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GRADE approachic & % ¥

(Grading of Recommendations Assessment, Development, and Evaluation)

Grade | Definition

High
Moderate

Low

Very low

We are very confident that the true effect lies close to that of estimate of the effect.

We are moderately confident in the effect estimate: The true effect is likely to the estimate
of the effect, but there is a possibility that it is substantially different.

Our confidence in the effect estimate is limited: The true effect may be substantially
different from the estimate of the effect.

We have very little confident in the effect: The true effect is likely to be substantially
different from the estimate of effect.

CHEST2017; 151(1):166-180 Table2



Recommendation D EKE L)

Patients Most individuals would want the recommended The majority would want the
course of action. suggested course of action, but
many would not.

Clinicians Most individuals should receive the Different choices will be
recommended course of action. appropriate for individual
patients.

Policy makers The recommendation can be adapted as policy in Policy making will require
most situation. substantial debates and
involvement of many
stakeholders.

CHEST2017; 151(1):166-180 Table 3 #k#2
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1. SBTICIESE

e-Figure 1 - PRISMA Flow Diagram for PICO Question | ~ “In patients ventilated for 24 hours or more,
should the spontaneous breathing trial be conducted with pressure augmentation or without pressure

augmentation?”

Records identified through database

(MEDLINE via PuubMed, Cochrane Additional records identified
Library, and CINAHL)searching through other sources
(n=685) (n=2)

Records after duplicates removed
(n =560)

Records screened

Records excluded

(n =560)

Full-text articles assessed

(n=14)

Studies included in
qualitative synthesis
(h=15)

Studies included in
guantitative synthesis
(meta-analysis)
(n=4)

A J

(n= 546)

Full-text articles excluded,

for eligibility \ due to incorrect patient

population or intervention
(n=10)
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CHEST2017;151(1):166-180 eFig-1
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B

WAS

N2

SBT with Pressure  SBT without Pressure Risk Rano Risk Ravo
Study or Subgroup Events Total Events Total Weight M-H Random, 95% O M- H, Random, 95% C)
Esteban 1997 208 218 192 246 65.1% 1.10 [1.02, 1.20 .,
Maberthur 2002 54 &0 24 30 118 1.13 j0.92, 1.37
Matic 2004 120 150 80 110 23.3% 1.10 [0.96, 1.26 I
Successful
SBT, 1 Total (95% C1) 448 386 100.0% 1.11 (103, 1.18) i
SBT Total everns 7re 296
Heterogeneity: Tau' = 0.00. On' « 0.04, df = 2 (P = 0.98); ¥ = 0% 08500 r 11 ,’2
Test for overall effect: Z = 2.91 (P = 0.004) Favours SET wfo Pressure Favours SST w/ Pressun
SET with Pressure  SBT without Pressure Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M- H, Random, 95% CI
Esteban 1997 167 238 156 246 345% 1.11 [0.98, 1.26] S
Haberthur 2002 43 60 19 30 $.5% 1.13 [0.83, 1.55)
. Matc 2004 120 150 80 110 28.1% 1.10 [0.96, 1.26) -
SBT. | Extubation Drarg 2014 78 93 90 115 31.8% 1.07 [0.9¢, 1.22] ———
’
Success Total (95% CI) 541 501 100.0% 1.09 (102, 1.18) -
Total events 408 545
Meterogenety Tau' « 000, N « 018, df « 3 (P « 0.98). ¥ « ON O.l OSS l.) l'S
Test for overall efect 2 « 2,40 (F = 0.02) Favours SBT w/o Pressure Favowrs S8BT w/ Pressure
SET with Pressure  SET without Pressure Risk Ratio Risk Ratio
Mudy or Subgroup Lvents Total Events Total Weight MM, Random, 95% CI MM, Random, 95% CI
Esteban 1997 21 2318 28 246 90.1% 0.78 |0.45, 1.33) -
Shon' Mavc 2004 2 i0 - i0 .9% 0.50 10,10, 2.53)
SBT, 1 Term Total (95% C1H 268 276 100.0% 0.74 [0.45, 1.24] -
. Total events 23 32
Mortality Meterogenety: Tau' « 0.00; Ch' « 0.25, df = 1 (P = 0.61); F « O% S — - 4 3 }

« SBTRKINEK
« IRERNTHER
« ICUZETZR

Test for overall eMect 2 « 1.15 (P = 0.295)
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Favours SBT w/ Pressure Favours S8T w/o Pressun

CHEST2017;151(1):166-180 eTable-2

84.6% vs 76.7%; RR1.11; 95%CI 1.02-1.18 (2=0%)

75.4% vs 68.9%; RR1.09; 95%CI 1.02-1.18 (2=0%)

8.6% vs 11.6%; RR0.74; 95%Cl 0.45-1.24 (2=0%)
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Extubation Outcome after Spontaneous Breathing Trials
with T-Tube or Pressure Support Ventilation

ANDRES ESTEBAN, INMACULADA ALIA, FEDERICO GORDO, RAFAEL FERNANDEZ, JOSE F. SOLSONA,
INMACULADA VALLVERDU, SANTIAGO MACIAS, JOSE M. ALLEGUE, JESUS BLANCO, DEMETRIO CARRIEDO,
MIGUEL LEON, MIGUEL A. de la CAL, FRANCISCO TABOADA, JUAN GONZALEZ de VELASCO,

EUGENIO PALAZON, FRANCISCO CARRIZOSA, ROSER TOMAS, JOSE SUAREZ, and

ROSANNE S. GOLDWASSER for the Spanish Lung Failure Collaborative Group

ZERCT (ARA V)

P: 48 E ATEIRZREIESINTSBTOEFBN TE-EE (4844)
I: PSV (PS=7cmH20) TSBT2iHE (2384)

C: T-tube TSBT2HR (2464)

O: IREBLINE

AM J RESPIR CRIT CARE MED 1997;156:459-465.



484 Patients
Mechanical ventilation '
> 48 hours

l

248 Patients 238 Patients
T Tube Pressure Support
]
| 54 Patients 192 Patients 33 Patients 205 Patients
2-h Trial Failure 2-h Trial Success 2-h Trial Failure 2-h Trial Success )
. 36 Reintubated | 38 Reintubated
l_ 156 Successfully .. 167 Successfully
Extubated Extubated

SBTX.BIE. PSVEE TEEICTIELY (22 versus 14%, p=0.03)
Primary outcome T %1k E BT,

MEAETZEDLSBWNWEWSIER (63% T-tube, 70% PSV, p=0.14)
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« Recommendation : Conditional
* Evidence : Moderate-quality
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Identification

Eligibility

[

)

Included

SUNM

Records identified through database

R IC

(MEDLINE via PuubMed, Cochrane
Library, and CINAHL)searching
(n=791) (h=1)

Additional records identified
through other sources

[

Records after duplicates removed
(n=470)

Records screened
(n=470)

Records excluded
(n= 421)

y

Full-text articles assessed
for eligibility
(n=49)

Full-text articles excluded,
due to incorrect patient
population or intervention
(n=29)

A 4

Studies included in
qualitative synthesis
(n=17)

Studies included in
quantitative synthesis
(meta-analysis)
(n=17)

gNEH7?
« 6D DtrialZ £ U Tmeta-

analysis
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Protocolized Secation  No 3 Manimizat Mean Difference Mean DefTerence
Study of Subgroup  Mean SD  Total  Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
Antantaic 2009 77 135 49 £7 835 48 S.3% -1.00 [-5.46, 3.46)
Brook 1999 371 5887 182 $.17 6.4 159  20.0% -1.46 [-2.77, -0.19) -
. Duration Bucknal 2008 6831 61 153 389 43 159 22.5% 0.94 [-0.24, 2.12) 1+
Sedation Grrard 2008 7.1 7167 9.2 8.4 168 18.2% -2.10 [-3.76, -0.44) —
of Kress 2000 49 452 65 73 941 60 116% -2.40(-5.01,0.21) —_—
2 Ventilation Mansouri 2013 0.79 18 a5 167 6.7 105 21.1% -0.88[-2.21, 0.45) —
Total (95% €D 695 699 100.0% -1.00[-2.14, 0.14) -
Heserogeneity: Taw’ = 1.14; O w 13,20, ¢f = § (7 = 0.02) ' = 62% 1T
Test for overall effect Z = 1.72 7 = 0.09) Favours sedation protocol  Favours no sedation misim
Protocolized Secation  No Sec v at Wean Oifference Vean DAference
Study of Subgroup  Meas SD  Total  Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% CI
Anfantaic 2009 14 135 49 12 1017 48  8.1% 2.00[-2.75,6.75)
Brook 1999 7 5% 182 7.5 6.5 159  20.0% -1.80 [-3.16, -0.44) -
) Bucknal 2008 6.6 72 133 3 6.2 159 21.2% 0.60([-0.89, 2.09) ——
Sedation, Grard 2008 9.1 9.4 167 129 1348 168 16.2% -3.80 [-6.29, -1.31) ——
ICU LOS Kress 2000 6.4 [ 68 9.9 9.7 60  14.5% -3.50 [-6.34, -0.66) —_—
2 Mansouri 2013 604 415 a5 708 1012 105 18.1% -3.04 [-5.15, -0.93) —_—
Total (95% €D 695 699 100.0% -1.78 [-3.41, -0.14) -
Heserogeneity: Taw" = 2.71; O w 17,11, df » § (7 = 0,004); I' » 71% AT + 3 $ 5
Test for overal effect 2 « 2.13 (P = 0.03) Favours sedation protocol  Favours no sedation misim
Protocolized Sedation  No Sedatiom Minimization Risk Ratio Risk Ratio
Study or Subgroup Events Toral Events Total Weight M-H Rasdom, 95% C1 M-H, Random, 95% C)
Astlaszaki 2009 16 49 14 XL 0.87 [0.51, 1,50]
Brook 1999 9 162 7 159 23.7% 0.84 [0.62, 1.15) —-—t
Buck=al 2008 39 153 35 159 16.5% 1.16 [0.78, 1.73) -
. Short- Girard 2008 a7 167 58 168 23.0% 0.82 [0.59, 1.12] —o—-
Sedat
cdatuon, Term Kress 2000 24 68 28 60 15.2%  0.76 (0.50, 1.1%) -
2 Mansouri 2013 28 96 21 105 11.7% 1.46 (0.89, 2.39) S
Mortality Total (95% C1) 695 699 100.0% 093 [0.77, 1.11)
Total events 203 217
Hewrogeneny: Tau’ = 0.01; OF = 6.38, & = 5 (P = 0.27) F = 22% o) o 1 1 3
Test for overall effect: 2 = 0.81 (P = 0.42) Favours sedation protocel Faveurs No wedation mmim

- ANLHRes= &S B B Z7 U (mean difference1days shorter, 95%Cl -2.14 to 0.14) (2=62%)
- ICUHTEEAM (& 70 b OJL{EREE T L\ (mean difference1.78days shorter, 95%Cl -3.41 to -0.14) (2=71%)
- FHEATE TR B EZE 7 U (mean difference0.93 days shorter, 95%Cl 0.77 to 1.11) (2=22%)
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DAILY INTERRUPTION OF SEDATIVE INFUSIONS IN CRITICALLY ILL PATIENTS
UNDERGOING MECHANICAL VENTILATION

JOHN P. Kress, M.D., ANNE S. PoHLmAN, R.N., MicHAEL F. O'ConnoRr, M.D., anD Jesse B. HaLt, M.D.

1H1EDEFGEFMIZITO 2 & T ALTMHRZREAME. ICUFRTEEIE Z 52HE

S5 EZHOHTRUCEMEZRCT
N Engl J Med. 2000;342(20):1471-1477.

Efficacy and safety of a paired sedation and ventilator
weaning protocol for mechanically ventilated patients in
intensive care (Awakening and Breathing Controlled trial):
a randomised controlled trial

Timothy D Girard, John P Kress, Barry D Fuchs, Jason W W Thomason, William D Schweickert, Brenda T Pun, Darren B Taichman, Jan G Dunn,
Anne S Pohlman, Paul A Kinniry, James C Jackson, Angelo E Canonico, Richard W Light, Ayumi K Shintani, Jennifer L Thompson, Sharon M Gordon,
Jesse B Hall, Robert S Dittus, Gordon R Bernard, E Wesley Ely
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1851
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Lancet. 2008:371(9607):126-134.
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« Recommendation: Conditional
* Evidence : Low-quality
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(Chest. 1997:112(1):186-19
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(BMJ 2009;338:b1574, Can J Anaesth.2006; 53(3 ):305-315)
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Identification ]

[

)

Screening

Eligibility

Included

IREZ DN

Records identified through database

V{5

(MEDLINE via PuubMed, Cochrane Additional records identified
Library, and CINAHL)searching through other sources
(n=685) (n=2)

Records after duplicates removed
(n =506)

A

37

Records screened
(n = 506)

v

Records excluded
(n= 473)

Y

Full-text articles assessed

for eligibility '\’

(n=32)

Full-text articles excluded,
due to incorrect patient
population or intervention
(n=25)

Studies included in
qualitative synthesis
(n=186)

A4

Studies included in
quantitative synthesis
(meta-analysis)
(h=5)

« 5D T VY LLEER = R

- HREXEY R EE,
trial & tLEE%(&T)

CHEST2017;151(1):166-180 eFig- 3
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1

172904

|
Extubation to NIV Extubation w/o NIV Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ferrer 2006 70 79 65 83 32.4% 1.13 [0.99, 1.30] Bl
Ferrer 2009 48 54 42 52 23.4% 1.10 [0.94, 1.30] T
Khilnani 2011 17 20 15 20 6.3% 1.13 [0.83, 1.55) —
Extubation Mohamed 2013 51 60 45 60 19.0% 1.13 [0.95, 1.36) T
NIV, 3 Nava 2005 a4 48 37 49 18.9% 1.21 [1.01, 1.45) -
Success
Total (95% CI) 261 264 100.0% 1.14 [1.05, 1.23] L 3
Total events 230 204
Meterogeneity: Tau’ = 0.00; Chi’ = 0.66, df = 4 (P = 0.96); F = 0% 0‘5 0’7 1 I‘S ?‘
Test for overall effect: Z = 3.26 (P = 0.001) Favours no NIV Favours NIV
Extubation to NIV Extubation w/o NIV Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD  Total Weight IV, Random, 95% CI IV, Random, 95% Ci
Ferrer 2006 11 L} 79 13 11 83 203% 2.00 [-4.95, 0.9%) -
Ferrer 2009 11 13 54 10 9 $2 11.4%  1.00(-3.24,524) -
Mohamed 2013 8.3 il 60 11.6 2.6 60 S57.9% -3.30(-4.32,-2.28) -
Nava 2008 89 .7 48 116 149 49 104% -2.70(-7.17,1.77 -
NIV,3 | ICULOS ! - ’
Total (95% CI) 241 244 100.0% -2.48 [-4.03, -0.93] >
Heterogeneity: Tau’ « 0.81; Ch¥ « 4,19, df « 3 (P =« 0.24), I « 28% __40 _05 ] ; lB
Test for overall effect: Z = 3.14 (P = 0.002) " Favours NIV Favours no NIV
Extubation to NIV Extubation w/o NIV Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ferrer 2006 2 79 12 83 19.3% 0.18 [0.04, 0.76) ——
Ferrer 2009 3 sS4 4 $2 19.8% 0.72(0.17, 3.07] o
Mohamed 2013 “ 60 10 60 34.1% 0.40 [0.13, 1.21) —-t
-
NIV. 3 Short-term Nava 2005 3 48 9 49 26.8% 0.34 (0.10, 1.18)
T Mortality Total (95% C1) 241 244 100.0% 0.37 [0.19, 0.70) >
Total events 12 35
Meterogeneity: Tau®’ « 0.00; Chi’ « 1.89, df = 3 (P = 0.60); F = 0% ¢ + $ +
0.0 ¢ ) C
Test for overall effect: Z = 3.05 (P = 0.002) o 1,";:,5 \eravm:s( no J,JO
Extubation to NIV Extubation w/o NIV Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Ferrer 2006 18 79 24 83 59.7% 0.79 [0.46, 1.34]
Ferrer 2009 6 sS4 16 $2  40.3% 0.36 [0.15, 0.85) -
NIV, 3 | LOmE-term |y, @sxcn 133 135 100.0% 0.58 [0.27, 1.22)
Mortality Total events 24 40

Heterogeneity
Test for overall effect: Z = 1.44 (P = 0.15)

Tau' « 0,18, Chi’ =« 2,33, df = 1 (P = 0.13); F = 57%

[ . l
0102 05 1 2

Favours NIV Favours no NIV

36

« IRERLITNERIENIVE

DN > T (RR1.14, 95%C11.05-1.23)

o ICUREEAE IENIVE

%EL 73\ >, 7C(mean-2.48days, 95%Cl
-4.03t0-0.93)
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Early Noninvasive Ventilation Averts Extubation Failure

in Patients at Risk
A Randomized Trial

Miquel Ferrer, Mauricio Valencia, Josep Maria Nicolas, Oscar Bernadich, Joan Ramon Badia, and Antoni Torres

Am J Respir Crit Care Med. 2006 15;173(2):164-70.

@ Non-invasive ventilation after extubation in hypercapnic
patients with chronic respiratory disorders: randomised
controlled trial

Miquel Ferrer, Jacobo Sellarés, Mauricio Valencia, Andres Carrillo, Gumersindo Gonzalez, Joan Ramon Badia, Josep Maria Nicolas, Antoni Torres

Lancet 2009; 374: 108288
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« Recommendation : Strong
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Original Investigation | CARING FOR THE CRITICALLY ILL PATIENT

Effect of Postextubation High-Flow Nasal Cannula
vs Conventional Oxygen Therapy on Reintubation
in Low-Risk Patients

A Randomized Clinical Trial

JAMA. 2016;315(13):1354-1361.

Gonzalo Herndndez, MD, PhD; Concepcién Vaquero, MD; Paloma Gonzélez, MD; Carles Subira, MD; Fernando Frutos-Vivar, MD;
Gemma Rialp, MD; Cesar Laborda, MD; Laura Colinas, MD; Rafael Cuena, MD; Rafael Ferndndez, MD, PhD

RERBEEYXAIMNMEVWEREICH LT, IREBHFNCZAWS EBERRE

CHBUTERICBEHEEZ FHTEDS

JAMA | Original Investigation | CARING FOR THE CRITICALLY ILL PATIENT

Effect of Postextubation High-Flow Nasal Cannula

vs Noninvasive Ventilation on Reintubation

and Postextubation Respiratory Failure in High-Risk Patients
A Randomized Clinical Trial

& , MD, PhD; i . MD; inas, MD; Rafael , MD; Pal lez, MD;
Alforso Canatal, MG, PhD: Susana Sonchez, D: Mt s Rodguet, M. Ana Viascaras, WD:FafolFerndndez, MD, PHD JAMA. 2016;316(15):1565-1574.
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r$£'f L—%E é‘%%f«_b Lo 1§ :H#Fﬁﬁb\b\h\%o (Nurs Times.

2009;105:16-20, Extern Physiol Med 2015;4:16)

s BT AW & TEE. BRIIEE. FOSHEINEE S,
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35 % o (Crit Care. 2013;17:R120, Am J Respir Crit Care Med. 2014;190:410-420, %)

- BEISFMICICUTODRIBYNE ) 77— 3 Y ZRRAE L I REHE
A CE T,

» UD U ATHIRaSE
TOBERMICIERIEER

-

77;5,@%0)*/\'[?(5,%?5 ARXMEFEDHZERU

%’ﬁ%ﬁ




HAUJ\EYUT—2 g 2(d?
AR FHEEEE I N TLWS 2 APLE

BHEEtERZ=BisL/cY/\EUFT—> 3> 70Ok

d)L=HW5

BHIEARZBHEL O ZHWGRWNEEYT
7 Zx1{TD

%'LEZ\ ICUSTEERME. ICURERF D 1T R BE.
BERFOSITAIEE. 6 nESTTINAME. AT

2= & A E. AZ%H’M/\/I\ A= R IR




4 BHUNEUT—23 > ?

Table e7: Search strategy for rehabilitation protocols +

Medline Sear'ch Strategy February 2015 « Py 4 j @ trial % /E\ /]J 7— - 3 j O)

14| ambulation.mp.+ 9215« |«

2+| mobilization.mp.+ 424654 |« SyStematiC reVieW % j:“/ -

- s oo P ABT ORISR AR I 2 4%

44| early mobilization.mp.+ 1830+« |«

\Y
54| early rehabilitation.mp. « 1425« |« ° }DLA é Li—C Lj:\ -Ij_ﬂl 7 !_\/_I_O\\/\-
6+°| exp Physical Therapy Modalities/ or physical therapy.mp.¢ 134108¢« *E_[% LL— }_A % EEKKO_SL lL{lL\ é
7« 1or2or3or4or5orb6« 184213¢|« —G\trial t L Efd\ é

i il e A < L HH . ICURE
—_l-ﬁb\ B DA1T71R]

1 rﬂh‘ IE )\_‘ u}

IR :tﬂl% EI’J’I’ 29

O I8 H %= Rt

'I_I_I

10¢| mechanical ventilation.mp. or exp Respiration, Artificial/«| 73425+ |« E% d)

>

{TH :
119 8or9or 10 1482054+« Be ;].:E; Eﬁ

D

|] S m
12¢ 7and 11+ 1790« |« 7z
134| limit 12 to randomized controlled trial+ 2004 |« ;l\gﬁé Hn‘?

Am J Respir Crit Care Med2017;195(1):120-133 Tablee7
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Quality Assessment No. of Patients Effect % t —l— N I C U Nz Tl— HH FEﬁ \

Protocols for Relative Absolute Increase H% J:F- I =]
No. of studies Study Design Risk of Bias Inconsistency Early Mobilization Usual Care [RR (95% CI)] (95% CI) I C U ;L_ o O) Hb \
6 72 fE 31 iﬁ
Mortality ]j = {/\1 /U\
3 Randomized Not serious* Not serious 26/168 (15.5%) 27/176 (15.3%) 1.02 (0.62 to 1.67) 3 (—58 to 103) per 1,000 7” d: LJ
trials

ICU length of stay, d

4 Randomized Not serious  Serious* 172 183 — MD, —0.56 (—2.76 to 1.63)
i + N LI aR s AR I3
Abllrty to walk at ICU discharge (independent at ICU dlscharge)

Ra?g;rsmzed Not serious  Not serious 3/31 (9.7%) 5/36 (13.9%) 0.70 (0.18 to 2.68) —42 (—114 to 233) per 1,00( jl\kﬁi —C-\\ %EL \l \
Ability to walk at hospital discharge (independent at hospital discharge
2 Randomized Not serious  Not serious 48/75 (64.0%)  36/87 (41.4%) 1.56 (1.15t02.10) 232 (62 to 455) per 1,000 (mean2.7fewer days,
trials
o
6-min-walk distance at discharge, m 95 /OCH 1 9'421 )
1 Randomized Not serious Not serious 31 36 — MD, 53 (—16.96 to 122.96)
trials S | Y A AN
Duration of mechanical ventilation, d ° JE IKJ-B H% ‘//:I\ ’r__l- A I HE’I\E Lj: j\
1 Randomized Serious** Not serious 49 55 — MD, —2.7 (—4.21 to —1.19) \
trials . =
Ventilator-free days A%ﬂé C\ =1 \I \ o (640% VS
1 Randomized Not serious Not serious 49 55 — MD, 2.4 (—3.59 to 8.39
tials ‘ ’ 41.4%, RR1.56,95%CI1.15-2.10)
Serious adverse events
1 Case series N/A N/A 34/5,267 (0.6%) N/A Not estimable 6.5 events per 1,000 PT

. treatment sessions
Serious adverse events (arrhythmia)

1 Case series N/A N/A 10/5,267 (0.2%) N/A Not estimable 1.9 events per 1,000 PT
treatment sessions

Am J Respir Crit Care Med2017;195(1):120-133 Table31k#%:
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Figure e4. Mortality « t-l W I C \E Z= E% 0) I 17
° ‘§ = ° Ui ZE R 1]
Early Ambulation Control Risk Ratio Risk Ratio 'b‘b A\ . v
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI D I ’l‘i L El L \ g n % ﬁ E
1.57 [0.67, 3.69] Hb N\ IO\ /T

Burtin 2009 11 45 7 45 26.8%

Denehy 2013 6 74 6 76 22.7% 1.03 [0.35, 3.04] ~
Schweickert 2009 9 49 14 55  50.5% 0.72 [0.34, 1.52] d l )
Total (95% CI) 168 176 100.0% 1.02 [0.62, 1.67]

Total events 26 27

Heterogeneity: Chi* = 1.82, df = 2 (P = 0.l40); I = 0% bol o1 T 1 100

Test for overall effect: Z = 0.07 (P = 0.94) Favours EM Favours control

Figure e5. Ambulation at ICU Discharge +

EM Usual Care Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Burtin 2009 3 21 ) 36 100.0% 0.70 [0.18, 2.68] 20038
Total (95% CI) 31 36 100.0% 0.70 [0.18, 2.68]
Total events 3 5
Heterogeneity. Not applicable I + } {
: 0.01 01 1 10 100
Test for overall effect: 2 = 0.53 (P = 0.60) Favours Control Favours EM

Am J Respir Crit Care Med2017;195(1):120-133 Figure e4-5
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Figure e6. Independent at Hospital Discharge «

)

=

EM Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Burtin 2003 19 26 17 32 46.0% 1.38[0.92, 2.05] 2009 ril—
Schweickert 2009 29 49 19 55 54.0% 1.71[1.11, 2.64] 2009 -
Total (95% CI) 75 87 100.0% 1.56 [1.15, 2.10] L 2
Total events 48 36
Heterogeneity, Chi® = 0.56, df = 1 (P = 0.46); I*> = 0% f } t {
Test for overall effect: Z = 2.90 (P = 0.004) 0.01 Fa\?dulrs ControIlFavours Er%10 100

&
Figure e7. ICU Length of Stay «
EM Usual care 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 5.9 6.44 49 7.9 5.04 55 % -2.00([-4.24,0.24]) 2009 ——
Burtin 2009 11 11.76 31 14 13.24 36 -3.00 [-8.99, 2.99] 2009 —
Chang 2009 17.5 9.8 18 17.5 11.8 16 0.00 [-7.34, 7.34] 2009
Denehy 2013 8 4.44 74 7 3.7 76 1.00 [-0.31, 2.31) 2013 -
Total (95% CI) 172 183 100.0% -0.56 [-2.76, 1.63] ?
Heterogeneity: Tau® = 2.27; Chi* = 6.21, df = 3 (P = 0.10); I’ = 52% _1'0 -:S b él 1:0

Test for overall effect: Z = 0.50 (P = 0.61)

Am J Respir Crit Care Med2017;195(1):120-133 Figure e6-7

Favours EM Favours Usual care
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W Early physical and occupational therapy in mechanically
ventilated, critically ill patients: a randomised controlled trial

William D Schweickert, Mark C Pohiman, Anne S Pohlman, Celerina Nigos, Amy J Pawlik, Cheryl L Esbrook, Linda Spears, Megan Miller,
Mietka Franczyk, Deanna Deprizio, Gregory A Schmidt, Amy Bowman, Rhonda Barr, Kathryn E McCallister, Jesse B Hall, John P Kress

2MEE%RCT

P: \THIRBREEINT72EELUANDEE (1044)

| REEANSIEBREE - EEBREZITOE

C: 7ZARVT T F—LIL&>TA—Y—SNIRDOH I /\EY 21T 5 B
O: ;B DADLE M. DEIES

Lancet 2009; 373: 1874-82



Intervention Control p value
(n=49) (n=55)

Return to independent functional status at hospital 29 (59%) 19 (35%) = 17-|§El’9 Ic
discharge ;_\ : \
g BHHEFZ PHT. PT, OTD
ICU delirium (da 2-0 (0-0-6-0 0(2-0-70) 003
o o i e BB IEN ADTT. D
RENE E)J—>§§)J E&)— FE{L

Time in ICU with delirium (%) 33% (0-58) 57%(33-69) 0-02

Hospital delirium (days) 2-0 (0-0-6-0) 4-0(2-0-80) 002
Hospital days with delirium (%) 28% (26) 0-01 _)—L1‘L_)/\ \/ I\ 75\ 5 4(_'[?/\
Barthel Index score at hospital discharge . 0-05 D %@J_V ~ /\ & EXIK EI’J
ICU-acquired paresis at hospital discharge 15 (31%) 27 (49%) 009 EJE_[ z 5’ A B
Ventilator-free days* 23-5 (7-4-25-6) 21-1(0-0-23-8) 0-05
Duration of mechanical ventilation, survivors (days) 37(23-77) 56(34-84) 019 BET H% @ADJ;: @_ i El=1 =S
Duration of mechanical ventilation, non-survivors (days)  2-5 (2-4-5-5) 95(59-141) 004 /) ]\gi THERIC = L)
Length of stay in ICU (days) 59 (4-5-13-2) 79 (61-12.9) 008 3
Length of stay in hospital (days) 135(80-231)  129(89-198) 093 TAEFRER, ALK
Hospital mortality 9 (18%) 14 (25%) 0-53 ,HH EH. ﬁ)\ﬁ Tﬁ %:'\ i< E&
EZELTWVW3

Data are n (%), median (IQR), or mean (SD). ICU=intensive care unit. *Ventilator-free days from study day 1 today 28.
Barthel Index scale 0-100, APACHE |l scale 0-71.

Table 3: Main outcomes according to study group Lancet 2009: 373: 1874—82
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Original Investigation | CARING FOR THE CRITICALLY ILL PATIENT
Standardized Rehabilitation and Hospital Length of Stay
Among Patients With Acute Respiratory Failure
A Randomized Clinical Trial
BEEsZRCT
P: EIRAE TICUABR L fc ATIRZREZE (3004)
: READSIERRE - (FRERAZITO8F
C:F—LALlcL>TA—FT—NnHOAVI/I\E) 21758
O: ABHAME

—S>NAETIHE., WRET7THBRICHZR
> AFRHE Y AZHIE. ATLHIRZERIEIEERER L
SEREROADLETHEEELGLWVHA, 6 BRIEINAFHTREY

JAMA. 2016;315(24):2694-2702
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Table e8: Search strategy for ventilator liberation protocols +

Updated Search Strategy Medline 2015 « ® I_ ;\L)j-_ 0) COCh ra n e D ata base

1+ | exp Ventilator Weaning/ < 2968+ |« . . .
2+ | mechanical yentilat$ weaning.mp. « 65+ « SySte m atl C rev I eW *ﬁ 1IN

3+ | mechanical ventilation.mp.« 24774«

4+ | (protocol$ ggiweaning.).mji;.cﬂ 33 . 1 7 0) trlal % j:\‘/
:: (m&i@&?agiweaning).@.a ZZZ: . j g 1 5 j: 7 / 9\\A lfttt $§& nit %ﬁ

exp. Ventilators, Mechanical/+
7+ | exp Ventilators, Negative-Pressure/« 318« |« o & < L \E /\ I C U l_\ 7 l]& % % Fﬁ
8+7| (mechanical adj ventilatS).mp. < 25851+ : /J:b |:| E
9+ | (mechanical adj weaning).mp. < 2+ « cj: 1 2 —4 8 E# FEﬁ J,/( |

»

»

Py

10+| ventilatS.ab,ti. 116875¢|« . . .
1149 1or2or3ord4or5or6or7or8or9or10«¢ 1215324« ® 4 trlalcicomputer-drlven, 8 trlalcj:
i . SBT-based, 4 trialldstepwise-

5 g Pt Cre gt ===  reduction, 1 triall&SBT & stepwise

154 Practice Guidelines/ + 826234 |« -I—l—
16¢| 12 or 13 or 14 or 15« 939544« 7N =
174 11 and 16« 7597 ¢ |«

18¢ limit 17 to (yr="2014 -Current" and randomized controlled trial)< 21« |«

Am J Respir Crit Care Med2017;195(1):120-133 Table €8
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Quality Assessment

QN ES

MR ONILIE?

No. of Patients

Effect

No. of Studies Study Design  Risk of Bias
Mortality
15 Randomized Not serious

trials
Hospital mortality
8 Randomized Not serious*
trials
ICU mortality (assessed with: death during ICU stay)

Inconsistency Indirectn

Not serious*

Not serious$

Relative
[OR (95% CI)]

Protocolized
Weaning

Nonprotocolized
Weaning

Not seric249/1,119 22.3%) 247/1,115 (22.2%) 1.02 (0.82 to 1.26)

Not seric 204/760 (26.8%) 198/763 (26.0%) 1.04 (0.82 to 1.32)

Absolute
Increase (95% CI)

3 (—32 to 42) per 1,000

8 (—36 to 57) per 1,000

Randomized Serious' Not serious™ Not seric  45/359 (12.5%) 49/352 (13.9%) 0.93 (0.58 to 1.48) —8 (—53 to 54) per 1,000
trials
Duration of mechanical ventilation, h
14 Randomized Serious™ Serious$$ Not seric 1,107 1,098 — MD, —25 (—35.5 to —12.5)
trials
Duration of mechanical ventilation (professional lead), h!l!
12 Randomized Serious™ Not serious™  Not seric 1,030 1,021 — MD, —23 (—47 to —11.5)

trials

Failed extubation (assessed with: reintubation within 48 h after extubation)

11 Randomized Not serious™*

Serious'

Not seric  79/747 (10.6%)  88/740 (11.9%) 0.74 (0.44 to 1.23)

—28 (~63 to 23) per 1,000

trials
ICU length of stay, d
8 Randomized Serious* Not serious Not seric 697 681 — MD, —0.96 (—1.7 to —0.24)
triale

70O~ J)LEREET.

Am J Respir Crit Care Med2017;195(1):120-133 Table41k#

25F A TR s S RFE DD o 2o (95%CI 12.5-35.5hours)

ICUFTEERMEINN0.96F XM o Too (95%Cl 0.24-1.74)
FBERIEZEDSED Do (223 vs 22.2%, OR1.02, 95%Cl 0.82-1.26)

E?ﬁ W iﬂb 7:—:%73\') 72_0

(10.6 vs 11.9%, ORO0.74, 95%CI 0.44-1.23)

3D H Eﬂirébi\ﬁ S 70O~ J)UER & BEAR U (0oR0.43, 95%Cl 0.14-1.34)
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PART II: WEANING
Conduct a SPONTANEOUS BREATHING TRIAL daily when:

A.

1.
2.
3.

4,
5

FiO, < 0.40 and PEEP < 8 OR FiO, < 0.50 and PEEP < 5.
PEEP and FiO, < values of previous day.

Patient has acceptable spontaneous breathing efforts. (May
decrease vent rate by 50% for 5 minutes to detect effort.)
Systolic BP > 90 mmHg without vasopressor support.

No neuromuscular blocking agents or blockade.

NOdJLaE=ZE(C, SBTZ1T->C

B. SPONTANEOUS BREATHING TRIAL (SBT):
If all above criteria are met and subject has been in the study for
at least 12 hours, initiate a trial of UP TO 120 minutes of
spontaneous breathing with FiO2 < 0.5 and PEEP < 5:

1. Place on T-piece, trach collar, or CPAP <5 cm H,0 with PS < 5

2. Assess for tolerance as below for up to two hours.

a. Sp0; > 90: and/or Pa0, > 60 mmHg

b Spontaneous Vr = 4 ml/kg PBW

c RR < 35/min

d. pH > 7.3

e No respiratory distress (distress= 2 or more)

» HR > 120% of baseline
» Marked accessory muscle use
» Abdominal paradox
» Diaphoresis
» Marked dyspnea
3. If tolerated for at least 30 minutes, consider extubation.
4. If not tolerated resume pre-weaning settings.

http://www.ardsnet.org/filesventilator_protocol 2008-07.pdf
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(Anesthesiology1992;77:245-251, J Evid Based Med 2011;4:242-254)
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Step 2: Updating search for eligible systematic review -

Jan 2011- March 2015 (MEDLINE): update the systematic review search -

Searches | Results - Search Type -
1. cuff leak.mp. > 172 .

2. exp Airway Obstruction/ » 29567 -
3. exp Laryngeal Edema/ - 2266 -
4. stridor.mp. > 7072 »
5. lor2or3oré4.- 37494 .
6- r?echanical ventilation.mp. or exp Respiration, Artificial/ | 149424 .
72 exp Airway Extubation/ or extubation.mp. > 18147 -
8. wVentiIator Weaning/ > 101376 -
9. 7or8- 114031 -
10 » 6and9 - 102721 -
11 5and 10 - 2856 -
12 limit 11 to yr="2011 -Current" - 1090 -

o 11 @Eﬁmﬁﬁ%%?w

s '[EREZEIRXT) OF
| 5 E%(ﬁgf#@ﬂ@%fﬁ 6

EEEE, AWF 21—
°rﬁ7U 7TZF%WJ@ =D

trialC & ICRETR S

Am J Respir Crit Care Med2017;195(1):120-133 Table e6
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e N7 U—UFARMGMHEIE., FREBEEILEICD WTRE
0.56(95%Cl 0.48-0.63). 4FEE0.92(95%Cl 0.90-0.93)

- BFIETLEL 5.90(95%Cl 4.00-8.69), FE4LE L 0.48(95%Cl

0.33-0.72)

ITI I

cHT)—UFZ NGB, B
0.38-0.84). fl%%go.ses(gs%m 0.81-0.90)

HE DLV TRE0.63(95%Cl

- BBIETLELL 4.04(95%Cl 2.21-7.40), IR SELE 0.46(95%Cl

0.26-0.82)

—N7YIV—=UT7AK I%J-IEUD @m\ mﬁﬁ KT ERERFEDFE
ETFHENBED. BRIEDIS &HE L S0

-9 5
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Quality Assessment No. of Patients Effect

Relative Absolute
No. of Studies Study Design CLT No CLT [RR (95% CI)] Increase (95% CI)

Failed extubation
11 Other design* 44/1,807 (2.4%) 76/1,807 (42%) 0.58 (0.40 to 0.83) —18 (—25 to —7) per 1,000

Postextubation stridor
13 Other design® 95/2 347 (4.0%) 158/2,347 (6.7%) 0.60 (0.47 t0 0.77) —27 (—36 to —15) per 1,000

Delayed extubation _
13 Other design 217/2,347 (9.2%)  0/2,347 (0.0%)  Not estimable =~ —92 (—100 to —80) per 1,000

Am J Respir Crit Care Med2017;195(1):120-133 Table 5 tk#¢

H7YU—0 T A NETEETIE.
BEEERF AN (2.4vs4.2% RR0.58 95%Cl 0.40-0.83)
AN T —F—FKAEXKF(4.0vs6.7% RR0.60 95%Cl 0.47-0.77)
RE DIEIE(9.2% absolute increase)
ALK EHEICIEBEEERRU
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Limitation

V4

« 2 D(Mmeta-analysisD K|
H-> TWLWBTOJEE |E@D

Panel Judgement
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=TT AMHITDOX )y Fb\%%t_ié
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 Recommendation -

 Evidence

Very Low Quality

Conditional
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Chest. 1996 Oct;110(4):1035-40.
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Figure e2. Post Extubation Stridor «

Steroids Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Lee 2007 B 40 11 40 30.9% 0.36 [0.13, 1.05] 2007 ——
Cheng 2007 6 38 13 33 48.1% 0.40 [0.17, 0.94] 2007 —l—
Cheng 2011 3 42 6 21 21.0% 0.25 [0.07, 0.90] 2011 ——
Total (95% CI) 120 94 100.0% 0.35 [0.20, 0.63] <D
Total events 13 30
Heterogeneity: Tau® = 0.00; Chi* = 0.37,df= 2 (P = 0.83); I’ = 0% bo1 o1 ] 0 100

Test for overall effect: Z = 3.48 (P = 0.0005)

Figure e3. Re-intubation «

Favours Steroids Favours control

Steroids Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Lee 2007 1 40 2 40 ot 0.50 [0.05, 5.30] 2007 —_—
Cheng 2007 3 42 B 21 0.38 [0.09, 1.52] 2007 —a—
Cheng 2011 3 38 10 33 0.26 (0.08, 0.87] 2011 ——
Total (95% CI) 120 94 100.0% 0.32 [0.14, 0.76] S
Total events 7 16
Heterogeneity: Tau® = 0.00; Chi* = 0.30, df = 2 (P = 0.86); I = 0% b0l o1 1o 100

Test for overall effect: Z = 2.59 (P = 0.010)

Favours Steroids Favours Placebo

Am J Respir Crit Care Med2017;195(1):120-133 Figure e2-3
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12-h pretreatment with methylprednisolone versus placebo
for prevention of postextubation laryngeal oedema:
a randomised double-blind trial

Bruno Frangois, Eric Bellissant, Valérie Gissot, Arnaud Desachy, Sandrine Normand, Thierry Boulain, Olivier Brenet, Pierre-Marie Preux,
Philippe Vignon, for the Association des Réanimateurs du Centre-Ouest (ARCO)*

%X RCT

P: 36lFEU L DFEEEEZ I NEE (6984)

| IRE12BFERIH S4B E = lCmPSL20mg%= %59 8 (3434)
C: 7ZtmnEt (35544)

O: IREZ 24BN DWESEZIED KA E

Lancet 2007; 369: 1083—-89



« 698HI(R 7O REE35501. 5 t7R34341)

- MxEE ,;ﬁﬁz?%*: A 704 REE3%. 77 tmEE22%(P<0.00001)

- BIFEEHEE X704 REd%. 75 thEE8%(P=0.02)

- %58 ,;JE L5HEEE X704 NE8%. 77 z/hEE54%(P=0.005)
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TS, A7Y—UT7ADBIEITIRAE,

« Recommendation : Conditional

* Evidence : Moderate-Quality
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