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Table S1. Electronic database search strategy and results

I T

A) PubMed, searched on July 3rd, 2015.

#1  early tracheostomy 1228
#2  early tracheotomy 636
#3 H#1 OR#2 1705674

#4 random™ 974300

#5 #3 AND #4 102

B) Cochrane Central Register of Controlled Trials, searched on July 3rd, 2015.

#1  early tracheostomy or early tracheotomy in Trials 76

Pubmed, CDSRZ{ERALH#L, 2D BEEAREINT-,
#3, #HADFERH-T L\%’)_I“"'Iih\&';é
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Figure S2. The quality assessment of included studies
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Figure S1. PRISMA study flow chart.
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%I:I % PubMed, 102 Additional records identified
CENTRAL, 76 in references, 6
v v
Records after duplicates removed, 142

Not eligible from title and abstract,
108
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Y
Full-text assessed, 34

Systematic review, 13

Unclear inclusion criteria, 1

— Quasi-randomized, 3

Inadequate participant follow-up, 2
Inadequate result assessment, 1
Non-English, 2

A 4

Included studies (compared early versus late), 12
# within 4 versus after 10 days (5 trials; n=1,305)
# within 4 versus after 5 days (2 trials; n=160)

# within 10 versus after 10 days (5 trials; n=1,224)




Table 1 Summary of the included randomized controlled trials of early versus late tracheotomy

Study Patients
Definition of Type of ICU; Number of Inclusion criteria Excluded Major disease APACHE | Tracheotomy rate] Percutaneous dilatation
early versus late] number of patients, early category IWSAPS 11 | (number (%)) in tracheotomy (number
tracheotomny® ICUs versus late early versus late (%)) in early versus
(days) groups groups late groups

Saffle et al. (2002) [38] 2-4 vs, 14-16 Bumn; 1 21 vs. 23 High predicted Burn (100 %) NA 21 (100 %) vs. NA
probability of 16 (70 %)
prolonged MV

Rumbak et al. (2004) [16] <2vs. >4 Medical; 2 60 vs. 60 exp. >14 d MV, Respiratory failure 269 60 (100 %) vs. All'in both groups
APACHE Il >25 (100 %), severe 50 (83 %)

sepsis (68 %)

Barquist et al. (2006) [39] <Bwvs. >28 Trauma; 1 29 vs. 31 GCS >4 with Traurma (100 %) 126 27 (93 %) vs. 0/27 (0 %) vs. O/ 11
no head injury; 11 (35 %) 0 %)
GCS >9 with
head injury

Blot et al. (2008) [40] <4 vs. >14 Medical and 61 vs. 62 exp. >7 d MV Irreversible Respiratory failure NA/S0 60 (98 %) vs. 19/60 (32 %) vs.

surgical; 25 neurological (33 %), neurclogy 16 (26 %) 7/16 (44 %)
disease (23 %), trauma
(19 %)

Terragni et al. (2010) [17] 6-8 vs. 13-15 NA; 12 209 vs. 210 SAPS Il = 35-65; Pneumonia Respiratory NA/504 | 145 (69 %) vs. 141/145 (97 %) vs.
SOFA =5; worsening  (CPIS =6); failure (46 %), 119 (57 %) 113/119 (95 %)
respiratory conditions; COPD neurclogy (24 %),
unchanged/worse cardiovascular
SOFA sore disease (23 %)

Trouillet et al. (2011) [18] <57 vs >19 Surgical; 1 109 vs. 107 exp. >7 d MV Irreversible Post-cardiac surgery | NA/46.5 | 109 (100 %) vs. All in both groups

neurologic (100 %) 29 (27 %)
disorder

Zheng et al. (2012) [41] 3vs. 15 Surgical; 1 58 vs. 61 PaO/FiO; <200; Pulmonary NA 200 58 (100 %) vs. All in both groups
APACHE Il >15; infection 51 (84 %)

SOFA >5; CPIS (CPIS >6)
>6; exp. >14 d MV
Koch et al. (2012) [42] <4 vs. 26 Surgical; 1 50 vs. 50 exp. >21 d MV Pneumonia Neurosurgical 22 All in both All'in both groups
(28 %), trauma groups
(25 %)
Young et al. (2013) [19] <4 vs. >10 General70 and 451 vs. 448 exp. »7 d MV Respiratory Pulmonary (60 %), | 198 418 (93 %) vs. 378/418 (90 %) vs.
surgical; 2 failure due gastrointestinal 204 (46 %) 176/204 (86 %)
to chronic (19 %)
neurological
disease
Bdsel et al. (2013) [43] <3vs. 7-14 Neuro; 1 30 vs. 30 ICH; SAH; or AlS; Severe chronic Non-traumatic 17 30 (100 %) vs. 27/30 (90 %) vs.
exp. >14 d MV cardiopulmonary | neurology (100 %) 18 (60 %) 16/18 (89 %)
disease; extensive
brainstern lesions
Mohamed et al. (2014) [44]] <10 vs. >10 NA; 2 20 vs. 20 APACHE 215 Pneumnonia T8I (43 %), CVA 24 All in both All in both groups
(25 %) groups

Diaz-Prieto et al. (2014) [25] <8 vs. >14 NA; 4 245 vs, 244 1, exp. >7 d MV; 2, Respiratory 20 167 (68 %) vs. All in both groups
attending physician’s insufficiency (60 %), 135 (55 %)
acceptance at 3-5d coma (22 %)

*Values are shown as days from the initiation of mechanical ventilation, except one that used days from ICU admission [19]. AIS acute ischemic stroke, APACHE acute physiology and chronic health evaluation, COPD
chronic obstructive pulmonary disease, CPIS clinical pulmonary infection score, CVA cerebrovascular accident, d days, exp. expected, GCS Glasgow coma scale, /CH intracerebral hemorrhage, MV mechanical ventilation,
NA not available, Pa0/FiO; partial pressure arterial oxygen/fraction of inspired oxygen, RCT randomized controlled trial, S$AH subarachnoid hemarrhage, SAPS simplified acute physiology score, SOFA sequential organ

failure assessment



Table 2 Reported outcomes in the included randomized controlled trials

Duration of Number of Duration of Number of Duration of Number of Acquired Mortality Mortality Other outcomes,
mechanical ventilator-free ICU stay, early ICU-free days sedation, early  sedation-free pneumonia, (2 months), (>2 months), early versus late
ventilation, early  days in 28 days, versus late in 28 days, versus late daysin 28 days, early versus early versus  early versus groups,
versus late early versus groups (days) early versus groups (days) early versus late  late groups late groups late groups
groups (days) late groups late groups groups
Saffie et al 35.5 (4.5) vs. NA NA NA NA NA 21(100%) vs. 17 (81 %) vs. NA Successfully
(2002) [38]) 314 (52) 22 (9% %) 17 (74 %) extubated,
(p. NA) (p=016) (p=058) 1 (5 %) vs. N
o | - PERER (3F) R BAR
( <001) Z</8 118
Rumbak et al. 76 (40) vs. NA 48 (1.4) vs. NA 32 (04) vs. NA 3 (5 %) vs. 19(32%) vs, NA Damage to the [ e | E
(2004) [16] 17.4 (53) 162 (38) 141 (29) 15 (25 %) 37 (62 %) laynxand lips, | @ ICU ( ) ié 1 Fﬁﬁ
(p <0.01) (p <0.01) (p <001) (p <0.05) (p <0.05) rated 0-1 vs. 4
(at30d) 2-3 E i E
Barquist et al. NA 8.57 (7.9) vs. NA 5060 vs NA NA 28(97%) vs. 2(69%) vs. NA - ( gF ) ﬁ,.: ﬁ% ,,H Fﬁﬁ
(2006) [39] 883 (9) 53 (65) 23 (90 %) 5 (16 %)
(in30d) (in30d) (p=086) (p=04) I*I N e 7wy
(p=09) (p=08) - H R NIaRL =S
Blot et al. 14 (2-28) vs. NA NA NA NA 18 (0-27) vs. 30(49%) vs. 12(20%) vs. NA Laryngeal —
(2008) [40] 16 3-28) 15 (0-27) 31 (50 %) 15 (24 %) symptoms, ™ a E t } 's
(p=062) (p=094) (at 28 d); 16 1(2%) vs. N LTS,
(27 %) vs. 15 7(119%)
(24 %) (at (p=001) SO
5 BT E
Terragni et al. NA 17 (0-21) vs. NA 0 (0-13) vs. NA NA 30(14%) vs.  55(26 %) vs.  72/144 (50 %) Successful
(2010) [17] 6 (0-17) 0 (0-8) 44 (21 %) 66 (31 %) vs. 75/138 weaning,
(p=002) (p=002) (p=007) (p=025 (57 %)(p=025) 161 (77 %)
(at 28 d) (in 1 year) vs. 142 (68)
(p=002) 1_m ‘ —_
Trouillet et al 17.9 (14.9) vs. 100 (8.8) vs 239(213)vs NA 64 (59) vs. 96 19.0 (9.1) vs. 5046 %) vs. 17 (16 %) vs.  12/74 (16 %) vs. ADL, anxiety, -
(2011) [18] 19.3 (16.9) 92 (102) 255(222) (7.3) (p <0.01) 15.5(93) 47 (44 %) 23 (21 %) 17/74 (23 %) depression, — — =1
(p=055) (p=052) (p=085) (b <001) (p=077) -030  (p-049) or PTSD, - D JE . u{; nE *E 1E
(at 30 d) (in 2.4 years in similar s 2RI ﬁ
mean) &
ﬂ ~
Zheng et al. NA 96 (5.6) vs. NA 80 NA 20.8 (24) vs. 17 (29 %) vs. 8 (14 %) vs. NA ] *}i E f-d~ &
(2012) [47] 74 (6.2) (5.0-120) vs. 17.1(23) 30 (49 %) 6 (10 %)
(p=005) 30 (0-120) (p=005) (p=003) (p=055)
(p <001) (at 28 d)
Koch et al. 15.3 (9.1-198) NA 21.5(15.0-300) NA NA NA 19(38 %) vs. 3 (18%) vs. 10 (20 %) vs.
(2012) [42] vs. 21.1 vs. 306 (220-37.0) 32 (64 %) 7 (14 %) 11(22 %) (p=081)
(135-27.9 (p <005) (p=079) (in hospital)
(p <001) (in ICU)
Young et al. 13.6 (12.0) vs. NA 13.0 (82-19.1) NA 5 (3-9) vs. NA NA 139 (31 %) 168 (40 %) vs. 180 Antibiotic use,
(2013) [19] 15.2 (14.4) vs. 131 (74-236) 8 @-12) vs. 141 @1%) (p=063)(in 5 (1-8) vs
(p=1006) (p=074)in (p <001)in (32 %) hospital); 207 (46 %) 5 (1-10)
survivors; 93 survivors; 5 (p=089 vs. 217 (49 %) (p=095)
(42-160) vs. (3-9) vs. 6 (4-10) (at30d) (p=1038) (1 year) (in 30 d)
104 (60-19.7) (p=0.11)in
(p=016)in NON-SUNVivors
non-survivors
Bosel et al. 15 (10-17) vs. NA 17 (13-22) vs. NA NA NA NA 3(10%) vs.  81(27 %) vs. 18 Sedation use
(2013) [43] 12 (8-16) 18 (16-28) 14 (47 %) (06 %) (p=002) (42 %) vs.
(p=023) (p=1038) (p <0.01) (in 6 months) (62 %) (p=002).
(in ICU)
Mohamed et al. 206 (13.0) vs. NA 21.1 (135) vs. NA NA NA 4 (20 %) vs. NA 8 (40 %) vs. B
(2014) [44) 322(105) 402 (12.7) 8 (40 %) (40 %) (in
(p <0.01) (p <0.01) hospital)
Diaz-Prieto et al.  NA 11 (0-22) vs 22 (6-101) NA 11(2-92) vs. NA 33(13%) vs.  42(17 %) vs. 63 (26 %) vs. 73 Excluded by
(2014) [25] 9 (0-22) 225(6-174) 14 (0-79) 23(9%) 47 (19 %) (30 %) (p=1030) attending
(p=005) (p=031) (p=002) (p=0.16) (p=054) (at 90 d); 67 physician, 284
(at 28 d) (27 %) vs. 78 (58 %)
(32 %) (p=0286)
(in hospital)

The values are presented as number (%), mean with (SD) or median with (IQR). The values indicate early tracheostomy versus late tracheostomy
ADL activities of daily living, d days, NA not available, PTSD posttraumatic stress disorder, RCT randomized controlled trial



» Tracheostomy rate

Early Late Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Early, within 4 days; Late, after 10 days
Saffle 2002 28] 21 21 16 23 6.9% 19.55[1.04, 367.40] 2002 *
Rumbak 2004 18] 60 60 50 60 7.1% 2516 [1.44, 439.98] 2004
Blot 2008 (40] 60 61 16 62 9.5% 172.50[22.06, 1348.67] 2008 —_—
Zheng 2012 [41] 58 58 51 61 7.1% 23.85[1.36, 417.22] 2012 .
Young 2013 [19] 418 451 204 448 14.7% 15.15[10.15, 22.61] 2013 E-
Subtotal (95% CI) 651 654 45.2% 24.08 [9.84, 58.95] ‘
Total events 617 337

Heterogeneity: Tau? = 0.31; Chi® = 5.33, df = 4 (P = 0.26); I = 25%
Test for overall effect: Z = 6.97 (P < 0.00001)

Early, within 4 days; Late, after 5 days

Koch 2012 [42] 50 50 50 50 MNot estimable 2012

Bosel 2013 143] 30 30 18 30 7.0% 41.22 [2.30, 737.99] 2013 -
Subtotal (95% CI) 80 80 7.0%  41.22[2.30, 737.99] e
Total events 80 68

Heterogeneity: Not applicable
Test for overall effect: Z=2.53 (P = 0.01)

Early, within 10 days; Late, after 10 days

Barquist 2006 [39] 27 29 11 31 11.1% 24 .55 [4.89, 123.26] 2006 —
Terragni 2010017] 145 209 119 210 14.7% 1.73[1.16, 2.59] 2010 -

Trouillet 2011 18] 108 109 29 107 7.2% b582.76 [35.08, 9681.46] 2011 —+
Diaz-Prieto 2014 5] 167 245 135 244 14.8% 1.73[1.20, 2.50] 2014 _

Mohamed 2014 [44] 20 20 20 20 Not estimable 2014

Subtotal (95% CI) 612 612 47.8% 5.32 [1.84, 15.39] ’

Total events 468 314

Heterogeneity: Tau? = 0.80; Chi* = 26.01, df = 3 (P < 0.00001); I? = 88%
Test for overall effect: Z = 3.09 (P = 0.002)

Total (95% CI) 1343 1346 100.0% 16.12 [5.68, 45.74] .
Total events 1165 719
Heterogeneity: Tau? = 1.88; Chi? = 115.64, df = 8 (P < 0.00001); 12 = 92% b t f y

Test for subgroup differences: Chi* = 5.13, df =2 (P = 0.08), I = 61.0%

Fig. 1 Tracheostomy rate. Meta-analysis of the 12 studies. -V inverse variance



» Tracheostomy rate

Early Late Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Early, within 4 days; Late, after 10 days
Saffle 2002 [38 21 21 16 23 6.9% 19.55 [1.04, 367.40] 2002 o
Rumbak 2004 [16] 60 60 50 60 71% 2516 [1.44, 439.98] 2004
Blot 2008 (40] 60 61 16 62 9.5% 172.50 [22.06, 1348.67] 2008
Zheng 2012411 58 58 51 61 7.1% 23.85[1.36,417.22] 2012
Young 2013 (9] 418 451 204 448 147% 15.15[10.15, 22.61] 2013

Subtotal (35% CI) 651 654 45.2% 24.08 [9.84, 58.95]
Total events 617 337
Heterogeneity: Tau® = 0.31; Chi*=5.33,df =4 (P = 0.26L 2 =20%

Test for overall effect: Z = 6.97 (P < 0.00001)

Early, within 4 days; Late, after 5 days

Koch 2012 [42] 50 50 50 50 Not estimable
Bdsel 2013 143 30 30 18 30 7.0% 41.22 [2.30, 737.99]
Subtotal (95% CI) 80 80 7.0% 41.22 [2.30, 737.99]
Total events 80 68

Heterogeneity: Not applicable
Test for overall effect: Z = 2.53 (P = 0.01)

Early, within 10 days; Late, after 10 days

Barquist 2006 [39] 27 29 11 31 11.1% 24.55 [4.89, 123.26]
Terragni 20100'7] 145 209 119 210 14.7% 1.73[1.16, 2.59]
Trouillet 2011018 109 109 290 107 7.2% 582.76 [35.08, 9681.46]
Diaz-Prieto 2014 [25] 167 245 135 244 14.8% 1.73 [1.20, 2.50]
Mohamed 2014 [44] 20 20 20 20 Not estimable
Subtotal (35% CI) 612 612 47.8% 5.32 [1.84, 15.39]

Total events 468 314
Heterogeneity: Tau® = 0.80; Chi® = 26.01, df = 3 (P < 0.00001);_|* = 88%
Test for overall effect: Z = 3.09 (P = 0.002)

Total (95% Cl) 1343

Total events 1165 719
Heterogeneity: Tau? = 1.88; Chi* = 115.64, df = 8 (P < 0.00001).12=92%
Test for overall effect: Z = 6.22 (P < 0.00001)

Test for subgroup differences: Chi* = 5.13, df = 2 (P = 0.08), I = 61.0%

1346  100.0% 16.12 [5.68, 45.74]

Fig. 1 Tracheostomy rate. Meta-analysis of the 12 studies. IV inverse variance
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» Mechanical ventilation : FEIR 2§ 3% 535 HA ]

a Early Late Mean Difference Mean Difference

Study or Subgroup  Mean SD Total Meanm SD Total Weight IV, Random, 95% CI Year W, Random, 95% CI
Early, within 4 days; Late, after 10 days

Saffle 2002 (58] 355 4.5 219 34 52 23 13.0% 4.10[1.23, 6.97] 2002 ==
Rumbak 2004 [16] 78 4 60 174 53 60 13.6% -9.80[-11.48 -8.12] 2004 = G
Blot 2008 [40] 14 65 61 16 6.3 62 13.3% -2.00 [-4.26, 0.26] 2008 ===
Young 2013 119] 136 12 451 152 144 448 13.6% -1.60 [-3.33, 0.13] 2013 |
Subtotal (95% CI) 593 593 53.5%  -2.40 [-7.91, 3.12] i

Heterogensity: Tau® = 30.45; Chi* = 86.75, df =3 (P < 0.00001); 1*=97%
Test for overall effect: Z = 0.85 (P = 0.30)

Early, within 4 days; Late, after 5 days

Koch 2012 [42] 153 807 S0 211 107 50 124% -5.80[-8.51,-2.09] 2012 —_—
Bosel 2013 143 15 52 30 12 59 30 13.0% 3.00 [0.19, 5.81] 2013 ——
Subtotal (95% CI) 80 B0 25.3%  -1.31[-9.94,7.31] —e N —

Heterogeneity: Tau® = 35.89; Chi¥ = 13.70, df = 1 (P = 0.0002); I = 93%
Test for overall effect: Z = 0.30 (P = 0.77)

Early, within 10 days; Late, after 10 days

Trouillat 20711173 179 148 1089 183 169 107 11.9% -1.40 [-5.65, 2.85] 2011 - 1

Mohamed 2014 [44] 206 13 20 322 105 20 9.2% -11.60[-18.92 -4.28] 2014

Subtotal (95% CI) 129 127 231.2% -6.05[-16.00, 3.91] — N —
Heterogeneity: Tau®* = 42.69; Chi* = 5587, df = 1 (P = 0.02); IF = 82%

Test for overall effect: 2 = 1.19 (P = 0.23)

Total (95% CI) 802 800 100.0%  -2.85[-6.67,0.97] *"'r'

Heterogeneity: Tau* = 27.20; Chi* = 114.74, df = 7 (P < 0.00001); |* = 94% 11} 5 0 5 1:':'
Tast for overall effect: £ = 1.46 (P = 0.14) Favors Early Favors Late

Test for subgroun differances: Chi* =054, df =2 (P = 0.76). I* = 0%

Fig. 2 a Duration of mechanical ventilation. Meta-analysis of the eight studies providing this information. b Ventilator-free days. Meta-analysis of
the five studies providing this information. -V inverse variance



» Mechanical ventilation : FEIR; 25 3& 75 EA ]

a) Early Late Mean Difference Mean Difference

Study or Subgroup  Mean S0 Total Mean SD Total Weight |V, Random, 95% CI1 Year IV, Random, 95% CI
Early, within 4 days; Late, after 10 days

Saffle 2002 |58 355 45 21 M4 52 23 13.0% 4.10[1.23, 6.97] 2002 =
Rumbak 2004 18] 7.6 4 60 174 53 60 136% -D.B0[-11.48 -8.12] 2004 —
Blot 2008 [40) 14 65 61 16 63 62 13.3% -2.00 [-4.26, 0.26] 2008 —=—
Young 2013118 136 12 451 152 144 448 13.6% -1.60 [-3.33, 0.13] 2013 |
Subtotal (95% CI) 593 593 53.5%  -2.40[-7.81,312) e

Heterogeneity: Tau® = 30.45; Chi* = 86.75, df =3 (P < 0.00001); 1= 97% IZ — 9 7 %
Test for overall effect: £ = 0.85 (P = 0.39)

Early, within 4 days; Late, after 5 days

Koch 2012 [#2) 153 807 60 211 107 50 124% -580[-0.51,-2.09] 2012 —
Bésel 2013 411 15 52 30 12 58 30 13.0% 3.00 [0.19, 5.81] 2013 ———
Subtotal (35% CI) 80 80 25.3%  +1.31[-9.94,7.31] e —

Heterogeneity: Tau® = 35.89; Chi® = 13.70, df = 1 (P = 0.0002); 1* = 93% IZ — 9 3 %
Test for overall effect: Z=0.30(P =0.77)

Early, within 10 days; Late, after 10 days

Trouillat 2011118) 179 148 109 193 168 107 11.9% -1.40 [-5.65, 2.85] 2011 L
Mohamed 2014 [#4] 206 13 20 322 105 20 9.2% -1160([-18.92 4.28) 2014 & —
Subtotal (95% CI) 129 127 21.2%  -6.05 [-16.00, 3.91]

Heterogeneity: Tau® = 42.69; ChiF = 5,57, df = 1 (P = 0.02); P=82% [2 — 0
Test for overall effect: Z = 1.18 (P = 0.23) I 8 2 /0

Total (95% Cl) a0z 800 100.0%  -2.85 [-6.67, 0.97] ~i—
Heterogeneity: Tau® = 27.20; Chi® = 114.74, df =7 (P < 0.00001); I* = B84% 22— (0) } : } :
Tast for overall effect: Z = 1.46 (P = 0.14) I 94 A) i ‘}Favur:‘.l-sEaﬂy ? FEVGFE-; Late b
Test for subaroup differences: Chi* = 0.54, df = 2 (P = 0.76), I" = 0%

Fig. 2 a Duration of mechanical ventilation. Meta-analysis of the eight studies providing this information. b Ventilator-free days. Meta-analysis of
the five studies providing this information. -V inverse variance
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5D Total Mean

Late

Mechanical ventilation : 1§

SD_Total Weight

USEEER

Mean Difference
I¥, Random, 95% Cl Year

dx
=473

78

Mean Difference
IV, Random, 95% CI

Early
b) Study or Subgroup  Mean
Early, within 4 days; Late, after 10 days
Zheng 2012 141] 9.57 5.64

Subtotal (95% Cl)
Heterogenaeity: Not applicable

Test for overall effect: £ = 2.02 (P = 0.04)

Early, within 10 days; Late, after 10 days

Barquist 2006 [251 BS5T T8
Terragni 2010 117] 11 156
Trouillat 2011 118] 10 8.8
Diaz-Prieto 2014 [25] 11 arv

Subtotal (95% CI)

B8 T.38 617 61
58 61
289 883 8 i
204 6 126 210
109 9.2 102 107
245 9 37 244
592 582

19.4%,
19.4%

6.6%
13.8%
15.2%

45.0%
80.6%

210 [0.07, 4.31) 2012
2.19 [0.07, 4.31]

0.26 [4.54, 4.02] 2006
5.00 [2.28, 7.72] 2010
0.80 [-1.74, 3.34] 2011
2,00 [1.34, 2.66] 2014
2.10 [0.44, 3.76]

Haterogenaity: Tau? = 1.49; ChiF = 6,60, df = 3 (P = 0.09); IF = 55% IZ —55%
Test for overall effect: Z = 2.48 (P = 0.01)

Total (95% CI)

650 653

100.0%

2.12 [0.94, 3.30]

Heterogenelty: Tau® = 0.69; Chi® = 662, di =4 (P = 0.16); I* = 40% IZ — 40%
Test for overall effect: £ = 3.53 (P = 0.0004)
Test for subgroup differences: Chi® = 0.00. df = 1 (P = 0.95), F = 0%

—.—

el

.

-
.
o

-4 -2 ] 2 i
Favors Late Favors Early

Fig. 2 a Duration of mechanical ventilation. Meta-analysis of the eight studies providing this information. b Ventilator-free days. Meta-analysis of
the five studies providing this information. -V inverse variance
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» ICU stay: ICUTEEB

Early Late

Study or Subgroup Mean _SD Total Mean

SD Total Weight

Mean Difference
IV, Random, 95% CI Year

Mean Difference
IV, Random, 95% CI

Early, within 4 days; Late, after 10 days
Rumbak 2004 [16] 48 14 60 16.2 3.8 60
Young 2013 [19-survivors] 13 8.1 315 13.1 12 312

Young 2013[19-nonsurvivors]9.3 8.7 133 104 10.1 132
Subtotal (95% CI) 508 504

13.7% -11.40[-12.42,-10.38] 2004

13.6% -0.10[-1.70, 1.50] 2013
13.4% -1.10[-3.37, 1.17] 2013
40.8%  -4.23 [-12.49, 4.02]

Heterogeneity: Tau? = 52.47; Chi? = 167.52, df = 2 (P < 0.00001); I2 = 99%

Test for overall effect: Z=1.00 (P = 0.32)

Early, within 4 days; Late, after 5 days

Koch 2012 [42] 215 111 50 306 111 50
Bosel 2013 [43] 17 6.7 30 18 8.9 30
Subtotal (95% CI) 80 80

124%  -9.10[-13.45, -4.75] 2012
12.6% -1.00 [-4.99, 2.99] 2013
251%  -5.00 [-12.94, 2.94]

Heterogeneity: Tau® = 28.27; Chi* = 7.24, df = 1 (P = 0.007); I> = 86%

Test for overall effect: Z = 1.23 (P = 0.22)

Early, within 10 days; Late, after 10 days
Trouillet 2011 [18] 239 213 109
Mohamed 2014 [44] 211 13.5 20 402 127 20

Diaz-Prieto 2014 (25] 22 158 245 225 28 244
Subtotal (95% Cl) 374 371

265 222 107

11.5% -1.60 [-7.40, 4.20] 2011
10.0% -19.10[-27.22,-10.98] 2014

12.6% -0.50 [-4.53, 3.53] 2014
34.1%  -6.49 [-16.17, 3.18]

Heterogeneity: Tau? = 63.45; Chi2 = 16.71, df = 2 (P = 0.0002); I = 88%

Test for overall effect: Z=1.32 (P = 0.19)

Total (95% Cl) 962

955 100.0%

-5.14 [-9.99, -0.28]

Heterogeneity: Tau® = 44.38; Chi* = 199.11, df = 7 (P < 0.00001); I> = 96%

Test for overall effect: Z=2.07 (P = 0.04)

Test for subaroup differences: Chi? = 0.12, df = 2 (P = 0.94), I = 0%

Figure S3.
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a. Duration of ICU stay. Meta-analysis of the 7 studies providing this information.
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» ICU stay: ICUTEEB

a Early Late Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Early, within 4 days; Late, after 10 days
Rumbak 2004 [16] 48 14 60 162 3.8 60 13.7% -11.40[-12.42,-10.38] 2004 -
Young 2013 [19-survivers] 13 8.1 315 131 12 312 13.6% -0.10 [-1.70, 1.50] 2013 B
Young 2013 [19-non survivors]9.3 8.7 133 104 101 132 13.4% -1.10[-3.37, 1.17] 2013 T
Subtotal (95% CI) 508 504 40.8% -4 23 [-12.49, 4.02] ~ll—

Heterogeneity: Tau? = 52.47; Chi? = 167.52, df = 2 (P < 0.00001); 2 = 99% I — 9 9 /)
Test for overall effect: Z=1.00 (P = 0.32)

Early, within 4 days; Late, after 5 days

Koch 2012 [42] 21.5 111 50 306 111 50 12.4%  -9.10[-13.45, -4.75] 2012 -
Bosel 2013 [43] 17 6.7 30 18 8.9 30 12.6% -1.00 [-4.99, 2.99] 2013 =
Subtotal (95% Cl) 80 80 25.1% __ -5.00[-12.94, 2.94] -l

Heterogeneity: Tau? = 28.27; Chi2 = 7.24, df = 1 (P = 0.007); I = 86% I — 8 6%
Test for overall effect: Z = 1.23 (P = 0.22)

Early, within 10 days; Late, after 10 days

Trouillet 2011 118] 239 213 109 255 222 107 11.5% -1.60 [-7.40, 4.20] 2011 B
Mohamed 2014 [44] 211 135 20 402 127 20 10.0% -19.10[-27.22,-10.98] 2014 —=

Diaz-Prieto 2014 [25] 22 158 245 225 28 244 126% -0.50 [-4.53, 3.53] 2014 —a

Subtotal (95% CI) 374 371 341%  -6.49[-16.17, 3.18] ~i

Heterogeneity: Tau? = 63.45; Chi? = 16.71, df = 2 (P = 0.0002); I = 88% 12 —_— 8 8(y

Test for overall effect: Z = 1.32 (P = 0.19) 0

Total (95% Cl) 962 955 100.0%  -5.14 [-9.99, -0.28] .

Heterogeneity: Tau? = 44.38; Chi? = 199.11, df = 7 (P < 0.00001); |2 = 96% 2 — (0) B f N ! t f
Test for overall effect: Z = 2.07 (P = 0.04) I 9 6 A) 20 0 0 10 20

Favors Early Favors Late
Test for subgroup differences: Chiz2=0.12, df =2 (P = 0.94), 2= 0% y

Figure S3. a. Duration of ICU stay. Meta-analysis of the 7 studies providing this information.
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» ICU stay: ICUEFEE B #

Early Late Mean Difference

Mean Difference
IV, Random, 95% CI

b Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year
) Early, within 4 days; Late, after 10 days

Zheng 2012 [41] 8 5.2 58 3 89 61 32.6%
Subtotal (95% CI) 58 61 32.6%

Heterogeneity: Not applicable
Test for overall effect: Z = 3.76 (P = 0.0002)

5.00 [2.40, 7.60] 2012
5.00 [2.40, 7.60]

Early, within 10 days; Late, after 10 days

Barquist 2006 [39] 496 6 29 526 65 31 297%  -0.30[-3.46,2.86] 2006
Terragni 2010 [17] 096 209 059 210 37.7%  0.00[-1.53, 1.53] 2010
Subtotal (95% CI) 238 241 6. 4% -0.06 [-1.43, 1.32]
Heterogeneity: Tau? = 0.00; Chiz = 0.03, df = 1 (P = 0.87); E=0% [2 = ()%

Test for overall effect: Z=0.08 (P = 0.94)

Total (95% ClI) 296 302 100.0% 1.54 [-1.74, 4.82]

Heterogeneity: Tau® = 6.81; Chi* = 11.36, df = 2 (P = 0.003); I = 82% IZ — 82%
Test for overall effect: Z=0.92 (P = 0.36)
Test for subaroup differences: Chi2 = 11.33. df = 1 (P = 0.0008). 12 = 91.2%

Figure S3.
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N

-5 5
Favors Late Favors Early

b. ICU-free days. Meta-analysis of the 3 studies providing this information.
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» Sedation: fE5%2HAM]

a Early Late Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Early, within 4 days; Late, after 10 days
Rumbak 200 [16] 32 04 60 1441 29 60 255% -1090[-11.64,-10.16] 2004 =
Young 2013 N5 E 44 451 8 59 448 255% -3.00 [-3.88, -2.32] 2013 -
Subtotal {95% CI) 511 508 51.1%  -6.95[-14.69, 0.79] ——ee—

Heterogeneity: Tau? = 31.07; Chi* = 236.89, df = 1 (P <0.00001), P = 100% [2=100%
Test for overall effect: £ = 1.76 (P = 0.08)

Early, within 10 days; Late, after 10 days

Trouillet 2011 [18] 64 59 100 96 7.3 107 249%  -3.20[4.97, -1.43] 2011 -
Diaz-Prieto 2014 [25] 11 15 245 14 132 244 241%  -3.00[-550,-0.50] 2014 ——
Subtotal (95% CI) 354 351 48.9%  -3.13 [4.58, -1.69] £

Heteroganaity: Tau® = 0.00; Chi* = 0.02, df = 1 (P = 0.90); I* = 0% IZ = 0%
Test for overall effect: £ = 4.25 (P =< 0.0001)

Total (95% Cl) 865 859 100.0%  -5.07 [-10.03, -0.10] ‘*‘-

Heterogeneity: Tau? = 25.02; Chi® = 256.80, df = 3 (P < 0.00001); P = 98% IZ — 99% _“'rﬂ _E A Ié 14D
Test for ovorall effect Z = 2.00 (P < 0.05) Favors Early Favors Late
Test for subgroup differences: Chi*= 090, df = 1 (P =0.34). P = 0%

Fig. 3 a Duration of sedation. Meta-analysis of the four studies providing this information. b Sedation-free days. Meta-analysis of the three studies
providing this information. /-V inverse variance
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» Sedation: JEFEER H X

b] Early Late Mean Difference Mean Difference

Study or Subgroup  Mean  SD Total Mean SD Total Weight [V, Random, 85% C| Year IV, Random, 95% CI

Early, within 4 days; Late, after 10 days
Blot 2008 M0l 18 675 &1 15 675 62 9.9% 3.00 [0.61, 5.38] 2008 o
Zheng 2012 [41] 2084 235 58 17.05 23 61 80.T% 3.79[2.95, 4.63] 2012 -
Subtotal (95% CI) 119 123 90.6% 3.70 [2.91, 4.49] e
Heterogeneity: Tau® = 0.00; Ch¥ =0.38, df = 1 (P = 0.54); F = 0% IZ —_— O%
Test for overall effect: £ = 9.20 (P < 0,00001)

Early, within 10 days; Late, after 10 days
Trouillet 2011 [18] 19 91 109 155 93 107 94% 3.50 [1.05, 5.95] 2011 .
Subtotal (95% CI) 109 107 9.4% 3.50 [1.05, 5.95] ——e——
Heterogenaity: Not applicable
Test for overall effect: £ = 2.80 (P = 0,005)
Total (35% CI) 228 230 100.0% 3.68 [2.93, 4.44) -
Heterogeneity: Tau® = n.en; Chi =040, df =2 (P=082) 1 =0% IZ —_ O% _; 2 5 2 é
Test for overall effect: Z = 9.61 (P < 0.00001) Favors Late  Favors Earty

Test for subgrnup differences: Chi* = 0.02, df = 1 (P = 0.88), 1* = 0%

Fig. 3 a Duration of sedation. Meta-analysis of the four studies providing this information. b Sedation-free days. Meta-analysis of the three studies

providing this information. /- inverse variance
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» Acquired pneumonia

Early Late Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Early, within 4 days; Late, after 10 days
Saffle 2002 [38] 21 21 22 23 1.6% 2.87[0.11, 74.28] 2002 *
Rumbak 2004 [16] 3 60 15 60 7.1% 0.16 [0.04, 0.58] 2004 * N
Blot 2008 [40] 30 61 31 62 12.9% 0.97 [0.48, 1.96] 2008 -1
Zheng 2012 141] 17 58 30 61 12.3% 0.43[0.20, 0.91] 2012 —_—
Subtotal (95% CI) 200 206 33.8% 0.51 [0.22, 1.22] —~l
Total events 71 98

Heterogeneity: Tau? = 0.41; Chi? =7.39, df = 3 (P = 0.06); I> = 59%
Test for overall effect: Z=1.50 (P = 0.13)

Early, within 4 days; Late, after 5 days

Koch 2012 42) 19 50 32 50 11.6% 0.34 [0.15, 0.78] 2012 I —
Subtotal (95% CI) 50 50 11.6% 0.34 [0.15, 0.78] -*.-
Total events 19 32

Heterogeneity: Not applicable
Test for overall effect: Z=2.57 (P = 0.01)

Early, within 10 days; Late, after 10 days

Barquist 2006 [39] 28 29 28 31 2.9% 3.00 [0.29, 30.62] 2006 »
Terragni 201017 30 209 44 210 15.5% 0.63 [0.38, 1.05] 2010 - =1

Trouillet 2011 (18] 50 109 47 107 15.1% 1.08 [0.63, 1.85] 2011 I

Diaz-Prieto 2014 [25] 33 245 23 244 147% 1.50 [0.85, 2.63] 2014 T

Mohamed 2014 [44] 4 20 8 20 6.3% 0.38 [0.09, 1.54] 2014 -

Subtotal (95% ClI) 612 612 54.6% 0.95 [0.59, 1.53] ’

Total events 145 150

Heterogeneity: Tau?*=0.12; Chi? =7.76,df =4 (P = 0.10); I = 48%
Test for overall effect: Z =0.21 (P = 0.84)

Total (95% CI) 862 868 100.0% 0.69 [0.45, 1.06] <
Total events 235 280

T 2 = . Chi2 = = = <12 = RO, } } f t } }
Heterogeneity: Tau? = 0.25; Chi? = 22.54, df = 9 (P = 0.007); 1> = 60% 01 02 05 1 > 5 10
Test for overall effect: Z=1.70 (P = 0.09) Favors Early Favors Late
Test for subaroup differences: Chi? = 5.03, df = 2 (P = 0.08), I* = 60.2%

Figure S4. The incidence of acquired pneumonia. Meta-analysis of the 10 studies providing this
information. Cl, confidence interval; |-V, inverse variance.




» Acquired pneumonia

Early Late Odds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% CI Year IV, Random, 95% CI
Early, within 4 days; Late, after 10 days
Saffle 2002 [38] 21 21 22 23 1.6% 2.87[0.11,74.28] 2002 >
Rumbak 2004 [16] 3 60 15 60 7.1% 0.16[0.04,0.58]) 2004
Blot 2008 401 30 61 31 62 12.9% 0.97 [0.48, 1.96] 2008 . B
Zheng 2012 [41] 17 58 30 61 12.3% 0.43 [0.20, 0.91] 2012 -
Subtotal (95% CI) 200 206 33.8% 0.51 [0.22, 1.22] —l——

Total events 71 98 12 — 5 9 0/
Heterogeneity: Tau? = 0.41; Chi? = 7.39, df = 3 (P = 0.06); I* = 59% 0

Test for overall effect: Z=1.50 (P = 0.13)

Early, within 4 days; Late, after 5 days

Koch 2012 [42] 19 50 32 50 11.6% 0.34 [0.15, 0.78] 2012 —_—
Subtotal (95% CI) 50 50 11.6% 0.34 [0.15, 0.78] i
Total events 19 32

Heterogeneity: Not applicable
Test for overall effect: Z = 2.57 (P = 0.01)

Early, within 10 days; Late, after 10 days

Barquist 2006 [22] 28 29 28 31 29% 3.00 [0.29, 30.62] 2006 g
Terragni 2010171 30 209 44 210 155% 0.63 [0.38, 1.05] 2010 - 1

Trouillet 2011 (18] 50 109 47 107 15.1% 1.08 [0.63, 1.85] 2011 I

Diaz-Prieto 2014 23] 33 245 23 244 147% 1.50 [0.85, 2.63] 2014 T

Mohamed 2014 [44] 4 20 8 20 6.3% 0.38 [0.09, 1.54] 2014 -

Subtotal (95% CI) 612 612 54.6% 0.95 [0.59, 1.53] o

Total events 145 150

Heterogeneity: Tau? = 0.12; Chi? = 7.76, df = 4 (P = 0.10); I> = 48% 12 — 48 %
Test for overall effect: Z=0.21 (P = 0.84)

Total (95% Cl) 862 868 100.0%  0.69 [0.45, 1.06] e

Total events 235 280 I 2 — 6 O %
Heterogeneity: Tau? = 0.25; Chi? = 22.54, df = 9 (P = 0.007); I = 60% YR ! —

102 05 1 2 5 10
Test for overall effect: Z = 1.70 (P = 0.09)
Faw Earl Favors L
Test for subaroup differences: Chi? = 5.03, df = 2 (P = 0.08), I? = 60.2% avors kary avors Late

Figure S4. The incidence of acquired pneumonia. Meta-analysis of the 10 studies providing this
information. Cl, confidence interval; |-V, inverse variance.
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» Mortality: 52 HiFE T2

a)

Study or Subgroup

Early

Late

Events Total Events Total Weight

Odds Ratio

IV, Random, 95% CI| Year

Odds Ratio
IV, Random, 95% CI

Early, within 4 days; Late, after 10 days

Saffle 2002 [38]
Rumbak 2004 (94)
Blot 2008 1#o]
Zheng 2012 1411
Young 2013 (19
Subtotal (95% CI)
Tatal events

17
19
12
B
130

195

21
B0
61
58

451
651

17
v
15
B
141

216

23
60
4
61

448
654

3.7%
9.5%
8.1%
5.5%

19.3%
46.1%

1,50 [0.36, 6.28]
0.20 [0.14, 0.61]
0.77 [0.33. 1.B1]
1.47 [0.48, 4.52)

0.97 [0.73, 1.29]
0.79 [0.45, 1.38]

Heterogeneity: Tau® = 0.22; Chi* = 10.31, df = 4 (P = 0.04); P= 61%

Tast for overall effect: Z=0.82 (P =0.41)

Early, within 4 days; Late, after 5 days

Koch 2012 M2
Bosel 2013 43
Subtotal {(95% CI)

Total events

9
3

12

50
ao
80

7
14

21

50
30
80

5.9%
3.9%
9.8%

1.35 [0.46, 3.96]
0.13 [0.03, 0.51]
0.43 [0.04, 4.37]

Heterogeneity: Tau® = 2.30: Chi = 6.93, df = 1 (P = 0.008); ¥ = B6%

Tast for overall effect: Z=0.71 (P = 0.48)

Early, within 10 days; Late, after 10 days

Barguist 2006 22
Terragni 2010 1171
Trouillet 2011 '8
Diaz-Priato 2014 [25]
Subtotal (95% CI)
Total events

Heterogeneity: Tau? = 0.00; Chi* = 1.01, df = 3 (P = 0.80); 2= 0%
Test for overall effect: £=1.76 (P = 0.08)

Total (95% CI)
Total events

2
a5
17
42

116

323

29
209
109

245
592

1323

B
GG
23
a7

141

378

31
210
107

244
592

2.7%
15.9%
10.4%

16.1%
44.1%

1326 100.0%

0.39 [0.07, 2.16]
0.78 [0.51. 1.19]
0.67 [0.34, 1.35]

0.87 [0.55, 1.37]
0.78 [0.59, 1.03]

0.74 [0.55, 1.00]

Heterogeneity: Taw® = 0.10; Chi¥ = 19,37, df = 10 (P = 0.04); ¥ = 48%

Test for overall effect: Z = 1.85 (P = 0.05)

Test for subaroup differences; Chif= 025, df =2 (P = 0.88), F=0%

Fig. 4a Short-term mortality. Meta-analysis of the 11 studies providing this information.
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» Mortality: 52 HiFE T2

a) Early Late Odds Ratio Odds Ratio

Study or Subgroup  Evenis Total Events Total Weight IV, Random, 35% CI| Year IV, Random, 35% CI
Early, within 4 days; Lale, after 10 days

Saffle 2002 (38 17 21 17 23 3.T% 1.50 [0.36, 6.28) 2002 —
Rumbak 2004 [16] 19 60 a7 60  0.5% 0.20[0.14, 0.681] 2004 N
Blot 2008 10| 12 61 15 62 B.1% 0.77 [0.33. 1.81] 2008 N
Zheng 2012 1411 8 58 ] 61 5.5% 1.47[0.48, 4.52) 2012 -
Young 2013 18] 130 451 141 448  19.3% 0.97 [0.73, 1.29] 2013 =
Subtotal (95% G} 651 654 46.1% 0.79 [0.45, 1.38] -

Total events 195 216 2 — (o)
Heterogeneity: Tau® = 0.22; Chi* = 10.31, df = 4 (P = 0.04); = 61% I — 6 1 A)
Test for overall effect: Z=0.82 (P = 0.41)

Early, within 4 days; Late, after 5 days

Koch 2012 142) 3 50 7 50 5% 1,35 [0.46, 3.96] 2012 —
Bosel 2013 431 3 30 14 30 3.9% 0.13[0.03, 0.51] 2013 —_—
Subtotal (85% Cl) 80 80 9.8%  0.43[0.04,4.37) e —

Total events 12 21 Iz — 8 67
Heteroganeity: Tau? = 2.39; Chi¥ = 6.93, df = 1 (P = 0.008); I = 86% — (0]

Test for overall effect: £=0.71 (P = 0.48)

Early, within 10 days; Late, after 10 days

Bargquist 2008 1391 2 2 E 31 27% 0.39 [0.07, 2.16] 2006 = i—
Terragni 2010 7] 55 209 86 210 159% 0.78[0.51, 1.19] 2010 -

Trouillet 2011 [ 17 109 23 107 10.4% 0.67 [0.34, 1.35] 2011 —

Diaz-Prieto 2014 (251 42 245 47 244 15.1% 0.87 [0.55, 1.37] 2014 -

Subtotal (95% CI) 592 592 44.1% 0.78 [0.59, 1.03] L 4

Total events 116 141 Iz —_— O(y

Heterogeneity: Tau® = 0.00; Chi* = 1.01, df = 3 (P = 0.80); I*= 0% - 0

Test for overall effect; £ = 1.76 (P = 0.08)

Total (95% CI) 1323 1326 100.0% 0.74 [0.55, 1.00] &>

Total events 323 378 2 —_— o

Haterogeneity: Tau® = 0.10; ChP® = 19.37, df = 10 (P = 0.04); I = 48% I 48 / (e ﬂ=1 p 1=u IUCI':
Test for overall effect: £ = 1.55 (P = 0.05) Favars Early Favors Late

Test for subaroup differences: Chi* = 0.25, df =2 (P =0.88), 7= 0%

Fig. 4a Short-term mortality. Meta-analysis of the 11 studies providing this information.
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» Mortality: REfSE TR

b) Early Late Odds Ratio 0Odds Ratio
Study or Subgroup  Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Early, within 4 days; Late, after 10 days
Young 2013 1'9) 207 451 217 448  48.9% 0.90 [0.69, 1.17] 2013
Subtotal (95% CI) 451 448 48.9% 0.90 [0.69, 1.1T]
Total events 207 217

Heterogeneity: Nat applicable
Test for overall effect: £ = 0.76 (P = 0.45)

Early, within 4 days; Late, after 5§ days

Koch 2012 143 10 50 11 50 3.6% 0.89 [0.34, 2.32) 2012 o
Bosel 2013 B3 i 30 18 30 2.8B% 0,24 [0,08, 0.72] 2013 + ”

Subtotal (95% CI) 80 80 6.4% 0.48 [0.13, 1.69] —-*——
Total evenis 18 29

Heterogeneity: Tau® = 0.56; Chi* = 3.05, df =1 (P = 0.08); | =67%
Test for overall effect: £ = 1.15 (P = 0.25)

Early, within 10 days; Late, after 10 days

Terragni 2010 17 72 144 75 138 153% 0.84 [0.53, 1.34] 2010 - "
Trouillet 2011 118 12 74 17 74 5.0% 0.65 [0.29, 1.48] 2011 - |
Diaz-Prieto 2014 125 BT 245 78 244 222% 0.80[0.54, 1.18] 2014 =
Mohamed 2014 441 i 20 i) 20 2.1% 1.00 [0.28, 3.54] 2014

Subtotal (95% CI) 483 476  44.6% 0.80 [0.61, 1.086] -
Total events 159 178

Heteroganeity: Tau® = 0.00; Chi* = 041, df =3 (P = 0.84); F=0%
Test for overall effect: £ = 1.56 (P =0.12)

Total (95% CI) 1014 1004 100.0% 0.83 [0.69, 0.99] L 2

Total events 364 424

Heterogeneity: Tau® = 0.00; Chi® = 5.77, df = 6 (P = 0.45); I = 0% b y ’ t J ’
Test for overall effect: Z = 2.05 (P = 0.04) Sl S5 Favurg'!éari‘y 1 Fam?s Late 5

Test for subgmup differences: Chi* = 1.16, df = 2 (P = 0.56), I? = 0%

Fig. 4b Long-term mortality. Meta-analysis of the 7 studies providing this information.
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Fig. 4b Long-term mortality. Meta-analysis of the 7 studies providing this information.
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