CQ3-2

Identification

Identification of studies via databases and registers

Records identified from™:
MEDLINE Database
(n=1099)

CENTRAL Database
(n=1498)

Igakuchuozasshi Database
(n=31)

Manual search (n=6)

A4

Screening

Included

Records screened
(n=2075)

A4

Reports sought for retrieval

(n=75)
I

Reports assessed for eligibility
(n=75)

Studies included in review
(n=10)

Reports of included studies
(n=10)
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Records removed before
screening:
Duplicate records removed
(n =559)
Records marked as ineligible
by automation tools (n =0)
Records removed for other
reasons (n =0)

Records excluded™*
(n =2000)

Reports not retrieved
(n=0)

Reports excluded:
Conference abstract (n = 18)
Different languages (n =4)
Not RCT (n =4)
Different P (n = 5)
Different I/C (n = 34)




CQ3-3

Identification

Identification of studies via databases and registers

Records identified from™:
MEDLINE Database
(n=1099)

CENTRAL Database
(n=1498)

Igakuchuozasshi Database
(n=31)

Manual search (n=6)

A4

Screening

Included

Records screened
(n=2075)

A4

Reports sought for retrieval

(n=75)
I

Reports assessed for eligibility
(n=75)

Studies included in review
(n=4)

Reports of included studies
(n=4)
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Records removed before
screening:
Duplicate records removed
(n =559)
Records marked as ineligible
by automation tools (n =0)
Records removed for other
reasons (n =0)

Records excluded™*
(n =2000)

Reports not retrieved
(n=0)

Reports excluded:
Conference abstract (n = 18)
Different languages (n =4)
Not RCT (n =4)
Different P (n = 5)
Different I/C (n = 40)




3. Risk of bias graph
CQ3-1
1) ADL (FIM - BI - Katz Index)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

0%

25% 50%

75%

100%

Low risk of bias

|:| Unclear risk of bias

High risk of bias

2) EETZEE (6WND)
F—27%L

3) #iA (MRC-SS, #EAKGE) (10U RER)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

0%

25% 50%

75%

100%

Low risk of bias

[:‘ Unclear risk of bias

High risk of bias
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5) NI MFiRzsiis HifE
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Random sequence generation (selection bias) __
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CQ3-2
1) ADL (FIM - BI - Katz Index)
F—a#L
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3) #iA (MRC-SS, #EANKGE) (10U RER)

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

Other bias - [

bX  25x  so%x  75% 100K
[ Low risk of blas [ unclear risk of bilas [l High risk of blas

4)

il

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) |

Other bias _

DX 25% 0% 75%  100%
[ Low risk of bias [ unclear risk of blas [l High risk of blas

5) ANIMFIkasiEiEHiE
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6) JmbeiHiE HE
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Incomplete outcome data (attrition bias)
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4. Risk of bias summary
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5. Forest plot

1) ADL (FIM-BI - Katz Index) Barthel index
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI IV, Random, 95% CI
DR Campos 2022 70 51.9 33 73 48.1 36 43.6% -3.00([-26.67,20.67]
Nakamura 2019 50.4 31.6 21 29 18.8 16 56.4%  21.40[5.04, 37.76] =
Total (95% CI) 54 52 100.0% 10.76 [-12.95, 34.48]

J

Heterogeneity: Tau? = 189.91; Chi® = 2.76, df = 1 (P = 0.10); I = 64%
Test for overall effect: Z = 0.89 (P = 0.37)

2) BENEAE (6MWD)
T—%7L

3) A1 (MRC-SS, #EH7%AE) (ICUBR=EF)

2100

. .
-50 0 50
Favours [control] Favours [Intervention]

Overal |l MRC score

J

100

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
DR Campos 2022 58.5 3.7 18 50 12.6 22 49.1% 8.50[2.96, 14.04] —
Kho 2015 49 6 12 48 8 16 50.9% 1.00[-4.19,6.19]
Total (95% CI) 30 38 100.0% 4.68 [-2.66, 12.03]

Heterogeneity: Tau® = 20.64; Chi’ = 3.76, df = 1 (P = 0.05); I = 73% I

-10

-20 0 10 20
Test for overall effect: Z = 1.25 (P = 0.21) Favours [control] Favours [Intervention]
=]
4) fh=E
Chest muscle thickness, Knee extensor muscle thickness
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% ClI
Dall' Acqua 2017 49 2.8 11 3.5 1.6 14 67.7% 1.40[-0.45, 3.25] T
Gruther 2010 18.3 3.2 8 20.1 5.4 9 32.3% -1.80[-5.97,2.37] - &
Total (95% CI) 19 23 100.0% 0.37 [-2.57, 3.30] ’
Heterogeneity: Tau? = 2.41; Chi’ = 1.89, df = 1 (P = 0.17); I> = 47% t } ; t t
Test for overall effect: Z = 0.24 (P = 0.81) -10 -5 > : 10
Favours [control] Favours [Intervention]
5 AIMFRiIEHM
Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
Abu-Khaber 2013 9 8 40 12 8.1 40 9.4% -3.00 [-6.53, 0.53] 5
Dall' Acqua 2017 7 2 11 8 3 14 22.1% -1.00 [-2.97, 0.97] b
Dilek 2015 14.6 11 15 18.1 11.1 15 2.1% -3.50[-11.41, 4.41] I
Dos Santos 2020 9 7 11 148 5.4 15 5.2% -5.80[-10.76, -0.84] —_—
DR Campos 2022 10 5.2 34 12 7.4 40 13.0% -2.00 [-4.88, 0.88] I——
Fischer 2016 2 4.4 27 2 10.4 27 6.8% 0.00 [-4.26, 4.26] .
Kho 2015 20 18 16 16 15 18 1.1% 4.00 [-7.22, 15.22]
Nakamura 2019 6.5 4.4 47 5.8 3.6 47  27.5% 0.70 [-0.93, 2.33] -
Shen 2017 6.5 3.7 18 6 6.7 7 4.6% 0.50 [-4.75, 5.75] I —
Silva 2019 14 7.4 30 15.5 7.6 30 8.3% -1.50 [-5.30, 2.30] 1
Total (95% ClI) 249 253 100.0% -1.00 [-2.18, 0.18] <@
P 2 _ . 2 _ _ _ T I I 1 |
Heterogeneity: Tau’ = 0.63; Chi* = 11.03, df = 9 (P = 0.27); I’ = 18% o 1o ) 1 20

Test for overall effect: Z = 1.66 (P = 0.10)
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6) JrbiHTE B

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
DR Campos 2022 22 5.2 34 31 20 40 19.5% -9.00 [-15.44, -2.56] -
Fischer 2016 22 59.3 27 19 151.1 27 0.5%  3.00[-58.23, 64.23]
Fontes Cerqueira 2018 11 7.6 26 12.4 8 33 27.0% -1.40 [-5.40, 2.60] -
Kho 2015 36 22 16 35 20 18 7.0% 1.00 [-13.20, 15.20] T
Nakamura 2019 11.8 8.5 47 11.2 7.9 47  29.3% 0.60 [-2.72, 3.92] *
Nakanishi 2020 23 11.2 17 40 28.4 19 7.3% -17.00 [-30.84, -3.16] —
Silva 2019 35 19.4 30 42 26.7 30 9.4% -7.00 [-18.81, 4.81] —
Total (95% ClI) 197 214 100.0% -3.77 [-7.98, 0.43] L
Heterogeneity: Tau? = 12.86; Chi’ = 12.39, df = 6 (P = 0.05); I’ = 52% I 1 y |
. -100 -50 0 50 100
Test for overall effect: Z = 1.76 (P = 0.08) Favours [Intervention] Favours [control]
> ==
N $RTOEEER
Intervention Control Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Dall' Acqua 2017 0 11 0 14 29.3% 0.00 [-0.15, 0.15]
DR Campos 2022 0 34 0 40 32.4% 0.00 [-0.05, 0.05]
Jonkman 2020 6 10 8 10  17.5% -0.20 [-0.59, 0.19] e E—
McCaughey 2019 5 10 10 10 20.8% -0.50[-0.82,-0.18] I —
Total (95% CI) 65 74 100.0% -0.14 [-0.38, 0.10] —~l—
Total events 11 18
ity: 2= : Chi? = = 212 = 87% t t t i
Heterogeneity: Tau 0.05; Chi 22.83,df =3 (P < 0.0001); | 87% =) s ) o5 1

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

62

Favours [Intervention] Favours [Control]



CQ3-2
1) ADL (FIM - BI - Katz Index)
T—4%73L

2) BENAAE (6MWD)

Experimental Control Mean Difference

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Burtin 2009 196 150 31 143 140 36 100.0% 53.00 [-16.85, 122.85] 2009 T
Total (95% CI) 31 36 100.0% 53.00 [-16.85, 122.85] i
o . ' \ L L
Heterogeneity: Not applicable Yy “1oo ) %0 260

Test for overall effect: Z = 1.49 (P = 0.14)

(ICU 1R =F¥)

Control Mean Difference

3) A (MRC-SS, #EHLE)

Experimental

Favours [control] Favours [intervention)]

Overal |l MRC score

Mean Difference

Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Machado 2017 47.18 8.75 22 45 6.89 16 25.6% 2.18 [-2.80,7.16] 2017 e
Nickels 2020 57 59 36 58 4.4 36 74.4% -1.00(-3.40, 1.40] 2020 ——
Total (95% CI) 58 52 100.0% -0.19 [-2.91, 2.53]
Heterogeneity: Tau? = 1.08; Chi* = 1.27, df = 1 (P = 0.26); I’ = 21% _io —=S ) t 150
Test for overall effect: Z = 0.13 (P = 0.89) Favours [control] Favours [intervention]
Sk B3 .
4) FiZ Knee extensor muscle thickness
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Ximenes 2019 28.65 8.04 12 259 9.21 12 100.0% 2.75[-4.17,9.67]
Total (95% CI) 12 12 100.0% 2.75[-4.17,9.67]
Heterogeneity: Not applicable 2| } t t
: -20 -10 0 10 20
Test for overall effect: Z = 0.78 (P = 0.44) Favours [control] Favours [intervention]
5) NTFRUR SR AR
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bianchi 2018 9 2.2 18 8 5.9 14 19.8% 1.00 [-2.25, 4.25] i
Burtin 2009 6 7.4 31 6 9.6 36 12.6% 0.00 [-4.08, 4.08] I
Hickmann 2018 5.5 11.2 9 4.7 6.6 10 3.0% 0.80 [-7.58, 9.18]
Kho 2019 8.5 8.9 36 8 10.4 30 9.4% 0.50 [-4.22, 5.22] e —
Machado 2017 18 21.1 22 15 25.2 16 0.9% 3.00([-12.17,18.17]
Maia Coutinho 2016 12.6 5.1 14 11.4 8.8 11 6.1% 1.20 [-4.65, 7.05] R —
Nickels 2020 6.3 4.1 36 5.5 4.9 36 48.1% 0.80 [-1.29, 2.89]
Total (95% CI) 166 153 100.0% 0.76 [-0.69, 2.20]
ity: 2 = . Chi? = = = R = t + T t +
Heterogeneity: Tau’ = 0.00; Chi* = 0.27, df = 6 (P = 1.00); I’ = 0% BT 1o ) 10 20

Test for overall effect: Z = 1.02 (P = 0.31)
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6) JrbiHTE HE

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Bianchi 2018 21 16.3 18 25 14.1 14 15.6% -4.00 [-14.55, 6.55] —
Burtin 2009 36 14.1 31 40 15.6 36 34.2% -4.00[-11.11,3.11] —a
Kho 2019 27 24.8 25 25 19.3 18 10.0% 2.00[-11.19,15.19]  a—
Machado 2017 38 41.5 22 46 37 16 2.8% -8.00[-33.09, 17.09] —
Maia Coutinho 2016 25.8 12.9 14 21.08 11.8 11 18.4%  4.72 [-4.99, 14.43] 1T
Nickels 2020 17.2 21.6 36 17.9 19.6 36 19.1% -0.70[-10.23, 8.83] I
Total (95% CI) 146 131 100.0%  -1.28 [-5.44, 2.88] ?
Heterogeneity: Tau? = 0.00; Chi* = 2.81,df =5 (P = 0.73); I’ = 0% t + t t
Test f Il effect: Z = 0.60 (P = 0.55 -0 -25 0 25 50
est for overall effect: Z = 0.60 (P = 0.55) Favours [intervention] Favours [control]
> ==
D TRTHOEEER
Experimental Control Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Burtin 2009 0 31 0 36 100.0% 0.00 [-0.06, 0.06]
Total (95% CI) 31 36 100.0% 0.00 [-0.06, 0.06]
Total events 0 0
Heterogeneity: Not applicable o5 o5 5 055 0.5'

Test for overall effect: Z = 0.00 (P = 1.00)
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€Q3-3
1) ADL (FIM - BI - Katz Index) Barthel index

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Berney 2021 6 0.2 28 5.8 0.5 26  39.8% 0.52 [-0.02, 1.07]
Fossat 2018 100 1.6666 90 100 2.5 106 60.2% 0.00 [-0.28, 0.28]
Total (95% CI) 118 132 100.0% 0.21 [-0.29, 0.71]
Heterogeneity: Tau? = 0.09; Chi’ = 2.83,df = 1 (P = 0.09); I’ = 65% 5_2 _11 T 51 2=
Test for overall effect: Z= 0.81 (P = 0.42)

Favours [control] Favours [Intervention]

H I ARHESRIHEELEFRLIINOA— 2 —Z2RABICERLEES. BAICER
LT=-1B& (21T TR

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
2.1.1 ARICEE
Berney 2021 6 0.2 28 5.8 0.5 26 89.1% 0.20[-0.01, 0.41] 1
Subtotal (95% CI) 28 26 89.1% 0.20[-0.01, 0.41]

Heterogeneity: Not applicable
Test for overall effect: Z = 1.90 (P = 0.06)

2.1.2 R ICRHE

Fossat 2018 100 1.6666 90 100 2.5 106 10.9% 0.00 [-0.59, 0.59] s E—

Subtotal (95% Cl) 20 106 10.9% 0.00 [-0.59, 0.59] ‘

Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

Total (95% CI) 118 132 100.0% 0.18 [-0.02, 0.37] L

Heterogeneity: Chi* = 0.40, df = 1 (P = 0.53); I’ = 0% 4_2 —:1 ) 'i 2:
Test for overall effect: Z = 1.80 (P = 0.07)

) 2 2 Favours [control] Favours [Intervention]
Test for subgroup differences: Chi* = 0.40, df = 1 (P = 0.53), I’ = 0%

2) EBifARE (6MWD)  Six minutes walking distance

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Berney 2021 440 126 23 359 130 23 100.0% 81.00 [7.01, 154.99]
Total (95% CI) 23 23 100.0% 81.00 [7.01, 154.99] e
Heterogeneity: Not applicable i —t t {
Test for overall effect: Z = 2.15 (P = 0.03) 200 100 0 100 200

Favours [experimental] Favours [control]
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3) A (MRC) Overall MRC score

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Berney 2021 51.8 7.1 58 50.3 8.7 58 30.7%  1.50[-1.39, 4.39] —r
Fossat 2018 48 4.833 120 51 3.5 125 34.4% -3.00[-4.06, -1.94] —&—
Waldauf 2021 42.4 1.6 57 39.4 1.48 59 34.9% 3.00 [2.44, 3.56] -
Total (95% CI) 235 242 100.0% 0.47 [-4.09, 5.04] -’-

Heterogeneity: Tau? = 15.48; Chi* = 96.10, df = 2 (P < 0.00001); I* = 98% k

Test for overall effect: Z = 0.20 (P = 0.84)

I AERHESRIHEELEFRLIINIOA— 2 —Z2RABICERLEES. BAICER

L= &I20 1T TR

t T ,
-5
Favours [control] Favours [Intervention]

10

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
2.1.1 ARICRRE
Berney 2021 51.8 7.1 58 50.3 8.7 58 30.7% 1.50 [-1.39, 4.39] S e —
Waldauf 2021 42.4 1.6 57 39.4 1.48 59 34.9% 3.00 [2.44, 3.56] -
Subtotal (95% CI) 115 117 65.6% 2.95 [2.39, 3.50] <

Heterogeneity: Tau? = 0.00; Chi’ = 1.00, df = 1 (P = 0.32); I’ = 0%
Test for overall effect: Z = 10.48 (P < 0.00001)

2.1.2 BIXICRME

Fossat 2018 48 4.833 120 51 3.5 125 34.4% -3.00[-4.06, -1.94]
Subtotal (95% CI) 120 125 34.4% -3.00 [-4.06, -1.94]
Heterogeneity: Not applicable

Test for overall effect: Z = 5.55 (P < 0.00001)

Total (95% CI) 235 242 100.0% 0.47 [-4.09, 5.04]

Heterogeneity: Tau? = 15.48; Chi® = 96.10, df = 2 (P < 0.00001); I’ = 98% k

>

——?—I

T 1

5

- -10 5 10
Test for overall eﬂeﬁt. 2=10.20 (? =0.84) Favours [control] Favours [Intervention]
Test for subgroup differences: Chi? = 95.10, df = 1 (P < 0.00001), I> = 98.9%
P —R
4) FhE
3 . N Srbe ) Sk
SWD TH#ER L7 b L KEREAE, KERE MR
Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
Berney 2021 -6.8 63.8 80 -15.5 49.6 82 32.6% 0.15 [-0.16, 0.46] T
Fossat 2018 -1.91 1.36 158 -2.4 1.13 154 41.3%  0.39[0.17,0.61] ——
Waldauf 2021 -11 2.75 57 -13 3 54 26.2%  0.69[0.31,1.07] —
Total (95% CI) 295 290 100.0% 0.39 [0.13, 0.65] s 2
Heterogeneity: Tau® = 0.03; Chi’ = 4.64, df = 2 (P = 0.10); I’ = 57% 9_2 _51 s ¢1 25

Test for overall effect: Z = 2.91 (P = 0.004)

Favours [control] Favours [Intervention]

H I ARHESRIHEELEFRLIINOA— 2 —Z2RABICERLEES. BAICER

LI=ERI20 1T TR

Intervention Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
3.2.1 RS ICRE
Berney 2021 -6.8 63.8 80 -15.5 49.6 82 32.6%  0.15[-0.16, 0.46) —1-—
Waldauf 2021 -11 2.75 57 -13 3 54 26.2% 0.69 [0.31, 1.07] —
Subtotal (95% CI) 137 136 58.7% 0.41 [-0.12, 0.94] —~ el
Heterogeneity: Tau? = 0.11; Chi’ = 4.61,df = 1 (P = 0.03); I> = 78%
Test for overall effect: Z= 1.52 (P = 0.13)
3.2.2 BRI Kl
Fossat 2018 -1.91 1.36 158 -2.4 1.13 154 41.3% 0.39[0.17, 0.61] ——
Subtotal (95% CI) 158 154 41.3% 0.39 [0.17, 0.61] <o
Heterogeneity: Not applicable
Test for overall effect: Z = 3.42 (P = 0.0006)
Total (95% CI) 295 290 100.0% 0.39 [0.13, 0.65] -
Heterogeneity: Tau? = 0.03; Chi* = 4.64, df = 2 (P = 0.10); I = 57% 5 4 3 b 5

Test for overall effect: Z = 2.91 (P = 0.004)
Test for subgroup differences: Chi’ = 0.00, df = 1 (P = 0.95), I’ = 0%

5) AT MFiRznieis HAfE

Favours [control] Favours [Intervention]

Intervention Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Berney 2021 7 1.6666 80 7 1 82 35.5% 0.00[-0.42,0.42]
Fossat 2018 5 1.3333 158 5 1.5 154 64.5% 0.00[-0.32,0.32]
Total (95% CI) 238 236 100.0% 0.00 [-0.25, 0.25]

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 1.00); I> = 0%
Test for overall effect: Z = 0.00 (P = 1.00)

-1
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I ARHESRIHEELEFRLIINOA— 2 —Z2RABICERLEES. BAICER
LT=-1B&(25H T TR

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% ClI
2.1.2 [ I
Berney 2021 7 1.6666 80 7 1 82 35.5% 0.00[-0.42, 0.42]
Subtotal (95% CI) 80 82 35.5% 0.00[-0.42, 0.42]

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

2.1.3 BIR ICRE

Fossat 2018 5 1.3333 158 5 1.5 154 64.5% 0.00[-0.32,0.32]
Subtotal (95% CI) 158 154 64.5% 0.00 [-0.32, 0.32]
Heterogeneity: Not applicable

Test for overall effect: Z = 0.00 (P = 1.00)

Total (95% CI) 238 236 100.0% 0.00 [-0.25, 0.25]

Heterogeneity: Tau? = 0.00; Chi? = 0.00, df = 1 (P = 1.00); I’ = 0% t t T +

Test f Il effect: Z = 0.00 (P = 1.00 -1 05 0 0.5 .
estior overall & ec' ceT Y (_z‘ -00) ) Favours [Intervention] Favours [control]

Test for subgroup differences: Chi* = 0.00, df = 1 (P = 1.00), I’ = 0%

6) mhtiFE AR (Waldauf S DF|MEIFABRMTORE o=, BHIRE (x30H) (<
THEAT)

Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% ClI IV, Random, 95% CI
Berney 2021 21 4.3333 80 23 4.5 82 99.5% -2.00[-3.36, -0.64]
Waldauf 2021 66 60 70 60 57 69 0.5% 6.00 [-13.45, 25.45]
Total (95% CI) 150 151 100.0% -1.96 [-3.32, -0.60] L 2
i 2 _ . 2 _ — — S = } 4 4 +
Heterogeneity: Tau? = 0.00; Chi* = 0.65, df = 1 (P = 0.42); I’ = 0% 30 1o ) T Y

Test for overall effect: Z = 2.83 (P = 0.005) Favours [Intervention] Favours [control]

D IRTOAREER (BEFEER. AERHAZEHLZL)

Intervention Control Risk Difference Risk Difference
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fossat 2018 7 158 9 154 100.0% -0.01 [-0.06, 0.03]
Total (95% ClI) 158 154 100.0% -0.01 [-0.06, 0.03]
Total events 7 9

-1 -0.5 0 0.5 1
Favours [control] Favours [Intervention]

Heterogeneity: Not applicable k
Test for overall effect: Z = 0.57 (P = 0.57)
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6. Funnel plot
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CQ3-2
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C0b EFEBBICHML T, MTRARBRREICEDNVEIRIAD +E

1. Search methods
T—4R=2
B MEDLINE (PubMed)
Bl CENTRAL
B EdE

PubMed search strategy (#%H 2021 &£ 11 A3H :)

15/

BmER Evy &
%

#1 | “Intensive Care Units” [mh] 95, 278
#2 | “Critical Illness” [mh] 33, 966
#3 | “Critical Care” [mh] 62, 432
#4 | “Intensive Care Units”[tiab] 28, 399
#5 | “Critical Illness” [tiab] 11, 161
#6 | “Critical Care” [tiab] 36, 455
#7 | “critical illx” [tiab] 12,042
#8 | “critically ill*” [tiab] 51, 697
#9 | “ICU”[tiab] 68, 509
#10 | “intensive care”[tiab] 166, 918
#11 | “intensive care unit*” [tiab] 132, 231
#12 | “Deglutition Disorders” [mh] 55, 689
#13 | “dysphagia”[tiab] 31,028
#14 | “Deglutition” [mh] 10, 507
#15 | “swal lowing dysfunction” [tiab] 687
#16 | “swallowing difficult*"[tiab] 1,535
#17 | “swal lowing disorder*”[tiab] 1,486
#18 | “extubation” [tiab] 11,797
#19 | “postextubation” [tiab] 1,125
#20 | “ventilat*"[tiab] 183, 389
#21 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 | 511, 780

OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR

#19 OR #20
#22 | “fiberoptic endoscop*” [tiab] 1,200
#23 | “flexible fiberopx”[tiab] 1,221
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#24 | “videoendoscopx” [tiab] 1,227
#25 | “video nasal endoscopx” [tiab] 7
#26 | “nasal endoscopx” [tiab] 2,499
#27 | “endoscopic evaluation of swallowing” [tiab] 642
#28 | “endoscopic swallowing” [tiab] 41
#29 | “fiberop*” [tiab] 13,903
#30 | #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 17,814
#31 | (randomized controlled trial[pt] OR controlled clinical | 4, 561,38

trial[pt] OR randomized[tiab] OR placebo[tiab] OR drug |9

therapy[sh] OR randomly[tiab] OR trial [tiab] OR groups[tiab]

NOT (animals [mh] NOT humans [mh]))
#32 | #21 AND #30 AND #31 598
#33 | 11546969 1
#34 | #32 AND #33 1

CENTRAL search strategy (1% B 202111 H2H :)

#1 MeSH descriptor: [Intensive Care Units] explode all trees | 3887
#2 | MeSH descriptor: [Critical Illness] explode all trees 2483
#3 | MeSH descriptor: [Critical Care] explode all trees 2163
#4 | ("Intensive Care Units”) :ti, ab, kw 6537
#5 | ("Critical Illness”):ti,ab, kw 3825
#6 | ("Critical Care”):ti,ab, kw 4231
#7 | (critical ill*):ti,ab, kw 6261
#8 | (critically ill*):ti,ab, kw 7615
#9 | ("ICU”) :ti, ab, kw 14445
#10 | (“intensive care”) :ti, ab, kw 25612
#11 | (intensive care unitx) :ti, ab, kw 21920
#12 | MeSH descriptor: [Deglutition Disorders] explode all trees | 3013
#13 | (“dysphagia”) :ti, ab, kw 4553
#14 | MeSH descriptor: [Deglutition] explode all trees 432
#15 | (“swal lowing dysfunction”) :ti, ab, kw 122
#16 | (swallowing difficult*) :ti, ab, kw 183
#17 | ("extubation”) :ti, ab, kw 7148
#18 | (swallow disorder%) :ti, ab, kw 353
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#19 | ("postextubation”) :ti, ab, kw 603

#20 | (ventilat¥) :ti, ab, kw 35643

#21 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10 | 73845

OR #11 OR #12 OR #13 OR #14 OR #15 OR #16 OR #17 OR #18 OR
#19 OR #20

#22 | (fiberoptic endoscop*) :ti, ab, kw 221

#23 | (flexible fiberop#) :ti, ab, kw 271

#24 | (videoendoscopx*) :ti, ab, kw 148

#25 | (video nasal endoscop*) :ti, ab, kw 50

#26 | (nasal endoscopx) :ti, ab, kw 1722

#27 | ("endoscopic evaluation of swallowing”) :ti, ab, kw 104

#28 | ("endoscopic swallowing™) :ti, ab, kw 6

#29 | (fiberop#) :ti, ab, kw 1558

#30 | #22 OR #23 OR #24 OR #25 OR #26 OR #27 OR #28 OR #29 3424

#31 | #21 AND #30 770
Trials:76
6

#32 | 11546969 1

#33 | #31 AND #32 1

EEHhs search strategy (3% H 2021 £10 8308 : )

#1 | ICU/TH or ICU/TA 103, 481

#2 | EE/TA 166, 248

#3 | fE&/TH or f&&/TA 273

#4 | 2V TaHANTT/THor )T 1 HAIITT/TA 12,619

#5 | BETFFEE/TH or BETEEE/TA 56, 204

#6 | B&T/TH or H&T/TA 43, 892

#7 | BT EREE/TA 3,031

#8 | BETHEAEIET/TA 381

#H | BEEE/TA 498

#10 | BHEEHE/TA 272

#11 | NIFEIR/TA 30, 177

#12 | RE/TA 6, 221

#13 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 or #9 or #10 | 366, 061

or #11 or #12
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#14 | 3274 /8—/TH or £ 74 /3—/TA 663
#15 | EFWN1REE/TH 3,167
#16 | BE T NEREE/TA 869
#17 | ETARNRE/TA 128
#18 | EETEE{E/TH or EETEEME/TA 529
#19 | EETHEEE/TH or BET#%EE/TA 6,936
#20 | #14 or #15 or #16 or #17 or #18 or #19 11, 731
#21 | S5 LICLEERER/TH or #5 2 & LIELEEERER/TH or S >4 | 333, 486
Lb/AL or #E{EAIE/AL or LLEGGHER/AL or BEEREXER/AL or 7
S+ AR/AL or xtB&/AL or 3> kO —)L/AL or EGEREFZT/AL
#22 | #13 and #20 and #21 231

#23

(#22) and (PT=&&#Ex <)
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2. PRISMA flow diagram
Identification of studies via databases and registers

M)
s . .
© Records identified from™:
; MEDLINE Database (n=598) Records removed before
b5 CENTRAL Database (n=766) Dupligéte records removed
e Igakuchuozasshi Database (n =315)
= (n=231)
\ 4
Records screened » | Records excluded™
(n=1280) (n=1275)
v
Reports sought for retrieval Reports not retrieved
= (n=3) ’ (n=0)
=
@
: '
Q
(7]
Reports assessed for eligibility
(n =5) — | Reports excluded:
Conference abstract (n = 1)
Different languages (n = 1)
NotRCT (n=1)
Different P (n =1)
—
S
b Studies included in review
= (n=1)
° Reports of included studies
El [ 0=

3. Risk of bias graph
1) fhRFEE
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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)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

otnervias [
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B Low risk of bias [[]unclear risk of hias [l Hiah risk of bias

2) HEER (BEE)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

otnervias [ R
0% 25% 50% 75%  100%
B Low risk of bias [ Junciear risk of hias [l Hioh risk of bias
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4. Risk of bias summary
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5. Forest plot
1) fhRFEE

Intervention Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Barguist 2001 5 37 2 33 100.0% 2.23[0.46,10.73] I
Total (95% CI) 37 33 100.0% 2.23[0.46,10.73] ————
Total events 5 2
Heterogeneity: Not applicable [ t t {
o _ 0.01 0.1 10 100
Testfor overall effect Z=1.00 (P = 0.32) Favours [intervention] Favours [control]
= feed
2) BEER (BEE)
Intervention Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Barguist 2001 2 37 1 33 100.0% 1.78[017,18.78]
Total (95% ClI) 37 33 100.0% 1.78[0.17,18.78] e ——
Total events 2 1
Heterogeneity: Not applicable o o T 100

Test for overall effect: Z= 0.48 (P = 0.63)

6. Funnel plot
1) fhRFEE
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Ca6 FEBHICHL T, BETHEICEADLLIUNEY T—

N
1. Search methods
T—4R=2
B MEDLINE (PubMed)
Bl CENTRAL
B EdEE

PubMed search strategy (#8%H 2021 £ 10 A 30 8 : 1619 {4)

~

v

mEA Ev MMEE

#1 “critically ill”[tiab] 51, 656

#2 “Critical Illness”[mh] OR “Critical Illness”[tiab] 39, 532

#3 “Intensive Care Units“[mh] OR “intensive care | 174, 666
unitx”[tiab]

#4 “Critical Care”[tiab] OR “Critical Care”[mh] 84,423

#5 “intensive care”[tiab] OR “ICU”[tiab] 191,617

1#6 #1 OR #2 OR #3 OR #4 OR #5 291,042

#1 “cerebrovascular disorders”[mh] OR “brain injuries”[mh] | 483, 399
OR “hemiplegia”[mh] OR “paresis”[mh] OR “dystonic
disorders”[mh] OR “dystonia”[mh]

#8 “Stroke”[tiab] OR  “poststroke”[tiab] OR  “post- | 331, 550
stroke”[tiab] OR “cerebrovascx”[tiab] OR “brain
vascx”[tiab] OR “cerebral vascx”[tiab] OR “cva”[tiab]

OR “apoplex*”[tiab]

#9 “brain”[tiab] OR “cerebrox”[tiab] OR “cerebrax”[tiab] | 1,563, 021
OR  “cerebellx”[tiab] OR  “intracranx”[tiab] OR
“intracerebral”[tiab] OR “vertebrobasilar”[tiab]

#10 | “ischemi*”[tiab] OR “ischaemi*” [tiab] OR | 1,170, 640
“infarct+” [tiab] OR “thromboax” [tiab] OR
“thrombob*” [tiab] OR “thromboc*” [tiab] OR
“thromboex” [tiab] OR “thrombof*" [tiab] OR
“thrombog*” [tiab] OR “thromboh*” [tiab] OR
“thromboix*" [tiab] OR “thrombok+*" [tiab] OR
“thrombo|*” [tiab] OR “thrombom+” [tiab] OR
“thrombon*" [tiab] OR “thromboox*” [tiab] OR
“thrombop*” [tiab] OR “thrombog*” [tiab] OR
“thrombor*"[tiab] OR “thrombos*” [tiab] OR
“thrombot*" [tiab] OR “thromboux” [tiab] OR
“thrombov*” [tiab] OR “thrombox*" [tiab] OR
“thromboy*” [tiab] OR “thromboz*” [tiab] OR
“embol i*”[tiab] OR “occlus*”[tiab]

#11 | #9 AND #10 193, 307
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#12 | “brain”[tiab] OR “cerebrox”[tiab] OR “cerebrax”[tiab] | 1,572, 412
OR “cerebelI*”"[tiab] OR “intracerebral”[tiab] OR
“intracranial“[tiab] OR “subarachnoid”[tiab]

#13 | "haemorrhag” [tiab] OR “hemorrhag” [tiab] OR | 510, 649
“haematoma*” [tiab] OR “hematomax” [tiab] OR
“bleed+” [tiab]

#14 | #12 AND #13 108, 821

#15 | “brain injury”[tiab] OR “brain injuries”[tiab] OR “brain | 76, 236
injured”[tiab]

#16 | "hemiplegx”[tiab] OR “hemiparx”[tiab] OR | 56, 796
“paresis”[tiab] OR “paretic”[tiab] OR “dystonix”[tiab]

#17 | “Stroke” [mh] 150, 717

#18 | #7 OR #8 OR #11 OR #14 OR #15 OR #16 OR #17 753, 858

#19 | "Meningitis” [mh] OR “Meningitis”[tiab] OR |79 114
“meningitides” [tiab]

#20 | “Craniocerebral Trauma”[mh] OR “Brain Edema”[mh] OR | 229, 394
“Glasgow Coma Scale”[mh] OR “Glasgow Outcome Scale” [mh]

OR “Unconsciousness” [mh] OR “Cerebrovascular
Trauma” [mh]

#21 “haematoma*” [tiab] OR “hematomax” [tiab] OR | 1,312,535
“haemorrhagx” [tiab] OR “hemorrhagex” [tiab] OR
“bleedx”[tiab] OR “pressure”[tiab]

#22 | “head”[tiab] OR “cranial”[tiab] OR “cerebral”[tiab] OR | 1,734, 891
“brain¥”[tiab] OR “intra-cranial”[tiab] OR “inter-
cranial”[tiab]

#23 | “diffuse axonal injury”[tiab] OR “diffuse axonal | 15, 729
injuries”[tiab] OR “persistent vegetative state”[tiab]

OR “Glasgow Outcome Scale”[tiab] OR “Glasgow Coma
Scale”[tiab]

#24 | “injuryx”[tiab] OR “injuries”[tiab] OR “trauma”[tiab] | 3, 116,299
OR “damage”[Title/Abstract] OR “damaged”[tiab] OR
“woundx*” [tiab] OR “fracturex”[tiab] OR
“contusion*”[tiab] OR “haematoma*” [tiab] OR
“hematoma*” [tiab] OR “haemorrhag*” [tiab] OR
“hemorrhag*” [tiab] OR “bleed*” [tiab] OR
“pressure” [tiab]

#25 | “unconscious*”[tiab] OR “comax” [tiab] OR | 70,618
“concuss*” [tiab]

#26 | #24 AND #25 29, 348

#27 | #20 OR #21 OR #22 OR #23 OR #26 3,021,276

#28 | “critical illness myopath+“[all] OR “CIM“[all] OR| 8,812
“CIPM“[all] OR “CIP"[all]

#29 | “Critical Illness”[all] AND “polymyopathx”[all] 3

#30 | “Neuromuscular Diseases”[mh] OR “Muscular Diseases”[mh] | 497, 759
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OR “Demyelinating Diseases” [mh]
#31 “musclex”[all] OR “musculx”[all] 1,195, 363
#32 | “diseasex”[all] OR “disorderx”[all] OR “weaknesx”[all] | 8, 859, 383
#33 | #31 AND #32 371, 372
#34 | #28 OR #29 OR #30 OR #33 784, 757
#35 | #6 OR #18 OR #19 OR #27 OR #34 4,250,779
#36 | “Deglutition Disorders”[tiab] OR “Deglutition | 73,012
Disorders”[mh] OR  “swallow disorder*”[tiab] OR
“swal lowing dysfunction”[al l] OR “swal lowing
difficult*”[tiab] OR “dysphagia”[tiab]
#37 (randomized controlled trial [pt] OR controlled clinical | 1,303,179
trial[pt] OR randomized[tiab] OR placebo[tiab] OR
clinical trials as topic[mesh:noexp] OR randomly[tiab]
OR trial[ti] NOT (animals[mh] NOT humans [mh]))
#38 | #35 AND #36 AND #37 1,619
RAL search strategy (#8%H 2021 £ 10 B 30 B : 255 #4)
#1 MeSH descriptor: [Critical Care] explode all trees 2163
#2 MeSH descriptor: [Intensive Care Units] explode all trees | 3887
#3 MeSH descriptor: [Critical Illness] explode all trees 2483
#4 #1 OR #2 OR #3 7139
#5 MeSH descriptor: [Meninges] explode all trees 298
#6 MeSH descriptor: [Craniocerebral Trauma] explode all trees | 3860
#1 MeSH descriptor: [Cerebrovascular Trauma] explode all trees | 33
#8 MeSH descriptor: [Brain Edema] explode all trees 206
#9 MeSH descriptor: [Glasgow Coma Scale] explode all trees 459
#10 MeSH descriptor: [Glasgow Outcome Scale] explode all trees | 151
#11 MeSH descriptor: [Unconsciousness] explode all trees 933
#12 MeSH descriptor: [Cerebrovascular Disorders] explode all | 16334
trees
#13 MeSH descriptor: [Brain Injuries] explode all trees 2545
#14 MeSH descriptor: [Paresis] explode all trees 923
#15 MeSH descriptor: [Dystonial explode all trees 305
#16 #5 OR #6 OR #7 OR #8 OR #9 OR #10 OR #11 OR #12 OR #13 OR | 21711
#14 OR #15
#17 MeSH descriptor: [Neuromuscular Diseases] explode all trees | 10899
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#18 MeSH descriptor: [Myositis, Inclusion Body] explode all | 33
trees
#19 #17 OR #18 10899
#20 MeSH descriptor: [Polyneuropathies] explode all trees 546
#21 (critical illness myopath#) :ti, ab, kw 41
#22 ("CIM”) :ti, ab, kw 17
#23 ("CIPM™) :ti, ab, kw 1
#24 ("CIP”) :ti, ab, kw 168
#25 ("critical illness™) :ti,ab, kw 3825
#26 (polymyopath#) :ti, ab, kw 1
#27 #21 OR #22 OR #23 OR #24 361
#28 #25 AND #26 1
#29 #27 OR #28 361
#30 #20 OR #29 898
#31 #4 OR #16 OR #19 OR #30 39570
#32 MeSH descriptor: [Deglutition Disorders] explode all trees | 3013
#33 #31 AND #32 255
it search strategy (8% B 2021 410 A 30 A : 286 #4)
#1 FE/TA 166, 248
#2 | "2 T4 HAIILST7/TH or “critical care”/TA or &rhi&E/TA | 23, 807
#3 (ICU/TH or ICU/TA) 103, 481
#4 | RXNMmMERESE/TH 280, 001
#5 (BEE % /TH or BEEEH/TA) 28,520
#6 (BEER4MS/TH or BEERSME/TA) 62,975
#1 (FREZFHIEE/TH or #IREREE/TA) 193, 821
#8 | ("% F = a2 — O /N F —"/TH or “critical illness| 17,6323
polyneuropathy”/TA)
#9 | #1 or #2 or #3 or #4 or #5 or #6 or #7 or #8 791, 593
#10 | (BET/TH or RET/TA) 43, 892
#11 | BETFESE/TH or EETEZE/TA or EETRESE/TA 57,930
#12 | BET#EEE/TA 6, 930
#13 | (BETEI%EE/TH or BETEIE/TA) 10, 754
#14 | #10 or #11 or #12 or #13 69, 455
#15 | (S5 LAELLEEKER/TH or %S5 24 LILLLEGEAER/TH or S > | 333, 486
S LAb/AL or EAEAIE/AL or ELEEKER/AL or BEREREXER/AL or
75+ R/AL or xEB/AL or 2> FO—JL/AL or BGERFRZE/AL)
#16 | PT=2&532 <) 6,163, 367
#17 | #9 AND #14 AND #15 AND #16 286

89




90



2. PRISMA flow diagram

Identification of studies via databases and redisters
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3. Risk of bias graph
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4. Risk of bias summary

1) T

SEIq 130

(selq Buinodal) Buinodal aalaalag

(Se1q uonule) Blep awoaNo aja|dwoau)

{selg uonalap) JUBLISSASSE aWoNRNo Jo Aulpulg

(selq aaueuwlopad) (auuosiad pue sjuediaiped jo Buipulg
{selg UoNIB|as) JUBLUIEBIUDI UDREIO|Y

(selq uoljaa|as) uolelaush asuanbas wopuey

&)

?

i

?

2

?

&

?

?

?

i

Carnaby 2006 . . . . . . .
Driewas 2015 | @) | @ | © | © | ©

Knear2003 | @ | @ | O | O | O

Khedr 2010

Kurnar 2011 | @

suntup 2015 | @) | @D | O (O | O | O | @

Suntrup-Krueger 2018 | @

Turra 2021 | @

vasant2016 | @ | @ | O | O | © [ © | ©

94



2) i

SElq 1aylo

(selq Aupodal) Aulpodal aaaalas

(selq uoupe) elep auioano a}a|duloau|

{selq uonaalap) JUBLUSSASSE aW0IN0 Jo Bulpulg

(seiq aaueulopad) [auuosiad pue sjuediaiped Jo Buipulg
(SeIg UoI3|as) JUaLLESIUDI UDREIO|Y

(selq uoijaa|as) uolelaush asuanbhas wopuey

&

?

2

Carnaby 2006 . . . . . . .
Driewas 2012 | @) | @ | ® | O | O

Hwang 2007 | @

Suntrup-Krueger 2018 | @

Vasant 2016 . . . . . . .

N
Y
4.

3) EERK

SEelq 1aylo

(seiq Buipodal) Aulpodal aalialeg

{se10 uonuye) elep awoano a8 duwoaul

{selq uonaalap) JUBLUSSASSE AWO0IN0 Jo Bulpulg

(selq aauewoyad) |auuosiad pue sjuediaiped jo Buipung
(Selg uoaas) JUaLESIUDI UDREIO|Y

(selq uoijaa|as) uolelaush aauanbhas wopuey

&

?

?

Driewas 2012 | @) | @ | © | © | O

Suntrup-Krueger 2018 | @

Turra 2021 | @

95



4) ARzHEARE

SEelq 1aylo

(selq Auipodal) Bulyodal aaas|as

(sel0 uonuye) elep awoono aja|duioau)

{selq uoRaslap) JUBLUSSASSE AW0IN0 Jo Bulpulg

(seiq aaueulopad) jauuosiad pue sjuediaiped Jo Buipulg
{(Selg uoaas) JUaLIESIUDI UDREIO|Y

(selq uoijaa|as) uolelauah aauanbas wopuey

OO
OO
[ R A = |
o = =
[ R e N = |
™~ N ™
- P
bw.e
© =z o
£ £ ¢
= = =
o @ X
o
=
=
=
=
=
5]

5 HEER

SEIQ 340

(seiq Buipodal) Buiyodal aalaa|as

{selg UoNURE) EJEp BLI0JN0 3)3]dW0U|

{selq uolaalap) JUaLWSSassE aWoaNo Jo Bulpulg

(selq aauewoyad) |auuosiad pue sjuediiyed Jo Buipung
{SEIg UoNI8|3s) JUBLW|EIU0I UOREIO||Y

(selq uonaa|as) uonelaual ajuanhas wopuey

&

?

Carnaby 2006 . . . . . . .
Dziewas 2018 . . . . .

Kumar 2011 | @

suntup 2015 | @) | @ | O | O | O | O | O

96



5. Forest plot

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Carnahy 2006 37 204 23 102 67.4% 0.80[0.51,1.28]
Dziewas 2018 7 35 3 34 181% 2.27 [0.64, 8.05] -
Khedr 2009 0 14 1 12 3.4% 0.29[0.01, 6.50]
Khedr 2010 0 11 2 11 3.9% 0.20[0.01, 3.74]
Kumar 2011 0 7 0 7 Not estimable
Suntrup 2015 0 20 0 10 Not estimable
Suntrup-Krueger 2018 0 29 0 30 Not estimable
Turra 2021 2 17 0 15 3.8% 4.44[0.23,85.83]
Vasant 2016 1 16 0 17 3.4% 3.181[0.14,72.75)
Total (95% CI) 353 238 100.0% 0.99 [0.55,1.78] e
Total events 47 29
Heterogeneity: Tau?= 0.08; Chi*= 5.55, df= 5 (P = 0.35); F=10% 50 0 051 150 1005
Testfor overall effect: Z= 0.03 (P = 0.98) Favours [experimental] Favours [control]
2) iz
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Carnahy 2006 54 204 43 102 7T1.7% 0.56 [0.41,0.77) E 3
Dziewas 2018 5 35 7 34 6.2% 0.69[0.24,1.98] —
Hwang 2007 0 15 2 18  0.8% 0.24 [0.01, 4.60)
Suntrup-Krueger 2018 1" 29 16 30 20.6% 0.71[0.40, 1.26) T
Yasant 2016 1 16 0 17 0.7% 3.18([014,72.75)
Total (95% CI) 299 201 100.0% 0.60 [0.46, 0.78] L 2
Total events 7 73
Heterogeneity: Tau®= 0.00; Chi*= 2.05, df=4 (P=0.73); F= 0% 50 01 011 150 100’
Testfor overall effect: Z= 3.83 (P = 0.0001) Favours [experimental] Favours [control]
3) EERR
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Dziewas 2018 3 2.4 25 25 1.7 25 345% 0.50 [-0.65, 1.65] 4
Suntrup-Krueger 2018 49 2.3 29 48 2.3 30 33.9% 0.10[1.07,1.27] L |
Turra 2021 424 2391401 17 2.4 1.084435 15 31.6% 1.84[0.58,3.10] .
Total (95% CI) 71 70 100.0%  0.79[-0.21,1.79]
Heterogeneity: Tau®= 0.41; Chi*=4.22, df=2 (P=0.12); F=53% I + t |
o ~ -100 -50 0 50 100
Testforoverall effect Z=1.54 (P=0.12) Favours [experimental] Favours [control]
=
4) ABcEARE
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Rand 95% CI
Carnaby 2006 1915 11.95263 204 214 124 102 47.0% -2.25[-5.16, 0.66)
Suntrup 2015 42.83333 17.04167 20 42375 2054167 10 7.2% 0.46[-14.30,15.22)
Suntrup-Krueger 2018 16.2 6.8 29 13.4 5.1 30 458% 2.80[-0.28,5.89]
Total (95% ClI) 253 142 100.0%  0.26 [-3.95, 4.47]
Heterogeneity: Tau®= 7.62; Chi*= 5.46, df= 2 (P = 0.07); F= 63% 9_1 00 _530 5 S’D 1005

Test for overall effect: Z=0.12 (P = 0.90)
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5 AEER

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Carnaby 2006 94 204 64 102 71.9% 0.73[0.59, 0.91]
Dziewas 2018 6 35 3 34 281% 1.94[0.53,7.19] [ e —
Kumar 2011 0 7 0 7 Not estimable
Suntrup 2015 0 20 0 10 Mot estimable
Total (95% ClI) 266 153 100.0% 0.97 [0.40, 2.31] -~
Total events 100 67
Heterogeneity: Tau®=0.27, Chi*= 217, df=1 (P =0.14); F= 54% :El.01 0?1 1=l] 1001
Testfor overall effect 2= 0.08 (P = 0.94) Favours [experimental] Favours [control]
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6. Funnel plot
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CQ9 EFEBEDAEE 4~10 HEIC 20kcal /kg/day LA EFFITHE I RILF—ED T0%LLE
DIRLF—EBREZTIH

1. Search methods

BRT—3~N—X
W MEDLINE (PubMed)
W CENTRAL
B EdiE
O it ( )
mERXEEY M
PubMed search strategy (%% B 2021411 02 H)
#1 “intensive care units”[MeSH Terms] 94, 967
#2 “critical illness”[MeSH Terms] 33, 859
#3 “critical care”[MeSH Terms] 62, 323
#4 “intensive care”[Title/Abstract] 166, 568
#5 “icu”[Title/Abstract] 68, 328
#6 “critical ill*"[Title/Abstract] 12,014
#1 “critically ill*"[Title/Abstract] 51, 609
#8 “critical care”[Title/Abstract] 36, 374
#9 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 291,073
#10 “nutritional support”[MeSH Terms] 47,208
#11 “enteral nutrition”[Title/Abstract] 9,794
#12 “parenteral nutrition”[Title/Abstract] 21,375
#13 “enteral feeding”[Title/Abstract] 5,723
#4 #10 OR #11 OR #12 OR #13 58,023
#15 “dietary proteins”[MeSH Terms] 102, 686
#16 “amino acids”[MeSH Terms] 827,170
#17 “protein*”[Title/Abstract] 3,264,817
#18 “Energy Intakex”[MeSH Terms] 48,965
#19 “energy”[Title/Abstract] 712,225
#20 “trophic”[Title/Abstract] 30, 472
#21 “hypocaloric”[Title/Abstract] 1,941
#22 “full feeding”[Title/Abstract] 164
#23 “underfeeding”[Title/Abstract] 712
#24 #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR | 4,520, 841
#23
#25 #14 AND #24 13, 688
#26 (randomized controlled trial[pt] OR controlled clinical | 4,554,553
trial [pt] 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]))
#27 #9 AND #25 AND #26 1,031
CENTRAL search strategy (#%%H 2021 &£ 11 A 03 8)
#1 MeSH descriptor: [Intensive Care Units] explode all trees 3864
#2 | MeSH descriptor: [Critical Illness] explode all trees 2466
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#3 | MeSH descriptor: [Critical Care] explode all trees 2157
#4 | (“intensive care”) :ti, ab, kw 25378
#5 ("icu”) :ti, ab, kw 14244
#6 (“critical illx"):ti,ab, kw 97
#1 ("eritically ill%"):ti, ab, kw 7413
#8 (“critical care”) :ti, ab, kw 4200
#9 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #38 35943
#10 | MeSH descriptor: [Nutritional Support] explode all trees 3510
#11 | ("enteral nutrition”) :ti, ab, kw 4569
#12 | ("parenteral nutrition”) :ti, ab, kw 4239
#13 | ("enteral feeding”) :ti, ab, kw 1482
#14 | #10 OR #11 OR #12 OR #13 8643
#15 | MeSH descriptor: [Dietary Proteins] explode all trees 4292
#16 | MeSH descriptor: [Amino Acids] explode all trees 22199
#17 | ("proteinx”) :ti, ab, kw 84217
#18 | MeSH descriptor: [Energy Intake] explode all trees 5656
#19 | ( “energy” ) :ti, ab, kw 36, 870
#20 | ("trophic”) :ti, ab, kw 415
#21 | ("hypocaloric”) :ti, ab, kw 1146
#22 | (“full feeding”) :ti,ab, kw 87
#23 | ("underfeeding”) :ti, ab, kw 85
#24 | #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 134037
#25 | #14 AND #24 3151
#31 | #9 AND #25 912
5% search strategy (8% H 2021 £ 11 528)
#1 (ICU/TH or ICU/TA)) and (PT=2i &k <) 51, 885
#2 | (fE%/TH or fEE/TA)) and (PT=2i8%kF% <) 194
#3 | (DT hLTT/TH or 2T 4 AITT/TA)) and PT=% 6, 958
EHRERC)
#4 | #1 or #2 or #3 57, 043
#5 | (REWEI/TH or XEMBI/TA)) and (PT==iZE#xER <) 22,173
#6 | (RRBBERE/TA) and PT=2EZEHK&R<) 6, 632
#7 | BEAREZE/TA) and (PT=2E&H&R <) 5,232
#8 | #5 or #6 or #7 25,534
# | (BRFDOE2/N\VE/THor BRFNDAR /D E/TA)) and (PT= 5,972
REBBR <)
#10 | ((“Amino Acids”/TH or “Amino Acids”/TA)) and (PT=%2i%$%B& 52,993
<)
#11 | (BN &/TH or 2 /X0 & /TA)) and (PT=2&&kR <) 614, 546
#12 | (2 N\DBERE/TA) and PT=2Z&KER <) 88
#13 | (AL E®HHR/TA) and PT==&EkFR <) 4
#14 | (ZTRILF—ERE/TH or TRILFXF—IERE/TA)) and (PT=2 7,795
EHRERC)
#15 | (TRILF—/TA) and (PT=5ZEZER<) 20, 580
#16 | (trophic/TA) and (PT=2:i&#: <) 2,313
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#17 | (hypocaloric/TA) and (PT=2&$%k&<) 6
#18 | (full/AL and (#58E/TH or feeding/TA)) and (PT=2i&f#f& <) 22
#19 | (underfeeding/TA) and (PT=2i&8%2 <) 217
#20 | #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 670, 165
or #18 or #19
#21 | #8 and #20 4,638
#22 | 55 LAELEEERER/TH or %5 U 4 LELLEEAER/TH or S U4 142, 934
Lit/AL or #E{EAIL/AL or LLEGERER/AL or EREREAER/AL or 7
S+ A/AL or ®tEB/AL or 2> k/AL and B—)L/AL or BGEREFZE
/AL
#23 | #4 and #21 and #22 13
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2. PRISMA flow diagram

PRISMA 2020 flow diagram for new systematic reviews which included searches of databases and registers only

[ Identification of studies via databases and registers ]
Records removed before
_5 Records identified from*: scregglllvig:ate records removed
8 MEDLINE Database (n =1,031) n 5538)
= CENTRAL Database (n =912) > .
= . ’ Records marked as ineligible
c Igakuchuozashi Database (n=13) - _
) Manual search (n=1) by automation tools (n =0 )
2 Records removed for other
reasons (n =0 )
—
y
)
Records screened ) Records excluded**
(n=1,419) (n=1,371)
A4
Reports sought for retrieval | Reports not retrieved
2 (n=48) (n=0)
=
o
&
& \ 4
Reports assessed for eligibilit ;
" 548) giblity > Rgports excluded: B
onference abstract (n =12)
Different languages (n =1)
Not RCT (n =2)
Different P (n =3)
Different I/C (n =12)
-/
v
3 Studies included in review
3 (n=18)
< Reports of included studies
s (n=15)
—

*Consider, if feasible to do so, reporting the number of records identified from each database or register searched (rather than the
total number across all databases/registers).

**|f automation tools were used, indicate how many records were excluded by a human and how many were excluded by
automation tools.

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron |, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated
guideline for reporting systematic reviews. BMJ 2021;372:n71. doi: 10.1136/bmj.n71

For more information, visit: http://www.prisma-statement.org/

3. Risk of bias graph
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5. Forest plot

1) ALRa7 : 7o MALZGL

2) A

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Needham(2) 2013 B5 286 74 82 27 75 39.4% 3.00 [-5.51, 11.51] 2013
Rklley 2018 19 135 19 20 B 24 §0.6% -1.00 [-7.86, 5.86] 2018
Total (95% CI) 93 99 100.0% 0.58 [-4.77,5.92]

Heterogenehty: Tau® = 0.00; ChE = (.51, df = 1 (P = 0.47); P = 0%

=TT

-5 5 100
Test for overall effect: Z = 0.21 (P = 0.83) Favours [control] Favours [experimental]
o S I= % . ~
3) MAENEIL: 7V bALAGL
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Needlham 2013 0.71 0.23 228 0.7 0.25 259 89.2% 0.01[-0.03, 0.05] _i—
Ridley 2018 0.75 0.26 35 0.77 0.24 29 10.8% -0.02[-0.14,0.10]
Total (95% CI) 263 288 100.0% 0.01[-0.03, 0.05] #
Heterogeneity: Tau? = 0.00; Chi? = 0.20, df = 1 (P = 0.65); I = 0% t t 1 t t
o B -0.2 -0.1 0 0.1 0.2
Test for overall effect: Z = 0.33 (P = 0.74) Favours [control] Favours [experimental]
5 TH#I
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Arabi(2) 2015 117 446 97 448 96.9% 1.21[0.96, 1.53]
Petros 2016 4 54 3 46 2.6% 1.14 [0.27, 4.81] —
Rugeles 2016 0 60 1 60 0.5% 0.33[0.01, 8.02]
Total (95% CI) 560 554 100.0% 1.20 [0.95, 1.51] »
Total events 121 101
ity: 2= - Chi?2 = = = S 12 = 0% I t t J
Heterogeneity: Tau® = 0.00; Chi 0.64,df =2 (P=0.73); | 0% 0.01 o1 1o 100

Test for overall effect: Z = 1.55 (P = 0.12)

Favours [experimental] Favours [control]

6) LT
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Arabi 2011 28 120 22 120 6.8% 1.27[0.77, 2.09] 2011
Rice(3) 2012 109 492 118 508 32.0% 0.95 [0.76, 1.20] 2012
Arabi(2) 2015 127 440 121 445 37.6% 1.06 [0.86, 1.31] 2015
Petros 2016 18 54 18 48 6.1% 0.89 [0.53, 1.50] 2016 I E—
Rugeles 2016 16 60 18 60 5.1% 0.89 [0.50, 1.57] 2016 D —
Allingstrup 2017 30 100 32 99 9.8% 0.93 [0.61, 1.40] 2017 —_r
Mousavian 2020 2 29 3 29 0.6% 0.67 [0.12, 3.70] 2020
Wang 2020 11 74 7 76 2.1% 1.61[0.66, 3.94] 2020 e
Total (95% CI) 1369 1385 100.0% 1.01 [0.89, 1.15]
Total events 341 339 T
Heterogeneity: Tau? = 0.00; Chi* = 3,15, df = 7 (P = 0.87); I = 0% + 012 015 1 t 1 t

Test for overall effect: Z = 0.16 (P = 0.87)
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Experimental Control

Mean Difference

Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year 1V, Random, 95% ClI
Arabi 2011 67.2 93.6 120 70.2 106.9 120 2.1% -3.00[-28.42, 22.42] 2011

Charles 2014 31 2.5 42 35.2 4.9 41 38.9% -4.20[-5.88,-2.52] 2014 =
Braunschweig 2015 27.2 182 40 22.8 143 38 16.6% 4.40 [-2.84, 11.64] 2015 T
Allingstrup 2017 30 30.37 100 34 28.89 99 14.1% -4.00[-12.24, 4.24] 2017 i

Ridley 2018 22 21 51 23 17 48  15.9% -1.00[-8.51, 6.51] 2018 I
McKeever 2020 253 18.4 19 204 7.2 16 12.5% 4.90 [-4.09, 13.89] 2020 I
Mousavian 2020 28 0 29 25 6.11 29 Not estimable 2020

Total (95% CI) 401 391 100.0% -1.08 [-4.86, 2.70]

Heterogeneity: Tau? = 8.83; Chi? = 9.01, df = 5 (P = 0.11); I = 45%
Test for overall effect: Z = 0.56 (P = 0.58)
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1. Search methods
BRT—3~N—X
B MEDLINE (PubMed)
Bl CENTRAL
B EdEE
O it ( )

BEREEY M
PubMed search strategy (#%H 2021 &£ 11 A 02 H)

#1 “intensive care units”[MeSH Terms] 94, 967
#2 “critical illness”[MeSH Terms] 33, 859
#3 “critical care”[MeSH Terms] 62, 323
#4 “intensive care”[Title/Abstract] 166, 568
#5 “icu”[Title/Abstract] 68, 328
#6 “critical ill*"[Title/Abstract] 12,014
#1 “critically ill*"[Title/Abstract] 51, 609
#8 “critical care”[Title/Abstract] 36, 374
#9 #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 291,073
#10 “nutritional support”[MeSH Terms] 47,208
#11 “enteral nutrition”[Title/Abstract] 9,794
#12 “parenteral nutrition”[Title/Abstract] 21,375
#13 “enteral feeding”[Title/Abstract] 5,723
#4 #10 OR #11 OR #12 OR #13 58,023
#15 “dietary proteins”[MeSH Terms] 102, 686
#16 “amino acids”[MeSH Terms] 827,170
#17 “protein*”[Title/Abstract] 3,264,817
#18 “Energy Intakex”[MeSH Terms] 48,965
#19 “energy”[Title/Abstract] 712,225
#20 “trophic”[Title/Abstract] 30, 472
#21 “hypocaloric”[Title/Abstract] 1,941
#22 “full feeding”[Title/Abstract] 164
#23 “underfeeding”[Title/Abstract] 712
#24 #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR | 4,520, 841
#23
#25 #14 AND #24 13, 688
#26 (randomized controlled trial[pt] OR controlled clinical | 4,554,553
trial [pt] 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]))
#27 #9 AND #25 AND #26 1,031
CENTRAL search strategy (#%%H 2021 &£ 11 A 03 8)
#1 MeSH descriptor: [Intensive Care Units] explode all trees 3864
#2 | MeSH descriptor: [Critical Illness] explode all trees 2466
#3 | MeSH descriptor: [Critical Care] explode all trees 2157
#4 | ("intensive care”) :ti, ab, kw 25378
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#5 ("icu”) :ti, ab, kw 14244
#6 (“critical illx"):ti,ab, kw 97
#1 ("eritically ill%"):ti, ab, kw 7413
#8 (“critical care”) :ti, ab, kw 4200
#9 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 35943
#10 | MeSH descriptor: [Nutritional Support] explode all trees 3510
#11 | ("enteral nutrition”) :ti, ab, kw 4569
#12 | ("parenteral nutrition”) :ti, ab, kw 4239
#13 | ("enteral feeding”) :ti, ab, kw 1482
#14 | #10 OR #11 OR #12 OR #13 8643
#15 | MeSH descriptor: [Dietary Proteins] explode all trees 4292
#16 | MeSH descriptor: [Amino Acids] explode all trees 22199
#17 | ("proteinx”) :ti, ab, kw 84217
#18 | MeSH descriptor: [Energy Intake] explode all trees 5656
#19 | ( “energy” ) :ti, ab, kw 36, 870
#20 | ("trophic”) :ti, ab, kw 415
#21 | ("hypocaloric”) :ti, ab, kw 1146
#22 | (“full feeding”) :ti,ab, kw 87
#23 | ("underfeeding”) :ti, ab, kw 85
#24 | #15 OR #16 OR #17 OR #18 OR #19 OR #20 OR #21 OR #22 OR #23 134037
#25 | #14 AND #24 3151
#31 | #9 AND #25 912
5% search strategy (#8%&H 2021 £ 11 528)
#1 (ICU/TH or ICU/TA)) and (PT=2i &k <) 51, 885
#2 | (fE%/TH or fEE/TA)) and (PT=2i&8%kF% <) 194
#3 | (DT hALTT/TH or 2T 4 AITT/TA)) and PT=% 6, 958
EHRERC)
#4 | #1 or #2 or #3 57, 043
#5 | (REWEI/TH or XEMBI/TA)) and (PT==iE#%Ek <) 22,173
#6 | (RREBEERE/TA) and PT=2ZEHK&R<) 6, 632
#7 | BEAREZE/TA) and (PT=23E&H&R<) 5,232
#8 | #5 or #6 or #7 25,534
# | (BRFDOE2/N\VE/THor BRFNDR /D E/TA)) and (PT= 5,972
REBBR <)
#10 | ((“Amino Acids”/TH or “Amino Acids”/TA)) and (PT=%2i%$%B& 52,993
<)
#11 | (BN &/TH or 2 /X0 &E/TA)) and (PT=2&&kR <) 614, 546
#12 | (2 N\DBERE/TA) and PT=2Z&ER <) 88
#13 | (AL EHEHHR/TA) and PT==&EkFR <) 4
#14 | (ZTRILF—ERE/TH or TRILFXF—IERE/TA)) and (PT=%2 7,795
EHRERC)
#15 | (TRILF—/TA) and (PT=5ZEZER<) 20, 580
#16 | (trophic/TA) and (PT=2#%k <) 2,313
#17 | (hypocaloric/TA) and (PT=2=%$%Fx<) 6
#18 | (full/AL and (#58E/TH or feeding/TA)) and (PT=2i%#%Fa <) 22
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#19 | (underfeeding/TA) and (PT=2i&8%x <) 217
#20 | #9 or #10 or #11 or #12 or #13 or #14 or #15 or #16 or #17 670, 165
or #18 or #19
#21 | #8 and #20 4,638
#22 | 55 LAELEEERER/TH or %5 U 4 LELLEERER/TH or S U4 142, 934
Lit/AL or #E{EAIL/AL or LLEGERER/AL or EREREAER/AL or 7
S+ HR/AL or XB&/AL or 3> F/AL and B—)L/AL or BGEREFZE
/AL
#23 | #4 and #21 and #22 13
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2. PRISMA flow diagram

PRISMA 2020 flow diagram for new systematic reviews which included searches of databases and registers only

Identification of studies via databases and registers

Ty

- Records identified from™ Egzoe.fzégmoved pefre

-% (Mnliﬁ)IIJII;F)Database Duplicate records removed

8 o (n=537)

= &Ezl\é'l;g;% Datakass ’ Records marked as ineligible

5 lwakuch hi Datab by automation tools (n=0)

= (321%‘)3 tozasshi Uatabase Records removed for other

reasons (n=0)
I
Y
Records screened Records excluded™
n=1419) (n=1298)

=

5

=

2 v Reports excluded:

3 Conference abstract (n =30)
Reports assessed for eligibility Different languages {n =)
n=121) | Not RCT (n=4)

Different P (n=2)
Different I/C (n =61)
p—
Y

= Studies included in review

= {n=15)

= Reports of included studies

£ {n=16)

*Consider, if feasible to do so, reporting the number of recards identified from each database or register searched (rather than the
total number across all databasesfregisters).

**If automation tools were used, indicate how many records were excluded by a human and how many were excluded by
autormation tools.

From: Page MJ, McKenzie JE, Bossuyt PM, Boutron |, Hoffmann TC, Mulrow CD, et al. The PRISMA 2020 statement: an updated
guideline for reporting systematic reviews. BMJ 2021,372:n71. doi: 10.1136/bmj.n7 1

For more information, visit: http:fwww. prisma-statement. org/
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3. Risk of bias graph
1) N—+t)Lf4 Ty X Barthel index

Random sequence generation (selection bias)
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Selective reporting (reporting bias)
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3) FAEMNZIL muscle volume change
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Incomplete outcome data (attrition bias)
Selective reporting (reporting bias)

Other bias

o

X 25% 50X 73% 100
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s

[ Low risk of blas [] unclear risk of bias
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4) QOL a7 (B{kH#EE) QOL score (physical )

Random sequence generation (selection bias) _

Allocation concealment (selection bias) —:I

Blinding of participants and personnel (performance bias) |:—
Blinding of outcome assessment (detection bias) |:—
Incomplete outcome data (attrition bias) _

Selective reporting (reporting bias) _

Other bias

% 25% 50% 75%  100%

o

. Low risk of bias |:| Unclear risk of bias

. High risk of bias

5) T#i Diarrhea

Random sequence generation (selection bias) _:|
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Blinding of outcome assessment (detection bias) _:I
Incomplete outcome data (attrition bias) —:—

Selective reporting (reporting bias) _ _

Other bias

% 25% 50% 75%  100%

o
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[l High risk of bias

6) L= Mortality

Random sequence generation (selection bias)
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Selective reporting (reporting bias)
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7) ABRZEAR hospital day

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
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4. Risk of bias summary

1) N—tEILSTIIR

$e1q 43410

(se1q Bunuodal) Buniodal INIIIS

(seIq uonIAIe) BIBP AWOIINO0 32 )d Wodu)|

(se1g UONDAIP) WAWSSISSE W00 Jo bulpulg

(se1q durwiopad) |auuvosiad pue syuedpnsed jo Bupu)g
(S®1G UOIIII|3S) JUIW[EIDUOD LOIIRIO| Y

(se1g uonXaPs) uoneRu b PuInbIs wopuey

7100 e

?

K. Nakamura 2019 | @ | ?

K.Nakamura 2021 @ |72 (@ @ | @ @ | @

Wischmeyer 2017 | @ | 2

2) A

seiq 1410

(sei1q bunuodas) bunuiodas amda|as

(Se1Q UONIAIR) BIEP AWODINO 13 |d Wwodu|

(Se1g UORINIP) WIWSSISST IWO02IN0 jo Bulpug

(se1q 3duewsoyRd) |3uuosiad pue syuedpnsed jo Buipuyg
(S®1q UOIIDI|IS) WA [BIDUOD UOIRIO||Y

(se1q uonlRs) uonesRuab aduanbas wopuey

Feterplace 2018 @ (@ (O (® (O @ | ®

Rdiey 2018 @ (@ | OO0 O &

3) HAEDEI

121



Se1q 43430

(serq Bunsodal) Buniodal INIIIS

(S®Iq uonIAIe) BIBP AWO0IINO 32)d Wod )

(5B1g UONDAIP) WAWSSISSE IW02IN0 Jo bulpulg

(se1q 3durwiopad) |auuvosiad pue syuedppsed jo Gupuyg
(S®1Q UOIIII|3S) JUIW[BIDUOD LO|IRIO|[Y

(se1q UONJPS) uonesAuAB PuINbIs Wopuey

Ferre 2016 | S (S | © S 9| S
K.Nakamura 2019 @ | 72 (@ | @ | ® & | @
K.Nakamura 2021 | @ | 7 @ © & & @&

4) Q0L a7 (H{AHEEe)

seiq 13Y10

(seiq bunsodad) bunuodas 9ANIR|RS

(Selq uolllINIEe) BIEP 3WO023IN0 313|dwodu|

(SeIq UOI1D919P) JUBWISSISSE dWOIINO Jo Bulpullg

(se1q @durwJIoad) [duuostad pue siuedidiied Jo bulpullg
(Selq UOI1D33S) JUBL[BIOUOD UOIIBIO||Y

(selq uonda|as) uonesausb adusnbas wopuey

o~ O
® -~ O
0o~ O
in N
- i ~—
(=] o o
] A&
[%) = o
o
O > s
o <=
2 .m N
a o
2
=

5) T

122



selq 43yio

(seiq buniodal) buniodad aA1III|S

(Selq uol3IJ1Ie) BlEp dWO0IN0 d3|dwodu|

(Sel1q UoI12913p) 1UBISSISSE SWO0IINO JO Bulpul|g

(seiq @duewJioysad) [puuosiad pue syueddiued jo buipulg
(Selq UOI123[9S) JUILW[BIDUOD UON.IO||Y

(Seiq uoi123|3s) uoinesauab aduanbas wopuey

?

?

30
0~ 7.7.7..
~ ® 00
<] (o) I N B - o)
oS e I N = R
o o o o o
~ NN NN
« s & F 5
) 5 3 U £
Q@ c c
: e 2 ¢ f
& ~y ~ +F N
CR N
L. >

Y ¥

Fetterplace 2018 . ‘ . ‘ . ‘ .

Jakob2017 @ | @ @ @ @ @ @

123



6) tT

selq J3y10

(seiq buniodals) buniodas aAR3S

(sel1q uoninie) elep 3wodINo 33|dwodu|

(se1q uonIIP) JUAWSSISSE IW02IN0 Jo Bulpullg

(se1q aduewio)ad) |3uuosiad pue syuedpnsed jo bulpulg
(se1q uo1123|35) JUIW[EIDUOD UOIeIO||Y

(se1q uonI3as) uonesauab duanbas wopuey

719 e e e

7990 7 e

Beale R) 2008 | 2

DogGs2015 B S O O & & @

Ferre 2016 @ (@ (@ (@ © O @
Feterplace 2018 @ (@ (@ (@ (@ (O | @
K.Nakamura 2019 | @ |72 (@ S (O & &
K.Nakamura 2021 | @ (2 (@ (@ | @ (O @
MM.Berger2018 | @ (@ (O (@ | ® (@ | ®

Rikey2018 @ @ (O O & O &
vanZanen 2018 | (@ (S | S | S| &

Wischmeyer 2017 | @ | 2

e | @@ @O @@ @

124



1) AFzHAR

selq 13410

(se1q bunsodal) buniodas an|IS

(selq uoninie) eyep 3wWo2INo 333 dwodu|

(se1q uonIAIP) WAWSSISSE IW02IN0 Jo bulpullg

(se1q aduew.oy13d) |auuosiad pue syuedidnsed jo buipulg
(se1q u01133|35) JUIW[eIIUOD UOoIIEI0||Y

(se1q uon33s) uonesauab duanbas wopuey

7@

7@ e e e

7 900

799 e e

Beale R) 2008 | 2

>opGs2015 | @ (S O O S S e

Ferie 2016 @ (@ (© (@ @2 | @
Feterplace 2018 [ @ (@ (@ (@ (@ (O | @

Jacb 2017 | @ @ (@ (@ (@S| @
K.Nakamura 2019 | @ (2 (@ (@ | @ | S | @
K. Nakamura 2021 ([ @ |72 (@ | @ | @ | @ | @
MM.Berger2010 @ @ @ @ @ @ | @

Rellly) 1990 | 2

Riley2018 @ | @& @ O © O @
vanZanen 2018 | @ (@ (@ (@ (@ |72 (@

Wischmeyer 2017 | @ | 2

ZurR2018 | D @ O O ® & @

125



5. Forest plot
N N"—tILf2oTYIR

Experimental Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI  Year IV, Random, 95% CI
Wischmeyer 2017 611 324 28 465 321 41 36.6X¥ 14.60 [-0.91, 30.11] 2017 -
K. Nakamura 2019 54.7 362 26 48.7 204 24 344X 5.00(-13.22,23.22] 2018 ——
K. Nakamura 2021 625 6759 &0 125 €944 57 290X 50.00 [25.15, 74.85] 2021 -
Total (95% CI) 114 122 100.0% 2155 [-1.30, 44.40] i
Heterogenehy: Taw® = 308.59; ChF = B.51, df = 2 (P = 0.01); F = 76X oo 0 r 100

Test for overall effect Z = 1.85 (P = 0.06}

Favours [control] Favours [experimental]

2) &N
Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fetterplace 2018 20 6.1 6 21 9.3 16 51.4% -1.00 [-7.68, 5.68] Ll
Rkiley 2018 19 135 139 20 B 24 4B.6% -1.00 [-7.86, 5.86] L
Total (95% CI) 25 40 100.0% -1.00[-5.79, 3.79]
Heterogenelty: Tau® = 0.00; ChP = 0.00, df = 1 (P = 1.00); ¥ = 0% _1‘0 m ) 3 b
Test for overall effect: Z = 0.41 (P = 0.68) Favours [control] Favours [experimental]
frhe = Py
3) MARENZEL
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Ferrie 2016 8.4 1 589 78 11 &0 416 0.47 [0.11, 0.84] 2016 —
K. Nakamura 2019 -129 B85 &0 -168 7 57 40.7% 0.51 [0.14, 0.88] 2018 I —
K. Nakamura 2021 -11.4 8.1 26 -144 7.1 24 17.6% 0.39[-0.17,0.95] 2021 —_—t
Total (95% CI) 145 141 100.0% 0.47 [0.24, 0.71) ~l—
Heterogenehy: Tau® = 0.00; ChE = 0.13, df = 2 (P = 0.94); F = 0X _%1 ‘_5 ¢ 0':5 i
Test for overall effect: Z = 3.93 (P < 0.0001) Favours [control] Favours [experimental]
N
4) Q0L R 37 (SHiKktEae)
Experimental Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total igh IV, Rand 95% CI IV, Random, 95% CI
Dolg GS 2015 47.7 33.7 192 53.2 33 1B0 48.7% -0.16[-0.37,0.04] ——
Wischmeyer 2017 38.3 10.2 20 358 11.2 30 96X 0.32[-0.25,0.89] —
Zhu R 2018 46.3 33.5 149 525 328 142 41.7% -0.19[-0.42,0.04] ——
Total (95% CI) 361 352 100.0% -0.13 [-0.31, 0.06] -
Heterogenehty: Tauw® = 0.01; Chi = 2.70, df = 2 (P = 0.26); F = 26X _‘1 ‘.5 r 03_5 1
Test for overall effect: Z = 1.36 (P = 0.17) Favours [controll] Favours [experimental]
5 TH
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Rand: 95% Cl  Year M-H, Rand 95% ClI
Beale R) 2008 21 27 12 28 1B.6% 1.81 [1.13, 2.91] 2008 —
Jakob 2017 29 48 31 44 22.6% 0.89 [0.67, 1.20] 2017 —-
Fetterplace 2018 16 30 16 30 1B.6% 1.00 [0.62, 1.61] 2018 e o
P. Tuncay 2018 2 23 13 23 6.0% 0.15 [0.04, 0.61] 2018 e
van Zanten 2018 B 22 11 22 14.0% 0.73 [0.36, 1.45] 2018 B
K. Nakamura 2019 3 26 2 27 42% 1.56 [0.28, B.58] 2019 —_—T
K. Nakamura 2021 14 60 19 57 16.1% 0.70 [0.39, 1.26] 2021 ——t
Total (95% CI) 234 231 100.0% 0.90 [0.61, 1.31]
Total events 93 104
Heterogenehty: Tau* = 0.15; ChF = 16.79, df = & (P = 0.01); F = §4% bo1 0:1 i 1lb 1oo’

Test for overall effect: Z = 0.56 (P = 0.57)
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6) tT

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Beale R) 2008 5 27 3 28 2.6% 1.73 [0.46, 6.54] 2008 I
Dolg GS 2015 42 236 47 235 33.0% 0.89 [0.61, 1.29] 2015 —-
Ferrie 2016 12 59 9 60 7.5% 1.36 [0.62, 2.98] 2016 B
Wischmeyer 2017 [] 52 17 73  B.O% 0.66 [0.31, 1.41] 2017 —
Fetterplace 2018 4 30 5 30 3.1% 0.80 [0.24, 2.69] 2018 —_—t
Rkiley 2018 19 51 13 48  13.5% 1.38 [0.77, 2.47] 2018 T
van Zanten 2018 3 22 3 22 2.1% 1.00 [0.23, 4.42] 2018 I E—
Zhu R 2018 25 176 40 189 22.3% 0.67 [0.43, 1.06] 2018 —
K. Nakamura 2019 4 26 5 24 3.3% 0.74 [0.22, 2.43] 2019 —_—
M.M. Berger 2019 0 11 1 12  0.5% 0.36 [0.02, 8.04] 2019
K. Nakamura 2021 ] 60 6 57 40% 0.95 [0.33, 2.78] 2021 e
Total (95% CI) 750 778 100.0% 0.90 [0.73, 1.12] L ]
Total events 128 149
Heterogenehy: Taut = 0.00; ChE = 6.73, df = 10 (P = 0.75); F = 0% bo1 o1 b 100
Test for overall effect: Z = 0.95 (P = 0.34) Favours [experimental] Favours [control]

=
DIPNE !

Experimental Control Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Rand 95% Cl Year IV, Random, 95% CI
Rellly ) 1990 44 25 10 47.2 19 10 0.5% -3.20 [-22.66, 16.26] 1990 _—
Beale RI 2008 438 366 27 313 272 28 0.6% 1250 [-4.59, 29.59] 2008 —
Dolg GS 2015 26 28 239 248 2.7 235 33.1% 1.20 [0.70, 1.70] 2015 "
Ferrie 2016 25 18.1 59 275 274 60 2.4X% -2.50[-10.83, 5.83] 2016 1
Jakob 2017 31 58 46 36 9 44 11.9% -5.00 [-B.16, -1.84] 2017 —_-
Wischmeyer 2017 235 12.7 52 24 165 73 5.7% -0.50 [-5.62, 4.62] 2017 ——
Fetterplace 2018 274 19 30 18.8 109 30 2.7% B.60 [0.76, 16.44] 2018 —
Rkiley 2018 22 21 51 23 17 48 2.8% -1.00 [-8.51, §.51] 2018 —
van Zanten 2018 285 133 22 28.2 13.2 22 2.7% 0.30 [-7.53, 8.13] 2018 I
Zhu R 2018 253 3.1 179 23.7 29 189 32.3% 1.60 [0.99, 2.21] 2018 -
K. Nakamura 2019 204 10.7 26 188 125 24 3.B% 0.60 [-5.87, 7.07] 2018 1
M.M. Berger 2019 44 20 11 48 25 12 0.5% -4.00[-22.43,14.43] 2019 —
K. Nakamura 2021 265 296 60 455 50 57 0.8% -19.00 [-33.99, -4.01] 2021
Total (95% CI) 812 832 100.0% 0.36 [-0.98, 1.70] ]

Heterogenetty: Tau® = 1.35; ChF = 30.56, df = 12 (P = 0.002); F = §1%

Test for overall effect: Z = 0.52 (P = 0.60)
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6. Funnel plot
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co11 /NRICUBEFBICREUNEY T—230FT5H7

1. Search methods
BRT—3~N—X
EMEDLINE (PubMed)
B CENTRAL
BEFHRMEE
OZ 0 ( )

BEREEY M
PubMed search strategy (#%H 20214 108 29 H)

#1 | (Intensive GCare Units[mh] OR Critical Illness[mh] OR | 291, 263
Critical Care[mh] OR “intensive care” [tiab] OR icu[tiab]

OR critical illx[tiab] OR critically ill*[tiab] OR “critical
care”[tiab])

#2 | (Child[mh] OR Adolescent[mh] OR Infant[mh] OR Child, | 3, 688,998
Preschool [mh] NOT Infant, Premature[mh] NOT Infant, Very
Low Birth Weight[mh])

#3 | ((rehabilitation[mh] OR Physical therapy[tiab]OR Exercise | 1,023,413
Therapy[mh] OR exercise therapx[tiab] OR Physical
therapy[tiab] OR Physiotherapy[tiab] OR
Physiotherapies[tiab] OR Occupational therapy[mh] OR Early
Ambulation[mh] OR Early Mobilization[mh] OR Early
exercise[mh] OR play[mh]OR “Mobility activities” OR
protocol))

#4 | (randomized controlled trial[pt] OR controlled clinical | 1,302,917
trial [pt] OR randomized[tiab] OR placebo[tiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[ti]

NOT (animals[mh] NOT humans [mh]))
#5 | #1 AND #2 AND #3 AND #4 612
CENTRAL search strategy (#%H 20214 108 30 H)

#1 MeSH descriptor: [Intensive Care Units] explode all trees 3864

#2 (“Intensive Care Unit”) :ti, ab, kw 17212

#3 (“Critical Illness”):ti,ab, kw 3802

#4 | MeSH descriptor: [Critical Illness] explode all trees 2466

#5 MeSH descriptor: [Critical Care] explode all trees 2157

#6 (“Critical Care”):ti,ab, kw 4200

#7 ("intensive care”) :ti, ab, kw 25378

#8 (icu) :ti, ab, kw 14244

#9 (“critical illx"):ti,ab, kw 97

#10 | ("critically ill”):ti, ab, kw 7413

#11 | MeSH descriptor: [Child] explode all trees 58731

#12 | MeSH descriptor: [Adolescent] explode all trees 107314

#13 | MeSH descriptor: [Infant] explode all trees 33554

#14 | MeSH descriptor: [Pediatrics] explode all trees 709

#15 | MeSH descriptor: [Child, Preschool] explode all trees 30532
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#16 | MeSH descriptor: [Infant, Premature] explode all trees 4006
#17 | MeSH descriptor: [Infant, Very Low Birth Weight] explode | 1001
all trees
#18 | MeSH descriptor: [Rehabilitation] explode all trees 38509
#19 | MeSH descriptor: [Physical Therapy Modalities] explode all | 27816
trees
#20 | (Physiotherapy) :ti, ab, kw 13477
#21 | (Physical therapy) :ti, ab, kw 52143
#22 | MeSH descriptor: [Exercise Therapy] explode all trees 15157
#23 | MeSH descriptor: [Occupational Therapy] explode all trees 801
#24 | MeSH descriptor: [Early Ambulation] explode all trees 397
#25 | (Early exercise) :ti, ab, kw 5430
#26 | (play) :ti, ab, kw 18234
#27 | (Mobility activities) :ti, ab, kw 2351
#28 | (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10) | 242
AND (#11 OR #12 OR #13 OR #14 OR #15 NOT (#16 OR #17)) AND | (Trials
(#18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR | 229)
#26 OR #27)
229 trials
EFh Rt search strategy (l@EB 2021 % 108 20 A)
#1 (/INR ICU/TH or /MR ICU/AL) 16, 162
#2 (ICU/TH or ICU/AL) 142,973
#3 DYUT4HAIWNTT/THor 21T 4 hILTT/AL) 17, 483
#4 (&rhiaHE/AL) 83, 960
#5 (F|JE/AL or EE/AL) 256, 496
#6 | #1 or #2 or #3 or #4 or #5 446, 696
#7 (NR/TH or /NR/AL or 2T E£/AL) 1,101, 133
#8 (%1R/TH or %h'R/AL) 211,090
#9 (ZL'R/TH or ZELIR/AL) 233, 339
#10 | (FE/TH or HE/AL or FEHI/AL) 332, 042
#11 | #7 or #8 or #9 or #10 1,357, 217
#12 | (UNEYF—32/THor YNEY)FT—2 32 /A) 543, 567
#13 | (BBZEEEE/TH or BBEEGE/AL) 223,423
#14 | (EZ&E/TH or 1E3EEEE/AL) 61,919
#15 | (REABEER/TH or BREABEER/AL) 6, 761
#16 | (READIES)/AL) 131
#17 | GEEEEEE/TH or #EU/AL) 8,385
#18 | (GEE)/AL) 269,179
#19 | #12 or #13 or #14 or #15 or #16 or #17 or #18 175, 702
#20 | (T o5 LAbEEBERER/TH) 54, 490
#21 | £S5 24 LAbLbEEER/TH) 3,499
#22 | (5 >4 L{E/AL) 65, 642
#23 | (JE{EA1E/AL) 8, 331
#24 | (LEEELER/AL) 69, 374
#25 | (EGERELER/AL) 80, 105
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#26 | (75 HR/A) 8,613
#27 | (xE&/AL) 18,420
#28 | (3> bBE—JL/AL) 117,975
#29 | (E&ERBAZT/AL) 60, 218
#30 | #20 or #21 or #22 or #23 or #24 or #25 or #26 or #27 or #28 | 333, 486
or #29

#31 | #6 and #11 and #19 and #30 253
#32 | (#31) and (PT=2Z&%F%<) 241

133




2. PRISMA flow diagram

Identification of studies via databases and registers

Identification

Records identified from™:
MEDLINE Databases (n=612)
Records identified from™:
CENTRAL Databases (n=242)
Records identified from™:
g i iE Databases
(n=241)

\ 4

Screening

[

]

Included

Records screened
(n=1014)

A4

Reports sought for retrieval
(n=26)

v

Reports assessed for eligibility
(n=26)

Studies included in review
(n=3)

Reports of included studies
(n=2)
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Records removed before
screening:
Duplicate records removed
(n=81)

Records excluded™*
(n=988)

Reports not retrieved
(n=0)

Reports excluded:
Conference abstract (n=0)
Different languages (n=1)
Not RCT (n=7)

Different P (n=2)
Different I/C (n=13)




3. Risk of bias graph
1) ABeHiRE

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

% 25% 50% 75%

oT
—_
o
o
®

.Low risk of bias [:IUnclear risk of bias .High risk of bias

2) 1CU w7 HAR

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

% 25% 50% 75%

o
—
o
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®

-Low risk of bias DUncIear risk of bias .High risk of bias

3) BEMNAZHILAETER

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

otner ias [N |
0% 25% 50% 75%  100%
-Low risk of bias [:]Unclear risk of bias -High risk of bias

4. Risk of bias summary
1) ABeHiRE
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3) BEMNAZHILAETER

SEIqBUI0

(selq Buipodal) Buipodal anas|as

(Selq uouRe) elep awono ajajduwooy)

{selg uonalap) JUBLISSassE awoano Jo fulpulg

(selq aauewopad) |auuosiad pue sjuediaiped jo Bulpulg
{Se1g UoNI8|as) JUaL|EBIUDI UOREIO|Y

(selq uoNaa|as) uolelauah aauanhas wWopuey

2

?

Eticka L. Fink 2019 | @

Karen Choong 2017 . . .

137



5. Forest plot
1) AFZHAR

intervention Control Mean Difference

cl

Mean Difference
v, 95% Cl

Study or Subgroup Mean SD Total Mean SD Total Weight IV, 95%

Ericka L. Fink 2019 115 963 26 115 963 32 100.0% 0.00 [-4.98, 4.98]

Total (95% Cl) 26 32 100.0% 0.00 [-4.98, 4.98]
Heterogeneity: Not applicable ’_1 0 ’5 0 é 1u=
Testfor overall effect Z=0.00 (P = 1.00) Favoursi§{b L\ B =2 a gL Favours 3(EUNEUF =2 avBY
-
2) ICU 7 HAM
intervention Control Mean Difference Mean Difference
Study or Subgroup Mean  SD Total Mean SD Total Weight IV, 95% CI IV, Random, 95% CI
Ericka L. Fink 2019 6.5 8.89 26 5 B.67 32 100.0% 1.50 [-2.63, 5.63] f .
Total (95% CI) 26 32 100.0%  1.50[-2.63,5.63] ——#——
Heterogeneity: Not applicable I_1 0 #5 T i 1IJ=
Test for overall effect: Z=0.71 (P =0.48) Favours 3&{E UV U F—3, 3 8L Favours 38N E U F—2 30 6Y
S| =
3) BRHUNAZEIIEETER
intervention Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ericka L. Fink 2019 1 26 4 32 100.0% 0.31 [0.04, 2.59]
Karen Choong 2017 0 20 0 10 Mot estimable
Total (95% CI) 46 42 100.0% 0.31[0.04, 2.59] e —
Total events 1 4
Heterogeneity: Not applicable ot + t 100

Testfor overall effect: Z=1.08 (P = 0.28)

2)

3)

Funnel plot
AREEARE

ICU e HAR

BRANAZRTLATER
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1. Search methods

BRRT—FR—X
MMEDLINE (PubMed)
ECENTRAL
BEZEPRME
O% 0 ( )

BEREEY M
PubMed search strategy (#&%H 20214 11 A 1H)

#1 | (Intensive Care Units[mh] OR Critical Illness[mh] OR | 290, 477
Critical Care[mh] OR “intensive care” [tiab] OR icu[tiab]

OR critical illx[tiab] OR critically ill*[tiab] OR “critical
care”[tiab])

#2 | (Child[mh] OR  Adolescent[mh] OR Infant [mh] OR | 3, 695, 642
pediatrics[tiab] OR Child, Preschool[mh] NOT Infant
Premature[mh] NOT Infant, Very Low Birth Weight[mh])

#3 | (Respiration, Artificial[mh] OR Respiratory Therapy[mh] OR | 172, 040

positive pressure respiration[mh] OR continuous positive
airway pressure[mh] OR continuous distend* pressur*[tiab]
OR positvx airway* pressurx[tiab] OR “positive end
expiratory pressure”[tiab] OR “mechanical
ventilation”[tiab] OR ppv[tiab] OR cpepl[tiab] OR
peep[tiab])

#4 | (Respiratory Therapy[mh] OR Physical Therapy Modalities[mh] | 330, 229
OR  “Physical Therapy”[tiab] OR  “chest physical
therapy”[tiab] OR  “chest  physiotherapy”[tiab] OR
“respiratory physical therapy”[tiab] OR “respiratory
physiotherapy”[tiab] OR  “postural”[tiab] OR “chest
physiotherapy”[tiab] OR “mechanical insufflation”[tiab])

#5 | (randomized controlled trial[pt] OR controlled clinical | 1,300, 644
trial [pt] OR randomized[tiab] OR placebo[tiab] OR clinical
trials as topic[mesh:noexp] OR randomly[tiab] OR trial[til
NOT (animals[mh] NOT humans [mh]))

#6 | #1 AND #2 AND #3 AND #4 AND #5 167

CENTRAL search strategy (##%H 20214 11 8 24 H)

#1 MeSH descriptor: [Intensive Care Units] explode all trees 3864

#2 (“"Intensive Care Units”):ti,ab,kw (Word variations have | 6498
been searched)

#3 | Critical Illness 6288

#4 (“Critical Illness”):ti,ab, kw 3802

#5 MeSH descriptor: [Critical Care] explode all trees 2157

#6 (“Critical Care”):ti,ab, kw 4200

#7 ("intensive care”) :ti, ab, kw 25378
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#8 (icu) :ti, ab, kw 14244
#9 (“critical illx"):ti,ab, kw 97
#10 | ("critically ill”):ti,ab, kw 7413
#11 | MeSH descriptor: [Child] explode all trees 58731
#12 | MeSH descriptor: [Adolescent] explode all trees 107314
#13 | MeSH descriptor: [Infant] explode all trees 33554
#14 | MeSH descriptor: [Pediatrics] explode all trees 709
#15 | MeSH descriptor: [Child, Preschool] explode all trees 30532
#16 | MeSH descriptor: [Infant, Premature] explode all trees 4006
#17 | MeSH descriptor: [Infant, Very Low Birth Weight] explode | 1001
all trees
#18 | MeSH descriptor: [Respiration, Artificial] explode all | 6602
trees
#19 | MeSH descriptor: [Respiratory Therapy] explode all trees 8527
#20 | MeSH descriptor: [Positive-Pressure Respiration] explode | 2889
all trees
#21 | MeSH descriptor: [Continuous Positive Airway Pressure] | 1185
explode all trees
#22 | (“continuous distend* pressurx”) :ti, ab, kw 0
#23 | ("positive end expiratory pressure”) :ti, ab, kw 4009
#24 | (positvx airway* pressurx):ti, ab, kw 2
#25 | (“mechanical ventilation”):ti, ab, kw 10579
#26 | (ppv) :ti, ab, kw 1162
#27 | (cpap) :ti, ab, kw 4913
#28 | (peep) :ti, ab, kw 1917
#29 | MeSH descriptor: [Respiratory Therapy] explode all trees 8527
#30 | MeSH descriptor: [Physical Therapy Modalities] explode all | 27816
trees
#31 | (“chest physical therapy”):ti, ab, kw 104
#32 | (“respiratory physical therapy”) :ti, ab, kw 26
#33 | (“respiratory physiotherapy”) :ti, ab, kw 209
#34 | ("postural™) :ti, ab, kw 8351
#35 | (“chest physiotherapy”) :ti, ab, kw 560
#36 | (“mechanical insufflation”):ti, ab, kw 56
#37 | (#1 OR #2 OR #3 OR #4 OR #5 OR #6 OR #7 OR #8 OR #9 OR #10) | 701
AND (#11 OR #12 OR #13 OR #14 OR #15 NOT (#16 OR #17)) AND
(#18 OR #19 OR #20 OR #21 OR #22 OR #23 OR #24 OR #25 OR
#26 OR #27 OR #28) AND (#29 OR #30 OR #31 OR #32 OR #33 OR
#34 OR #35 OR #36)
EFhRMEE search strategy (#FHB 20214 11 B 24 8)
#1 (/INR ICU/TH or /MR ICU/AL) 16, 162
#2 (ICU/TH or ICU/AL) 142,973
#3 DYUT4HAIWNTT/THor 2T 4 hILTT/AL) 17, 483
#4 (&rhiaHE/AL) 83, 960
#5 (F|JE/AL or EE/AL) 256, 496
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#6 | #1 or #2 or #3 or #4 or #5 446, 696
#7 (NR/TH or /NR/AL or 2T E£/AL) 1,101,133
#8 (%1R/TH or %h'R/AL) 211,090
#9 (ZL'R/TH or ZLIR/AL) 233, 339
#10 | (FE/TH or HE/AL or FEHI/AL) 332, 042
#11 | #7 or #8 or #9 or #10 1,357, 217
#12 | (AIMFEDR/TH or ATFEDR/AL) 64, 332
#13 | (FRUR$E;E/TH or FEIRERE/AL) 90, 853
#14 | BFHESERBE/TH or HFESUERBE/AL) 5,428
#15 (FBE#S/AL) 3,096
#16 | (peep/AL) 1,283
#17 | (cpap/AL) 3,604
#18 | (ppv/AL) 5, 966
#19 | (MEXEEREE/AL) 189
#20 | (Etias/AL) 151
#21 | (GRET#S/AL) 81
#22 | #12 or #13 or #14 or #15 or #16 or #17 or #18 or #19 or #20 | 108, 092
or #21
#23 | (BBZEEEE/TH or BBEEGE/AL) 223,423
#24 | (FRIRIE=AEEE/TH or MRIRIE=AHER;%/AL) 14,988
#25 | UARRLFLF+—2/TH or (KL KL F+—2/AL) 1,009
#26 | (RGIZEHR/TH or {RGIZEHE/AL) 8,076
#27 | (h2727 R /AL 121
#28 | #23 or #24 or #25 or #26 or #27 230, 926
#29 | (T oA LAb B ERER/TH) 54, 490
#30 | £S5 24 LAbLbEEER/TH) 3,499
#31 | (54 L1{E/AL) 65, 642
#32 | (JE{EA1E/AL) 8, 331
#33 | (LEERELER/AL) 69, 374
#34 | (EGERELER/AL) 80, 105
#35 | (F5AHR/A) 8,613
#36 | (xfE&/AL) 718, 420
#37 | (3> bBE—JL/AL) 71,975
#38 | (EGERBAZT/AL) 60, 218
#39 | #29 or #30 or #31 or #32 or #33 or #34 or #35 or #36 or #37 | 333, 486
or #38
#40 | #6 and #11 and #22 and #28 and #39 12
#41 | (#40) and (PT=22Z%F%<) 1
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2. PRISMA flow diagram

Identification of studies via databases and registers

Identification

Records identified from™:
MEDLINE Databases (n=767)
Records identified from™:
CENTRAL Databases (n=701)
Records identified from™:
Igakuchuozasshi Databases
(n=11)

\ 4

Screening

J

Included

Records screened
(n=987)

A4

Reports sought for retrieval
(n=45)

v

Reports assessed for eligibility
(n=45)

Studies included in review
(n=7)

Reports of included studies
(n=7)
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Records removed before
screening:
Duplicate records removed
(n=492)

Records excluded™*
(n=942)

Reports not retrieved
(n=0)

Reports excluded:
Duplicate reports (n=1)
Not RCT (n=18)
Different P (n=14)
Different I/C (n=2)
Different languages (n=2)
Protocol article (n=1)
Conference abstract (n=0)




3. Risk of bias graph
1) kT
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-
o
o
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Random sequence generation (selection hias)

Allocation concealment (selection hias)

Blinding of participants and personnel (performance hias)

Blinding of outcome assessment (detection hias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting hias)

Other hias
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4. Risk of bias summary
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5. Forest plot

1) T
Intervention Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight [V, Random, 95% Cl IV, Random, 95% CI
Curley 2005 4 51 4 50 34.9% 0.98 [0.26, 3.71]
awhney . . 16, 0.
Sawhney 2005 5 22 12 20 B51% 0.38[0.16,0.89] —i—
Total (95% Cl) 73 70 100.0% 0.53[0.22, 1.28]
Total events 9 16
T 2 . i@ - = CE= ; t T t {
?etlte;ogenemfl.l T?fu 1_20—1 ?,ﬁhlp-_10.41ﬂé df=1{P=024),F=28% 001 o ] 10 100
estfor overall effect: 2= 1.41 (P = 0.16) Favours [intervention] Favours [control]
2) FEIREREAR
Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total IV, Fixed, 95% CI IV, Fixed, 95% CI
Sawhney 2005 68.2 102 22 581 487 20 1010[37.57,57.77]
Total (95% CI) 22 20 10.10[-37.57,57.77] -’-—
Heterogeneity: Not applicable t t t t {
o _ -100 -50 0 50 100
Testfor overall effect Z=0.42 (P = 0.68) Favours [intervention] Favours [control)
N =_
3) BEHNAZETHIEEER
Intervention Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Curley 2005 4 51 5 50 100.0% 0.781[0.22, 2.75]
Total (95% CI) 51 50 100.0% 0.78[0.22, 2.75]
Total events 4 5
Heterogeneity: Not applicable I t 1 t |
o _ 0.01 0.1 1 10 100
Testfor overall effect 2= 0.38 (F=0.70) Favours [intervention] Favours [control]
=1
4) B&FRILEER (Pa0y/FI0; tk)
Intervention Control Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, R 95% CI IV, R 95% CI
Curley 2005 183 69 50 176 62 49 B55% 7.00[-18.83, 3283
Sawhney 2005 386.7 4414 22 2035 1351 20 345% 183.20[-10.52, 376.92]
Total (95% CI) 72 69 100.0% 67.87 [-96.35, 232.09]
Heterogeneity: Tau®= 10552.04; Chi*=3.12,df=1 (P = 0.08); F= 68% _2400 K :EIU ) 160 260

Testfor overall effect: Z=0.81 (P=0.42)
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CO13 EREBHICH LT ICURERITEIEINE)T—avETI07?

1. Search methods

BET—E2R—X
WMEDLINE (PubMed)
W CENTRAL
B EFP R
OF 0t ( )
mRAELEY M
PubMed search strategy (#%H 20214 108 15H)

#1 | “critical care”[mh] OR “critical illness”[mh] OR | 94,410
“critical illness”[tiab] OR “post critical care”[tiab]

OR “post intensive care”[tiab] OR “post ICU”[tiab]

#2 | “rehabilitation”[mh] OR  “rehabilitation”[tiab] OR | 1,691, 12
“physical therapy”[tiab] OR “physiotherapy”[tiab] OR | 4
“occupational therapy”[tiab] OR trainingx[tiab] OR
programx[tiab]

#3 | randomized controlled trial[pt] OR controlled clinical | 1,299, 97
trial[pt] OR randomized[tiab] OR placebo[tiab] OR | 8
clinical trials as topic[mesh:noexp] OR randomly[tiab]

OR trial[ti] NOT (animals[mh] NOT humans [mh])
#4 | #1 AND #2 8,018
# | #3 AND #4 157
CENTRAL search strategy (#%H 20214 108 15H)

#1 MeSH descriptor: [Critical Care] explode all trees 2,157

#2 | MeSH descriptor: [Critical Illness] explode all trees 2, 466

#3 ( “critical illness” ):ti.ab.kw 3, 802

#3 (“post critical care”):ti, ab, kw 3

#4 (“post intensive care”) :ti, ab, kw 80

#5 | ("post ICU”) :ti, ab, kw 177

#6 | #1 OR #2 OR #3 OR #4 OR #5 OR #6 5, 731

#7 | MeSH descriptor: [Rehabilitation] explode all trees 38, 509

#8 | (“rehabilitation”) :ti, ab, kw 53,730

#9 (“physical therapy”) :ti, ab, kw 10, 394

#10 | ("physiotherapy”) :ti, ab, kw 13, 4717

#11 | ("occupational therapy”) :ti, ab, kw 2,819

#12 | ("training”) :ti, ab, kw 99,514

#13 | ("program”) :ti, ab, kw 113, 742

#12 | #7 OR #8 OR #9 OR #10 OR #11 233,578

#13 | #6 AND #12 770

EFhRMEE search strategy (#%FHB 20214 108 14 8)

| #1 | (ICU FEMREE/TH or SEhiAME/TA or PICS/TA or post-ICU/TA) | 3,363
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and (PT=2i&8%b <)

#2 | (WANEYT—2 3> /TH or B2EE/TH or #E¥8%/TH or & | 241,075
EEE/TH or UNE Y T—23 2 /TA or BEERE/TA or {E¥EE
i%/TA or BEEE/TA or FL—=V4/TA or FO45SL/TA
and (PT==i&#%kR <)

#3 | (T LIELEEERER/TH or #5 2 4 L{ELEEEER/TH or 5> | 251,512
AL ib/AL or EAEAIE/AL or EEEEKER/AL or BRERERER/AL
or 75+t®R/AL or XtBE/AL or 3> FA—JL/AL or BEEREFZE
/AL) and (PT=%2#38 <)

#4 | #1 and #2 and #3 17
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2. PRISMA flow diagram

[

Identification of studies via databases and registers

S
- Records identified from™:
) MEDLINE Database (n =
® 757)
= CENTRAL Database(n = —>
s 770)
§ Igakuchuozasshi Database (n
=17)
.
. \ 4
Records screened >
(n=1182)
) 4
Reports sought for retrieval
> (n=35) ’
=
@
: I
Q
(7]
Reports assessed for eligibility
(n=35) .
N
e Studies included in review
= (n=20)
> Reports of included studies
= (n=20)
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Records removed before
screening:
Duplicate records removed
(n=362)

Records excluded™*
(n=1147)

Reports not retrieved
(n=0)

Reports excluded:
Conference abstract
(n=12)
Not RCT (n=1)
Different P (n = 1)
Different1/C (n=1)




3. Risk of bias graph
1) S{AH4EERHE QOL (Physical component summary, % L < (& physical functioning, %
Dth B AFERERSE D QOL)

Random sequence generation (selection bias) _
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Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _
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Other bias | ]
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2) FEtHHEEEREE QOL (Mental component summary. & L < I&Mental health, ZF®fthiE#
BERERSE D QOL)

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _
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3) 2{RHI{EEERSE QOL (EQ-5D VAS, General health)

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

X 25X 50X 75% 100X
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4) T
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Incomplete outcome data (attrition bias) _
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5) ADL (Barthel Index, FIM, Katz Index)

Random sequence generation (selection bias) _:l
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Blinding of outcome assessment (detection bias) _
Incomplete outcome data (attrition bias) _
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D IRTHEEER

Random sequence generation (selection bias) _

Allocation concealment (selection bias) _

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) —:I
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O fth 5 A HE RERSE 0D QOL)

1) B{AH%HERE QOL (Physical component summary. % L < (& physical functioning, %

4. Risk of bias summary
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2) ¥EthiEeREsE QOL (Mental component summary. % L < I& Mental health, #Dfth¥s#H
HEHERSE D QOL)
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3) 2{RHI{EEERSE QOL (EQ-5D VAS, General health)
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5. Forest plot

1) B{AH%HERE QOL (Physical component summary. % L < (& physical functioning, %
Dt B{AKEEERSED QOL) : SF-36, SF-12 @ PCS

ICUBS®ALYNEYT—2avBh ICUBE®ALYNEY F—2a Vil Std. Mean Difference Std. Mean Difference
Study or Mean sD Total Mean sD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
111 Final value
Connolly 2015 33.2 18 10 423 14.59 6 2.2%
Cuthbertson 2009 42 10.6 80 40.8 11.8 97 218X T
Mcwilllams 2016 39.6 9.1 30 36.1 9.2 33 B.BX
Veklema 2019 28.076  9.3624 25 27.8 66 14 5.4%
walsh 2015 34 13.33 101 35 13.33 96 22.5% ——
Wwu 2019 40.9 111 29 414 10.8 33 B.BX —
Subtotal (95% CI) 285 279  69.2% -
Heterogenetty: Taw® = 0.00; ChF = 3.98, df = 5 (P = 0.55); F = 0%
Test for overall effect: Z = 0.40 (P = 0.69)
1.1.2 Change value
Elliott 2011 10.9 11.8157 76 10.6 10.1996 B85 19.4%  0.03 [-0.28,0.34] S —
McDowell 2016 7 7.8 25 3.2 6.7 29 7.5%  0.52[-0.03, 1.08]
Shelly 2017 10.32 4.75 12 7.36 3.56 16 3.9%  0.70 [0.07, 1.47] 1
Subtotal (95% CI) 113 130 30.8%  0.32[-0.11,0.74] ——
Heterogenelty: Tau? = 0.07; Chi¥ = 4.11, df = 2 (P = 0.13); F = 51%
Test for overall effect: Z = 1.47 (P = 0.14)
Total (95% CI) 398 409 100.0%  0.10 [-0.06, 0.25] <~
Heterogenetty: Tau® = 0.01; ChF = 9.34, df = B (P = 0.31); F = 14% = |

Test for overall effect: Z = 1.20 (P = 0.23}

-1 1
UAEYF—Yavhk YAEUF—Y 3y
Tostfor subarous dferences: Chti = 1.50, df = 1(P = 0.22), F = 33.5% Favours #{tU/\EYF—Y 3 Y RL Favours #itU\EYF—Y 3 v 5D

S IJEHFQ : ICUBEENSARFONA. BIEEDNA. ICUREENSEREEBEL
=T AD 3 DIZH I+ THEH

ICUBS®AILYNEYF—2avBD ICUBZ®AILYNEY F—2aviRL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight 1V, Random, 95% CI 1V, Random, 95% CI
2.1.1 ICUBE®D S ARFONA
Cuthbertson 2009 42 10.6 80 40.8 11.9 97 21.7%  0.11[-0.18,0.39] o e
Veklema 2019 28.076 9.3824 25 278 6.6 14 5.3%  0.03 [-0.62,0.69] ——
walsh 2015 34 13.33 101 35 13.33 96 226X -0.07 [-0.35,0.20]
Wu 2019 40.9 111 29 411 10.8 33 B.7% -0.02 [-0.52, 0.48]
Subtotal (95% CI) 245 240 58.4% 0.01[-0.17, 0.19]

Heterogenehty: Tau® = 0.00; ChE = 0.80, df = 3 (P = 0.85); F = 0X
Test for overall effect Z = 0.12 (P = 0.91)

2.1.2 BERREOAA

Connolly 2015 33.2 16 10 423 14.59 L 2.2%  -0.55 [-1.59, 0.48]

Elliott 2011 10.9 11.8157 76 106 10.1996 85 18.4%  0.03 [-0.28,0.34] I —
McDowell 2016 7 7.8 25 3.2 6.7 29 7.4%  0.52[-0.03, 1.06]

Mcwilllams 2016 39.8 9.1 30 36.1 9.2 33 B.7%  0.38 [-0.12, 0.88] —

Shelly 2017 10.32 4.75 12 7.36 3.56 16 3.9%  0.70 [0.07, 1.47] T

Subtotal (95% CI) 153 169 416%  0.25[-0.07,0.57] e
Heterogenehy: Taw® = 0.05; ChP = 6.63, df = 4 (P = 0.16); F = 40X

Test for overall effect: Z = 1.53 (P = 0.13}

Total (95% CI) 398 409 100.0%  0.10 [-0.06, 0.25] o

Heterogenehty: Tau® = 0.01; Chi = 9.24, df = B (P = 0.32); F = 13%
Test for overall effect: Z = 1.23 (P = 0.22)
Test for subaroup differences: ChP = 1.64, df = 1 (P = 0.20), F = 39.0%

0 1
Favours #{tU/\EVUF—>3>@0L Favours BILUN\EUF—2avsh

B IJBINQ  BEREONA, BERE+FEEREDES. £ TEERED 3 DI/ 1T THFT

ICUBS®ALUNEYF—2avBD  ICUBERBILYNEYF—2avBL Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean sD Total Mean sD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
311 2TERE
Connolly 2015 33.2 186 10 423 14.59 L 2.2% -0.55 [-1.59, 0.48]
Vekiema 2019 28.076 9.3824 25 27.8 6.6 14  5.4%  0.03 [0.62,0.69] E——
Walsh 2015 34 13.33 101 35 13.33 96 22.5% -0.07 [-0.35,0.20] —
Wu 2019 40.9 111 29 414 10.8 33 B.B%  -0.05 [0.54, 0.45] s
Subtotal (95% CI) 165 149 38.8% -0.08 [-0.30, 0.14] -~

Heterogenehty: Tau? = 0.00; Ch* = 0.94, df = 3 (P = 0.82); F = 0X
Test for overall effect: Z = 0.69 (P = 0.49)

3.1.2 BERE - FERIORS

Mcwilllams 2016 39.6 9.1 30 36.1 9.2 33 B.8%  0.38[-0.12, 0.88] e ———
Subtotal (95% CI) 30 33 88%  0.38(-0.12,0.88] —re——
Heterogeneity: Not applicablke

Test for overall effect: Z = 1.48 (P = 0.14)

3.13 2THERR

Cuthbertson 2009 42 10.6 80 40.8 11.9 97 21.6% 0.11[-0.18,0.39] I

Elliott 2011 10.9 11.8157 76 106 10.1996 85 19.4%  0.03 [-0.28,0.34] I —

McDowell 2016 7 7.8 25 3.2 6.7 29 7.5%  0.52[-0.03, 1.06] 1

Shelly 2017 10.32 4.75 12 7.36 3.56 16 3.9% 0.70 [-0.07, 1.47]

Subtotal (95% CI) 203 227 524% 0.0 [-0.05,0.45] e
Heterogenehy: Tau® = 0.02; Chi = 4.37, df = 3 (P = 0.22); F = 31%

Test for overall effect: Z = 1.58 (P = 0.11)

Total (95% CI) 398 409 100.0% 0.10 [-0.06, 0.25] -

Heterogenetty: Taw® = 0.01; ChP = 9.34, df = B (P = 0.31); F = 14X
Test for overall effect Z = 1.20 (P = 0.23)
Test for subaroup differences: ChP = 4.21, df = 2 (P = 0.12), P = 52.5%

-1 1
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2) ¥EthiEeREsE QOL (Mental component summary. % L < I& Mental health, #Dfth¥s#H
HEREREEM QOL) : SF-36, SF-12 o MCS

ICURE#RIEYNEYTF—>a2hY ICURE#IRIEYNEY F—a il Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
1.2.1Final value
Connolly 2015 534 143 10 456 1511 6 40% 0.51[-0.53,1.54]
Cuthbertson 2009 471 127 a0 46.8 12.4 97 17.2% 0.02-0.26,0.31] I —
Mcwilliams 2016 48.6 11.2 30 413 10.6 33 10.8% 066(0.15,1.17] -
Veldema 2019 52572 11.1263 25 49.4 19 14 79% 0.27[-0.38,0.93] I e —
Walsh 2015 45 1481 101 47 17.04 96 17.4% -0.13-0.40,0.15) 1
Wu 2019 52.7 127 29 55 12.2 33 11.0% -0.18[-0.68,0.32) |
Subtotal (95% CI) 285 279 68.2% 0.10 [-0.15, 0.35] e~
Heterogeneity: Tau®= 0.04; Chi*=9.12, df=5 (P = 0.10), F= 45%
Test for overall effect Z= 0.78 (P = 0.43)
1.2.2 Change value
Elliott 2011 96 15.3166 76 8.1 143721 85 16.4% 0.10[0.21,0.41] I E—
McDowell 2016 58 136 22 11 138 28 96% 0.34-0.23,0.90] I
Shelly 2017 21.82 6.21 12 14.06 6.41 16 57% 1.19(0.37,2.01] EEEEE—
Subtotal (95% CI) 110 129 31.8% 0.43[.0.11, 0.97] |~ EEEE—
Heterageneity: Tau®= 0.15; Chi*= 6.03, df= 2 (P = 0.05); = 67%
Test for overall effect Z=1.57 (P=0.12)
Total (95% CI) 395 408 100.0% 0.19[-0.03, 0.42] R
Heterogeneity: Tau®= 0.06; Chi*= 16.99, df=8 (P = 0.03); F=53% s t + 7

Testfor overall effect Z= 1.67 (P = 0.09)

B i
Favours 3ft U NEYT—2aviL Favours &IEUNE)T—2av By
Testfor subaroun differences: ChiF=1.21, df= 1 (P = 0.27). F=17.0% vours LU NEY T A BEUNEY TV avBY

HIJEHFO : ICUREENS ABRRPDONA. BREONA. [CUREERNSBIEEREMGEL
=N AD 3 DI+ THEIT

ICUREHRBJIEUNEYF—2a>bY  ICLRERBIEYNEYF—a il Std. Mean Difference Std. Mean Difference

Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
221 ICURE#&H 5 ABRPOAN
Cuthbertson 2009 471 127 90 468 12.4 97 17.2% 0.02[0.26,031] e
Veldema 2019 52572 11.1263 25 49.4 119 14 7.9% 027 [0.38,0.93) —
Walsh 2015 45 14.81 101 47 17.04 95 17.4%  -0.13(0.40,0.15] —_—

u2019 527 127 29 55 122 33 11.0%  -0.18[0.68,0.32) e
Subtotal (95% CI) 245 240 535%  -0.05[-0.22,0.13] -

Heterogeneity: Tau?= 0.00; Chi*=1.72, df= 3 (P = 0.63); 1
Testfor overall eflect Z= 0.48 (P = 0.62)

2.2.2 BREDAA

Connolly 2015 53.4 143 10 455 15.11 6 40% 051053,1.54

Elliott 2011 96 15.3166 7% 8.1 143721 85 16.4% 0.10(0.21,0.41] —_—

MeDowell 2016 58 136 22 1.4 138 28 96% 034 [0.23,0.90) —_—

Mewilliams 2016 485 1.2 30 413 106 33 10.8% 0.66[0.15,1.17] _—

Shelly 2017 2182 6.21 12 14.06 6.41 16 57% 1.19[0.37,2.01] ———————
Subtotal (95% CI) 150 168 46.5% 0.47[0.10, 0.83] —~eaSEERE—

Heterogeneity: Tau?= 0.08; Chi*= 8.06, df= 4 (P = 0.09); = 50%

Testfor overall effect Z= 2.51 (P = 0.01)

Total (95% CI) 395 408 100.0%  0.19[-0.03,0.42] -

Heterogeneity: Tau?= 0.08; Chi*= 16.99, df= 8 (P = 0.03); F= 53% k + 7

Test for overall effect Z= 1.67 (P = 0.09)

-1
Favours #E U AE U F—Sa kL Favours BiEUNE U F—2a by
Testfor subaroun differences: Chi*= 611, df= 1 (P = 0.01), F= 83.6% BEUNEYT—Yavi BIEUNEYT—2avhY

Y IR  EREONA. BERE+FEEHREOES. £TEERED 3 DITH 1T THRT

ICUREHBJIEUNEYF—2a>bY  ICLRESRBIEYNEYF—a L Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean sD Total Mean SD Total Weight IV, Random, 95% CI 1V, Random, 95% CI
321 2 CEBE
Connolly 2015 53.4 143 10 456 15.11 6 40% 051 053,154
Veldema 2019 52.572 11.1263 25 49.4 119 14 7.9% 027 [0.38,0.93] —
Walsh 2015 45 14.81 101 47 17.04 95 17.4%  -0.13(0.40,0.15] —
Wu 2019 527 127 29 55 122 33 11.0%  -0.18[0.68,0.32) —_—
Subtotal (95% CI) 165 149 403%  -0.06[-0.28,0.16] -

Heterogeneity: Tau®= 0.00; Chi*= 2.57, df= 3 (P = 0.46); F= 0%
Test for overall effect Z= 0.54 (P = 0.59)

322 BB - FERDORE

Mewilliams 2016 4856 1.2 30 413 106 33 10.8% 0.66[0.15,1.17) -
Subtotal (95% CI) 30 33 10.8% 0.66[0.15, 1.17] e E—
Heterogeneity: Not applicable

Testfor overall effect Z= 2.55 (P = 0.01)

323 £ THEMD

Cuthbertson 2009 471 127 468 12.4 97 17.2% 0.02[0.26,0.31) —_—

Elliott 2011 96 15.3166 8.1 143721 85 16.4% 010 [0.21,0.41] —_—r

MeDowell 2016 58 136 1.1 138 28 96% 034 [-0.23,0.90) —_—Y
Shelly 2017 2182 621 14.06 6.41 16 57% 1.19[0.37, 2.01)

Subtotal (95% CI) 226 49.0% 0.26 [-0.08, 0.60] =il
Heterogeneity: Tau?= 0.07; Chi*= 7.45, df= 3 (P = 0.06); |

Testfor overall effect: Z= 1.49 (P = 0.14)

Total (95% CI) 395 408 100.0% 0.19[-0.03, 0.42] -

Heterogeneity: Tau?= 0.06; Chi*= 16.99, df = 8 (P = 0.03); F= 53% ' t + |
Testfor overall effect: 7= 1.67 (P = 0.09)

K i
Favours #16 U A E Y F— 3 VL Favours BiEUAE U F—2 3 v
Testfor subaroup differences: Chi*= 7.51, df= 2 (P= 0.02), F= 73.4% BNy Ty BUnEYToYavhY
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3) 2{RRI{EEERSE QOL (EQ-5D VAS, General health)

ICUREERIEUNEY F—a kY ICUREHRIEYNEY F— a2l
Study or Subgroup Mean SD Total Mean SD Total
1.3.1Final value
Cuthbertson 2009 058 037 108 06 03 13
Mciilliams 2016 575 234 30 46 221 33
Wu 2019 058 035 29 0.54 0.35 33
Subtotal (95% CI) 167 179
Heterogeneity: Tau®= 0.04; Chi*= 3.76, df= 2 (P = 0.15), F= 47%
Testfor overall effect: Z= 0.80 (P = 0.43)
1.3.2 Change value
McDowell 2016 74 204 22 64 17.9 28
Shelly 2017 32 137 12 20 10.56 16
Subtotal (95% CI) 34 4
Heterogeneity: Tau®= 0.30; Chi*= 3.43, df= 1 (P = 0.06); F= 71%
Test for overall effect Z=1.02 (P = 0.31)
Total (95% CI) 201 223

Heterogeneity: Tau?= 0.06; Chi*= 8.41, df= 4 (P = 0.08); F= 52%
Test for overall effect Z=1.38 (P=0.17)
Test for subaroup differences: Chi*= 047, df=1 (P = 0.49). F= 0%

B JEHFQ : ICUBZEEN S ABRFOMNA.
=N AD 3 D29+ THEHIT

ICURE#BIEUNEYTF—arHyY

Study or Subgroup Mean SD Total

231 ICURE# D 5 ABRPOAA

Cuthbertson 2009 0.58 037 108
019 058 035 29

Subtotal (95% CI) 137

Heterogeneity: Tau?= 0.00; Chi*= 0.36, df= 1 (P = 0.55); F= 0%
Testfor overall effect: 7= 0.18 (P = 0.86)

23.2 BREDAA

McDowell 2016 74 20.4 22
McWilliams 2016 575 234 30
Shelly 2017 32 137 12
Subtotal (95% CI) 64

Heterogeneity: Tau®= 0.08; Chi*= 3.61, df= 2 (P = 0.16), F= 45%
Test for overall effect Z=1.88 (P = 0.06)

Total (95% CI) 201
Heterogeneity: Tau*= 0.05; Chi*= 8.41, df= 4 (P = 0.08); F= 52%
Testfor overall effect: Z=1.38 (P = 0.17)

Testfor subaroun differences: Chi*= 3.11. df= 1 (P = 0.08). I*= 67.8%

ICUREHRIEYNEY F— a2l

Mean

0.6
054

6.4

20

SD

03
035

179
221
10.56

Total

"3
33
146

28
33
16
”

223

Weight

31.3%
19.8%
20.0%
71.1%

17.7%
11.2%
28.9%

100.0%

Std. Mean Difference
IV, Random, 95% CI

: EQ-5D, General health score of
SF-36, AQoL (Assessment of Quality of Life Measure)

Std. Mean Difference
IV, Random, 95% CI

-0.06 [-0.32, 0.20]
050 [0.00,1.00]
0.11[-0.39, 0.61]
0.13[0.19, 0.46]

0.05 051, 0.61)
0.97 [0.17,1.77]
0.47[-0.43, 1.36]

0.22[-0.09, 0.54]

—

e

-1 1
Favours L UNEY T—2 a2k L FavoursBiEUNEYF—>avHY

BEERONA, ICURER,SEBRRERLMEL

Weight

31.3%
20.0%
51.2%

17.7%
19.8%
11.2%
48.8%

100.0%

Std. Mean Difference
IV, Random, 95% CI

Std. Mean Difference
IV, Random, 95% CI

-0.06 [-0.32, 0.20)
011039, 061]
-0.02[-0.25,0.21]

0.05 051, 061]
050 [-0.00,1.00]
0.97 [0.17,1.77]
0.45[-0.02,0.92]

0.22[-0.09, 0.54]

HIBINQ  EREONA. BERE+FEEHEDES.

ICURE#HIRIEY NEY F—>alL

ICURE#RIEY NEYF—2av by

Study or Subgroup Mean SD Total Mean SD Total
3312 TREAR

Wu 2019 058 0.35 29 0.54 035 33
Subtotal (95% CI) 29 33
Heterogeneity: Not applicable

Testfor overall effect: Z= 0.44 (P = 0.66)

332 BHE - FERDORE

McWilliams 2016 431 27 30 46 221 33
Subtotal (95% CI) 30 33
Heterogeneity: Not applicable

Testfor overall effect Z= 0.53 (P = 0.60)

333 £ THENRR

Cuthbertson 2009 058 037 108 06 03 13
McDowell 2016 74 204 22 64 179 28
Shelly 2017 32 137 12 20 10.56 16
Subtotal (95% CI) 142 157
Heterogeneity: Tau®= 0.13; Chi*= 5.78, df= 2 (P = 0.06), F= 65%

Test for overall effect Z=0.81 (P=0.42)

Total (95% CI) 201 223

Heterogeneity: Tau®= 0.03; Chi*= 6.33, df= 4 (P = 0.18); F= 37%
Test for overall effect Z= 0.54 (P = 0.59)
Testfor subaroun differences: Chi®= 0.96, df=2 (P = 0.62), F=0%

Weight

19.0%
19.0%

19.2%
19.2%

36.1%
16.3%

9.4%
61.8%

100.0%

161

Std. Mean Difference
IV, Random, 95% CI

Q ‘\“

-1 1
Favours L UNEY T—2 a2k L FavoursiEUNEYF—>avHY

ETHERED 3 D5 1T THEN

Std. Mean Difference
IV, Random, 95% CI

0.11 [-0.
0.11[-0.

-0.13 [0.63, 0.36]
-0.13 [-0.63, 0.36]

-0.06 [0.32, 0.20)
0.05 051, 0.61)

0.97 [0.17,1.77]
0.21[-0.30,0.72]

0.07[-0.19, 0.34]

=i

i\{

e
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4) T

Risk Ratio
M-H, Random, 95% CI
Random, 95%

ICGRERARCYNEYF—23 V8D ICURERRLINEYF—23VBL Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
Battle 2018 4 30 1 30 29.8% 4.00 [0.47, 33.73)
Walsh 2015 6 118 6 110 70.2% 0.93 [0.31, 2.80]
Total (95% CI) 148 140 100.0% 1.44 [0.39, 5.36)
Total events 7

10
Heterogeneity: Tau? = 0.33; Chi’ = 1.43, df = 1 (P = 0.23), I = 30%
Test for overall effect: Z = 0.54 (P = 0.59)

0.01

0.1 1 1
Favours LY /\CYUF—2 380 Favours LU /N\EY

HIEMO : I REERASARFONA. BEREDTA. 10U RERN OBIEE S #REEL

= AD 3 DI+ TEHT

Risk Ratio
M-H, Random, 95% CI

—?—

0.1 i 10 100
Favours BILUAEYF=2a B0 Favours BIEUNEY 7= a Vil

Std. Mean Difference
IV, Random, 95% CI

[——
-

R ———

RY 1
Favours LU NEYF—aviEL Favours BIEUN\EY F—=2av5b

Risk Ratio
M-H, Random, 95% CI

__.—

e —

ICURE®RBEVNEYF—2avED  ICUEBRRBIEUNEY F—Yavil Risk Ratio
Study or Subgrou Events Tot Events Total Weight M-H, Random, 95% CI
241 ICUSSR) SARFONA
Walsh 2015 6 118 6 110 70.2% 0.93 (0.31, 2.80]
Subtotal (95% C1) 18 110 702% 0.93 (031, 2.80]
Total events 6 6
Heterageneity: Not applicable
Test for overall effect: Z = 0.12 (P = 0.90)
24.2 BRBRONTA
Battle 2018 4 30 1 30 29.8% 4.00[0.47, 33.73]
Subtotal (95% CI) 30 30 29.8% 4.00 [0.47, 33.73]
Total events 4 1
Heterogeneity: Not applicable
Test for overall effect: Z = 1.27 (P = 0.20)
Total (95% CD 148 140 100.0% 1.44 [0.39, 5.36]
Total events 10 7
Heterogeneity: Tau® = 0.33; Chi® = 1.43, df = 1 (P = 0.23); I* = 30% bo1
Test for overall effect: Z = 0.54 (P = 0.59) i
Test for subgroup differences: Chi* = 1,42, df = 1 (P = 0.23), I* = 29.3%
5) ADL (Barthel Index, FIM, Katz Index)
ICUBERREINEYTF—2avEh ICUBERBEYNEY F—2avil Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI
Cruther 2017 90 7.41 24 95 3.7 29 48.8% -0.87[-1.43, -0.30]
Wu 2019 107.7 18.6 29 107.2 212 33 51.2% 0.02 [-0.47, 0.52]
Total (95% CD 53 62 100.0% -0.41[-1.28, 0.46]
Heterogeneity: Tau® = 0.32; Chi* = 5.35, df = 1 (P = 0.02); I = 81% 2
Test for overall effect: Z = 0,92 (P = 0.36) -
6) &
— -
T—37L
s =
) $RTHOEESR
ICURERBEY/N\EYF—2av8D  ICURERABLYN\CYF—avElL Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI
Connolly 2015 0 10 0 10 Not estimable
Gruther 2017 0 23 0 27 Not estimable
McDowell 2016 6 30 2 30 100.0% 3.00 [0.66, 13.69]
Vitacca 2016 0 21 0 15 Not estimable
Total (95% CI) 84 82 100.0%  3.00 [0.66, 13.69]
Total events 6 2
Heterogeneity: Not applicable I

Test for overall effect: Z = 1.42 (P = 0.16)
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6. Funnel plot

1) B{AH#%#ER&E QOL (Physical component summary. % L < (& physical functioning, %
D th B A RERSE D QOL)
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3) 2IRHI{EREERSE QOL (EQ-5D VAS, General health) : EQ-5D, General health score of
SF-36, AQoL (Assessment of Quality of Life Measure)
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5) ADL (Barthel Index, FIM, Katz Index)
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