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HCA =BPD
aOR (95% ClI) 1.6 (1.1-2.2)
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HCA = BPD
PL: aOR (95% Cl) 0.9 (0.5-1.8)
pPROM: aOR (95% CI) 0.6 (0.3-1.3)
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HCA OR(95% CI) 0.2 (0.15-0.31)

HCA + MV > 7153

OR (95% Cl) |3.2[(0.9-0.11)

HCA + sepsis imtwnsiens OR (95% Cl) | 2.9((1.1-7.4)
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JAMA | Original Investigation

Association of Noninvasive Ventilation Strategies With Mortality

and Bronchopulmonary Dysplasia Among Preterm Infants
A Systematic Review and Meta-analysis

Tetsuya Isayama, MD. MSc: Hiroko wami, MD; Sarah McDonald. MD. FRCSC. MSc: Joseph Beyene. PhD
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No.of  No.of  Network Absolute RD Network Favors : Favors

Source Infants ~ Trials  per 1000 (95% CI) OR (95% CI) Intervention : Conirol Quality of Evit
MV (control) :

INSURE 419 2 83 Fewer (5 fewer-160 fewer)? 0.71(0.50-0.98) —— Moderate |

LLISA 189 1 164 Fewer (57 fewer-253 fewer)®  0.49(0.30-0.79) —a— | Moderate |

Nasal CPAP 2085 3 40 Fewer (24 more-99 fewer) 0.85(0.66-1.10) —I— Moderate

NPPV 86 Fewer (30 more-194 fewer) 0.70(0.42-1.13) —— Low

LMA 311 More (280 fewer-539 more) 3.90(0.25-119.88) & Very low
Nasal CPAP (control)

INSURE 1186 7 41 Fewer (22 more-96 fewer) 0.83(0.63-1.10) —r— Low

I_LISA 112 Fewer (16 fewer-190 fewer)®  0.58(0.35-0.93) —l— Moderate |

NPRV 7715 5 44 Fewer (50 more-127 fewer) 0.82(0.53-1.24) —— Low

LMA 362 More (210 fewer-639 fewer)  4.58(0.30-141.08) : i Low

JAMA August 9, 2016  Volume 316, Number 6
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Cochrane database Syst rev 2015

MISUSWMMIRNU Y BPD, RR 0.90 (0.84; 0.97)

S HUESAiENSeNsEeNedsEn

HEUUNESMAGERICheMmsuUS wEnwmEstgaiginmsamm AIR-Leak

1.8 Dweail cr CLD ol 36 fo 37 weshs PMA or doschargs

[T oV Fiak Astio Fisk Rstio Fisk of Bias
Year e, Fronedl pore O ABCDE

Colark. 199 1" a T 0.82 [o.ze, o] veRz L33 51 ]
Ciarmimarn | F88 T T D.BH [2.05, O.04] 1008 ! L 58 1 1 ]

E &8 i B 08w 1,90 [2.99, 4 7H] 1088 ?— .?':'l.
Thoms 1908 a0 140 a5 ldd EE% 1.06 [0.T6, 1.48] 1988 TR T
Plaskn 10608 L] 31 5] 2 4w .88 [B.20, 1.06] 1080 —'e L 1 1 KX 1

55 1R 87 13 W 003 [o.F0, 1.24] 20m 1 e g 11
Durand 2001 w2 W o 2aA% 0.58 0,33, DLg4| 2001 *rl T @
Coourinesy S002 103 2ad 133 254 179 CuR1 [0U87, O8T] S00F T P :.'
sashnacn 2000 266 and 08 3T R 08 [080, 1 08] 00 * ¥ -
Balp i 2003 81 o2 55 108 Taw 104 [GuB0, 1.48] 003 i LS 1 1 ]
Van flesmpts 2003 48 4T 3} 153 = 1.31 [oumz2, 188 ZoOa s I 1]
Crmh 3003 i e t# T 1,00 B4, 1.80] 003 L1 1 EF]
Vanin 2008 3 W B8 19%  0.90[6010, 003] 2008 —'é aa8 e
Cimni 00 ] ia [ 1% 0.7 1,11 [Budf, 3 70| F006 —'r— T8 T
Lisis 2008 a L] a 1 DA 1.1 [Bu28, 483] 2008 rommm— L B8 B4 ]
Salye 2012 B a8 "I TR 0.78 [o.ze, 1.00] 20Nz = L B2 EX ]
Sun gpid 17T 41 1T Sa% 0.2 [0.85, OT1] S014 & r@ee
Total w8 i 1850 1870 WO O oS4, 0ueT]
Tolsl svants arn 88

+ |

Hatsroganaiy: Chif = 3039, df = 16 P = 0000); F = S0%
Taat for oversll sffect: F = 204 P = 0.005]

R ol biny lsound

yeinitya Shugnpligiuans Heijm:ugougsdins HFOV usidh CV-PLV 4

PROVO (6-7 §i)

s L
01 &7 1 w
Favours MEOY Favous O

BPD

T

e (At HFOV wmisyeinirua{uiriimigs p < 0.05 1 Gerstmann D et al 2001
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e HFOV i SENIMUMyWwENUISENRUUANS{UIRImMNYS (|DMO, p< 0.004) is1:5th
w18 IVH 15 sAthw Truffert P et al, PAS 2007

UKOS (ighiishsig:di 11-14 gi)

e (Nt HFOV mismiiinqyuicdimiy siiunwaigyeinisginifiugsy (Midadiivisme,
FEV, susamnegasni21ss) Zivanovic S et al NEJM 2014

MRCT Gs (9d i8)

e HFOV v18miBWo:ABaunjy / gSGismuimuans 18 fe (p <0.03) 1 Sun H et al
Respir Care 2014
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Klingenberg C, Wheeler KI, McCallion N, Morley CJ, Davis PG

Cochrame Database of Systemotic Reviews 2017

20 RCTs, 16 (977 S1fs) FuIansSnRChHigiu S5 4 (88 shirs)
SRS

MIGNUL BPD 073 0.59 -0.89 8

IVH 0.53 0.37 -0.77 11
IVH/cPVL 0.47 0.28-0.80 11
Hypocarbia 049 0.33-0.72 3

Pneumothorax 0.52 0.31-0.87 20
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S Early (* 8 days) systemic postnatal corticosteroids for
(%) L|I:=rar3.r prevention of bronchopulmonary dysplasia in preterm infants
B (Review)

33 RCTs, 4395 T Doyle LW, Cheong JL, Ehrenkranz RA, Halliday HL
——— Cochrane Database of Systematic Reviews 2017, lssue 10, Art. No.; CDO01 146,

2 Dieath or BPD at 36 weeks' 25 3960 Risk Ratio (M-H, Fixed, 95% CI) 0.88 [0.83, 0.93]

postmenstrual age

2.1 Dexamethasone 16 1581 Risk Rario (M-H, Fixed, 95% CI) 0.87 [0.80, 0.94]

2.2 Hydrocortisone 9 1379 Risk Rario (M-H, Fixed, 95% CI) 0.90 [0.82, 0.99]

11 Cerebral palsy 13 1973 Risk Ratio (IV, Fixed, 95% CI) 1.42 [1.06, 1.91]

11.1 Dexamethasone 7 921 Risk Rario (TV, Fixed, 95% CI) 1.751.20, 2.353]

11.2 Hydrocortisone b 1052 Risk Ratio (IV, Fixed, 95% CI) 1.05 [0.66, 1.64]
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NS0 ILIsE I H ?-%’HWB'L rﬁmmﬁig]éq_uﬁ S[UANSY

Corticosteroids

Effect of early low-dose hydrocortisone on survival without

bronchopulmonary dysplasia in extremely preterm infants

(PREMILOC): a double-blind, placebo-controlled, N NT 12
multicentre, randomised trial

Dt Boud, Lanwe Mauey, Florenos Lebail, Dulisha Ramfil Faeiea Bl owdssa, Oare Micaie, Weomigue Jopen-Sisunek, & e Courl
Adomn Beughée, Pescal Boipe. Peeme Sndiving, Damir ohames], Cornre Albert) ffor £ he PREAILOE irid study qroup®

Double blind MC RCT, ELGA infants < 28wks, (24-25wks/26-27wks subgroups); Hydrocortisone 2 x 0.5mg a 12h f7days
+0.5mg a 24hrs/3days; CD8.5mg/kg

Hydrocotison Placebo

Primary outcome assessed at 36 weeks PMA® N 255 N 266 Fvalue
|9Jmi.ra.{wiﬂmt BPD 153 (60%) 136 (51%) 148 (1.02 to 2-16) | 004
Secondary outcomes

Extubated patients on day 10° 152(60%) 116(44%) 247 (142103-02); 015 (007 100-23) 00002
Wieaning from any ventilatory support at Joweeks PMAT  170(67%) 160(60%) 115 (092 tn 1.45) o

\Wieaning from any supplemental morgen at 36 weeks PMAT 139 (55%) 119 (45%) 1:31(1-02 10 1.68) 004

P& Egationt 17 {15%) 85 (31%) 063 (0-47 10097 00

Late Onset Sepsis (Infants 24-25wks) 30(40%) 21(23%) 187 (1.1-3.2). 0.02

BPD



Corticosteroids for the prevention of
bronchopulmonary dysplasia in preterm infants: a
network meta-analysis

_ Zeng L, et al. Arch Dis Child Fetal Neonatal Edf 2018;0:F1-F6.

BPD at 36 weeks PMA (primary outcome)
Dot ) 6659 a3 0200050>
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- e
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Early Inhaled Budesonide for the Prevention of
Bronchopulmonary Dysplasia

Curk Basader, M0, Richard ®lavka, M. D, PH.D,, Er Shinwe M ikko Hallrmarn, b i

------ H u, MO\, Ph.D Ca
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Death at <36 wk of
175437 1040418 086 [
PO, - {40.0) 146.3) praton | " | jps3pem
Components of primary oucomeisk”
[515% I
Dieath at <3 wk of postmansirual T443T T8 124 55 1.3
age (16.9) 138) [0.80-171) {0.69-2.16]
5 1011363 1381363 073 ST T
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Dysplasia



14 RCT, n=1721, BPDvsCP and Death
KD: median (IQR) 3.0mg/kg (1.1-5.0)
BPD,.in contral group, median (IQR) 50% (28-63)
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Daovle, L. W. et al. Pediatrics 2005;115:655-661
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SIVH S8 BPD MISIMUTNE Normoxemia

Hypoxemia = Sp02 < 70%

" P=0.000

P=0.000
% = Sp027 70
= Sp02 170
P=0.00%
DEAT sIVH L BPD J
H aOR (95% C1): 3.0 (1.7-5.5) p=0.000

chaimmpst GA, BW, ANS, intubation, bradycardia
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Ureaplasma spp 4 vifisun8iwis BPD

ALRNIMUAINNIELY ga Ureaplasma mutizmam8as 84 Bronchopulmonary mi
Dysplasia o sunags{avie

ms@ugmémnmxmaﬁ%mmmﬁg Shmiimatum

N 2206: 39 miRiAN AANMNYEY -fy (22/BPD28, 8/BPD36 84 9/sifli)

BPD,;  OR (95% Cl) = 2.22 (1.42-3.47)
BPD,,  OR(95% Cl) = 3.04 (2.41-3.83)

BPD
Lowe J et al. The Pediatric Infectious Disease Journal « Volume 33, Number 7, July 2014
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agmefiamils FIRS

e & chorioamnionitis Histologic 8% vasculitis s1in
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mimiyismaugw BPD Suifjimwyeinifyaiuiciig)il

mamiuis citrate sAi8H placebo: OR (95CI); 0.64 (0.52 -0.78)

Schmidt B et al N Engl | Med 2006

usamn1suamSiauiss (FVC < 5. maiw) (11 §1): g (95CI); 0.31 (0.12-0.77)
Doyle LW et al Am | Respir Crit Care Med 2017

ys (< 31ig) sih miyHsdias OR (95CI); 0.74 (0.69-0.80)

Davis PG et al | Pediatr 2010

iftugi < 2 igig)uShmaminfisdias OR (95CI); 0.81 (0.62-0.89)

Lodha A et al JAMA Pediatr 2015



(ﬁ{ Cochrane Vitamin A supplementation to prevent mortality and short-

Library S A e
—— o 11 (ong-term morbidity in very low birth weight infants
Darlow BA, Graham PJ, Roias-Reyes MX Cochrane Database of Systematic Reviews 2016

Chronic lung disease (oxygen use at 36 weelis' postmenstrual age in survivors)

Vitarnin A Conlrol Misk Ratic Risk Ralio
Studyor Subgroup  Evonts Total Everts Total Weight MM, Fixod, 95% C1 M-H, Fisod, 95% €1
1.5.1 Supplernentationwia inframuscular injaction

Kistehoozakun 2014 4 40 14 40 &£3% 0640, 1.31] —_—
hactier 2017 14 39 17 43 44%  1.29 0E8 747 ——
Ravishankar 2003 & 17 % 14 21% 066022 200 S
Tyson 1993 162 348 193 347 T35%  0.85 1073 0.38) | |
Sulriotal (05% CIj M2 444 B5.3%  0.86[0.74,0.08] [

Total everrs 190 224

Hetarogenaty: Chf=2.41, di= 2 P=0.40), IF= 0%
Teslfor ovarall afech 2= 175 (F=0.07)

1.5.2 Supplementaticnvia eral rowte

Viardie 2007 40 a2 3T 48 147T% 1.00)081,1.24 T
Sulitotal (06% Cl) 52 48 107%  1.00]081.1.24] .
Total everis 40 ar

Heterageraty kot 3pplicsble
Testtor ovarall efect £= 0.0 = 0.98)

Vitamin A

wnpagan M S ANRILENS SHMITNIMENUMIMSUS W BPD

th&muie oo <3 Ty spEsgh: 10-20mglkg/1.d, 2-5mgrkg/d

— _-ru_rl_'Eu‘u Ureaplasme Mh_ﬁrr';:'; = T
20mg/ 24 1En= g 310 .
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