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Table. GRADE Summary of Findings of Restricted vs Liberal Oxygen Exposure for Extremely Premature Infants

No. of Cases per 1000 Infants

Assumed Risk Corresponding Risk
of Liberal Oxygen of Restricted Oxygen RR Participants, Studies, Quality of
Outcomes Exposure? Exposure? (95% Cl) (95% CI) No. No. Evidence®
Death before hospital discharge 165 194 1.18 3757 4 Low&d.2f
(170-224) (1.03-1.36)
Death or disability at 24 mo 390 308 1.02 2716 3 Moderate®d
(367-445) (0.94-1.14)
Death before 24 mo 167 194 1.16 2783 3 Moderate®d
(164-229) (0.98-1.37)
Bronchopulmonary dysplasia 397 377 0.95 2869 5 Moderate®®
(345-413) (0.87-1.04)
Neurodevelopmental outcomes at 18-24 mo 53 55 1.03 2252 3 Moderate®d
(39-78) (0.73-1.45)
Hearing loss 22 29 1.32 2237 3 Moderate®d
(17-49) (0.78-2.21)
Necrotizing enterocolitis a0 112 1.24 4929 5 Moderate®d
(95-133) (1.05-1.47)
Retinopathy of prematurity 145 104 0.72 4066 5 Low®99
(72-151) (0.5-1.04)
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Figure 2. Mortality Associated With Restrictive or Liberal Use of Oxygen

T\I Death to hospital discharge I

Restricted Oxygen, No.

Liberal Oxygen, No.

Favors Restricted Favors Liberal
Study or Subgroup Events Total Events Total Weight, %¢  Risk Ratio (95% CI) Oxygen ;| Oxygen
BOOST Il trial, 1% 2013 235 1221 203 1220 65.0 1.16 (0.98-1.37) -
SUPPORT Il trial, 12 2010 130 654 107 662 35.0 1.23 (0.98-1.55) EF
Total (5% CI) 1875 1882 100.0 1.18 (1903-1.36) <>
Total events 365 310 4 $

Heterogeneity: 12 = 0.00; 2 =0.17, df=1 (P =.68); 12 =0%

Test for overall effect: z=2.39 (P =.02) ‘ 1 18 (1 03 1 36)0'1 ‘ Risk Ratié(QS%CI} 1o
BI Death or severe disability before 18-24 mo I
f gen, No.  Liberal Oxygen, No. Favors Restricted ; Favors Liberal

Study or Subgroup Events Total Events Total Weight, %  Risk Ratio (95% CI) Oxygen : Oxygen

BOOST ll-Mew Zealand trial,2® 2014 65 167 76 168 15.7 0.86 (0.67-1.11) —--—

COT.12 2013 298 578 283 569 54.9 1.04 (0.92-1.16) -

SUPPORT,.2E 2012 185 612 171 622 29.4 1.10 (0.92-1.31) --

Total (5% CI) 1357 1359 100.0 1.02 (0.92-1.14) O

Totalevents ) 548 : 530 o 1 o
Heterogeneity: T4 = 0.00; x<=2.49, df=2 (P=.29); I+ =20% . . .

Test for overall effect: z =0.44 (P =.66) Risk Ratio (95% CI)
El Death before 18-24 mo I

Restricted Oxygen, No.  Liberal Oxygen, No. Favors Restricted @ Favors Liberal

Study or Subgroup Events Total Events Total Weight, %  Risk Ratio (95% CI) Oxygen ;| Oxygen

BOOST ll-Mew Zealand trial,2® 2014 25 170 27 170 10.2 0.93 (0.56-1.53) —-—

COT,12 2013 a7 585 88 577 36.5 1.09 (0.83-1.42) —-—

SUPPORT,.2E 2012 140 633 118 648 53.3 1.21 (0.98-1.51) ol

Total (5% CI) 1388 1395 100.0 1.13 (0.97-1.33) {>

Total events 262 233 o1 1 T
Heterogeneity: 12 = 0.00; 2= 1.10, df=2 (P =.58); I =0%

Test for overall effect: z=1.55 (P =.12)

Risk Ratio (95% CI)
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Figure 3. Morbidity Associated With Restrictive or Liberal Use of Oxygzen: Bronchopulmonary Dysplasia, Mecrotizing Enterocolitis,

and Meurodevelopmental OQutcomes

A I Bronchopulmonary dysplasia at 36 wik I
Oxygen, No. Liberal Oxygen, No.

Fawvors Restricted ; Fawvors Uberal

study or subgroup Ewents Tokal Evemnts Total Welght, % Risk Ratlo (957 C1) Dxygen oxygen
2005T 11 trial, 1= 2013 160 353 172 iTe 33.2 D.99 (0.85-1.18E) -

COoT,12 2013 164 515 171 517 27.0 D.9& (0.81-1.15) -.-

SUPPORT,L2 2010 205 S40 237 563 30.8 D.91 (0.7%-1.05) -‘-

Total (952 CI) 1408 1451 100D 0.95 (0.87-1.04) &

Total events 529 580 o7 1 A
Heterogenelty: 12 = 0.00; 32 = 0.63, df =2 (P=73); I? =20% ) ,

Test f:-rgc-'.'erzii.. effect: r = ;Dg [P =.2&|:2| : : Risk Ratio (35% C1)
B I Necrotizing enterocolitis L

tricted Oxygen, No. Liberal Ouygen, No. Favors Restricted ; Fawors Liberal

Study or Subgroup Ewvents Total Events Total Welght, % Risk Ratlo {95% C1) Oxygen | Oxygen
2005T 11 trial, 1= 2013 127 1221 o7 1217 441 1.30 (1.01-1.68) a-

CoT,12 2013 74 602 L1 599 26.0 1.31 (0.95-1.83) --—
SUPPORT,# 2010 7E 541 7O 549 29.9 1.10 (0.81-1.49) —-—

Total (95% CI) 2464 2465 100D 1.24 (1.05-1.47) {}

Total events 277 223

Heterogenelty: ™ =0.00; Y2 =0.88, df =2 (F =.65); I? =08
Test for overall effect: z =2.54 (P =.001)

C I Neurodevelopmental outcomes (GMFCS score =32) I

Liberal Oxygen, No.

A 0.1 1 10

1.24

a0514n‘ -

™ vors Restricted ; Fawvors Uberal

Study or Subgroup Ewents Total Events Total Welght, % Risk Ratlo (95% C1) Dxygen Oxygen

2005T |I-Mew Zealand trial, 2% 2014 & 144 7 142 9.5 0.70(0.23-2.17) —-—

CoT,12 2013 30 488 31 4338 SO.E 0.97 (0.60-1.57) —-—

SUPPORT, ¥ 2012 26 479 23 5ll 399 1.21 (0.70-2.08) —-—

Total (95% CI) 1111 1141 100.0 1.03 (0.73-1.45) <‘,‘-

Total events 61 61 -'1 i ].Il:l

Heterogenelty: ™ = 0.00; x2 =0.82, df =2 (F =.66); I2 =0%
Test for overall effect: z=0.14 (F=83)

Risk Ratlo {95% C1)
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Figure 4. Morbidity Associated With Restrictive or Liberal Use of Oxygen: Hearing Loss/Impairment and Retinopathy of Prematurity

@ Hearing loss/impairment L
estricted Oxygen, No

Liberal Oxygen, No. Favors Restricted ;| Favors Liberal
Study or Subgroup Events Total Events Total weight, 2%  Risk Ratio (95% CI) Oxygen Oxygen
BOOST Il-New Zealand triaI,HEqu- 2 135 1 136 4.7 2.01 (0.18-21.96)
coT,'2 2013 18 487 12 489 52.1 1.51 (0.73-3.09) ——
SUPPORT, 13 2012 12 479 12 511 432 1.07 (0.48-2.35) ——
Total (95% CI) 1101 1136 100.0 1.32 (0.78-2.21) ==
::ttaleuents.t 1= 0.00; %% =0.53 dr322 (P=77); I* =0% B 01 i 1o
eterogeneity: T = 0.00; x* =0.53, = =, ;1= =0% - i .
Test for owerall effect: z =1.04 (P =.30) Risk Ratio (95% C1)
|I§I | Retinopathy of prematurity
ted Oxygen, No. Liberal Oxygen, No. Favors Restricted | Fawvors Liberal
Study or Subgroup Events Total Events Total Weight, %  Risk Ratio (95% CI) Oxygen | Oxygen
E!-DDSTIItriaI.,152ﬂ.13 110 1035 141 1044 36.6 0.79 (0.62-0.99) —-—
CoT, 122013 54 500 66 503 32.3 0.98 (0.71-1.34) —-—
SUPPORT,1? 2012 41 475 91 509 31.0 0.48 (0_34-0.68) -
Total (95% CI) 2010 2056 100.0 0.72 (0.50-1.04) {}
Total events 215 298 07 1 e
Heterogeneity: 12 = 0.08; x2 =8.93, df =2 (P =.01); I2 =78% ' . . -
Test for owerall effect: z=1.73 (P =.08) Risk Ratio (35% Cl)
4‘ Retinopathy of prematurity using a fixed-effects model
Restricted Ox iberal Oxygen, No. Favors Restricted ; Favors Liberal
Study or Subgroup Events Total Weight, %  Risk Ratio (95% CI) Oxygen | Oxygen
BOOST 11 trial,15 2013 110 1035 141 1044 50.3 0.79 (0.62-0.99) .—~
EDT,": 2013 54 500 66 503 26.8 0.98 (0.71-1.34) —-—
SUPPORT, 12 2012 41 475 91 509 229 0,48 (0.34-0.68) ——
Total (95% CI) 2010 2056 100.0 0.75 (0.63-0.88) {_)
:Dttal IEWnts't 2=g8.93, df=2(P 20115; 12 =78% = 01 i o
eterogeneity: x< = 8.93, = = I =T8B% . i -
Test for owerall effect: z =3.47 (P=.001) A Risk Ratio (35% Cl) 17
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Figure 4. Morbidity Associated With Restrictive or Liberal Use of Oxygen: Hearing Loss/Impairment and Retinopathy of Prematurity

El Hearing loss/impairment

Restricted Oxygen, No. Liberal Oxygen, No.

Favors Restricted : Fawors Liberal

Study or Subgroup Events Total Events Total Weight, %  Risk Ratio (95% CI) Oxygen Oxygen

BOOST II-Mew Zealand trial,:3 2014 2 135 1 135 4.7 2.01 (0.18-21.96) - »
coT,'? 2013 18 487 12 489 52.1 1.51 (0.73-3.09) ——
SUPPORT, 13 2012 12 479 12 511 43.2 1.07 (D.48-2.35) —-—

Total (95% CI) 115 1136 100.0 1.32 (0.78-2.21) <>

Total t 32 25 i

HD: sgen S‘t 1-p00; % =053, df=2(P=7 01 ! 10

eterogeneity: ¢ = 0.00; 3£ =0.53, df = =. - ) .
Test for overall effect: z=1.04 (P =.30) Risk Ratio (95% CI)
| B | Retinopathy of prematurity
Restricted Oxygen, No. Liberal Oxygen, No. Favors Restricted ; Favors Liberal

Study or Subgroup Events Total Events Total Weight, %  Risk Ratio (95% CI) Oxygen | Oxygen
BDOSTIItrial,]52013 110 1035 141 1044 36.5 0.79 (0.62-0.93) —.—

COoT,12 2013 64 500 66 503 32.3 0.98 (D.71-1.34) —-—

SUPPORT, 12 2012 41 475 91 509 31.0 0.48 (0.34-0.68) -

Total (95% CI) i 2056 100.0 0.72 (0.50-1.04) <

:jttal Ewems‘t 1=0.08; %% =8.93 dzfl 52 (F=.0 = 01 ! 10

eterogeneity: 2 = 0.08; y2 =8.93, df = = ) )
Risk Ratio (95% CI
Test for overall effect: z=1.73 (P =.08) : atio { )
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