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CQ 203 Evidence Update CoSTR: high PEEP

(CoSTR: Consensus of science and treatment recommendation)
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Clinical Question (CQ)

EIREFEHEIRS (Intermittent Mandatory Ventilation (IMV)) BI%{7> CTWWBRERICHULT. &L
PEEP (7 cmH,0 BA k) ZRAWVWD Z & (&, @FEFERTN TS PEEP (4-6 cmH,0) ZAWS Z & LU
T, & RIEMMERREDESHIEDOFRIEZ BRI SEDN?

PICOT
Population:
IMV EIZI1T O CLV\DRER (TEfiEZN 37 BRE CHA)

Intervention:

=U\ PEEP (7 cmH,0 Ll £) ==&z PEEP (CFRE LT IMV B

Comparators:
IBED PEEP (4-6 cmH,0) (CERE ULTZ IMV B
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Outcomes:

NICU "5 DIETREE. FETEFT(EFrAERIEMMEER (CLD) « EAEMZEALM (sIVH) « Eiett
IHERBERERICAE (cPVL) « FilizZEUEEMERBX (NEC) | BEZE T DR HEIRAE
(ROP) . ¥MAZEZFL (SIP) . BPD. #iEFERE (NDI) . Ui

Type of studies (study designs), Language, Time, etc.:
HIERCLEESHER (RCT). SEEHIRAL

Definitions, other notes for PICOT:

¥4 R IR (Chronic Lung Disease (CLD)/ Bronchopulmonary Dysplasia (BPD)):{&Z1E:E
# 36 B(CHWTERERES® CPAP > N TIHIRERC KD E/RIREE (JEBNeo DEE
(C1ED)

SBEEEY DERATHIEE (Retinopathy of Prematurity (ROP)): EFF%E T Stage3 LI EFETz(&
L —5 — SR Ei >4 VEGF B FARFERZE LI ED

EEAMZEAILI (Severe Intraventricular Hemorrhage (sIVH)): Papille’s classification grade
III FZE IV

IZEIE MR A (Necrotizing Enterocolitis [NEC]): Bell JREA9%E T 2a DA E
FERMHANERBEREELAE (Cystic Periventricular Leukomalacia (cPVL)): REMMMEE(CEEY
2 RiE R _E DRz [ FEERE

BRI E ZEFL(Spontaneous Intestinal Perforation [SIP])

IR FGEREE (Neurodevelopmental Impairment [NDI]): BdIERRE. SRAES. HE - BERES

BEIFDHESE:

e

RIS BROZEE T (45T 2hR) (C(X PEEP DRE (CRAT DE#k(FAn o 1T,

SEIDHELE

IR s EIR S (Intermittent Mandatory Ventilation (IMV))(C K BMHIREIBHROREZ(CH T, HE)
7R PEEP LNJLICEIIRITET > RFZ UL,

PEEP (&, FBEDIREEREZDAS] - 5 TISUTHET DI LZIRET D

(UM, RO EFT > XDMEEM)
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Evidence update CoSTR summary

AT IR EERDRE R (CHIFTD PEEP DFEE(CEAL T, 2019 ££(C Bamat S(C K> TITHN
Cochrane Database of Systematic Reviews (CYX&; =11/ Systematic Review (SR) (Bamat 2019)4"
»d. TDSRTIE RDS EUK (L CLD EZESIURE ARG EEZ1T D TL\D1ER 37 BXREDHHE
IBZ&IEZRICU T high PEEP % & low PEEP B¥Z b8 U TH D 2 DOUORXA—/) -k & 2 DDA TERHER
RO R E/RD Tz, VOXA—/)\—iER (n=28) T(& high PEEP % & low PEEP B CEAZ{b. ENAMID
/R ZEALRFRDE MREEDLEEMTON I, BER(E. MKUCEAU T CERER L DREEIC
B L Tld low PEEP B¥NEREZE D CRIF Ch Dz, MifTelER (n=44) TIEEERFZ Lung
recruitment maneuver (LRM) (B83&{t %= 181Z(C PEEP ZH% U F,0, DiEiEBIE ) =XM I DEEERE
FEODOEHRZITDEHCHIT. L. FEREBUEMER. FEMNATITRGEEERE. F0, DRIEIE.
a/APO, [CDWTHRET LTz, BT, #hAERIBMMMER(CE U CIEIMEHCEZFRDIMN >IN, FEMAT
IPIRSREIREART. FO, DRIKAE. a/APO, (CBIULTIE LRM BINBEZEZZE > CTHIm Cholc. U LDIER
ZE> T Bamat 5(FREE L (CX T DEFRIEZIEIR(C UTZ LRM (CK DEERIEDINEZEERN N TITFIRER
BIERROEMBHIEAFF CE DN, AFT7F U X(THAHAFENTRSEINP RN ENSTEFT > R (F+
DEFNRT . ESRDERATOBENNE CTHD Ef&mOTTULD.

SOFx 4 (E Bamat 2019 Z & (C Evidence update #1127z, #ERIERMRICHIZD . PEEP DEEDER
%Z Bamat 2019 T(& llow PEEP] % [less than 5 cmH,0] . Thigh PEEP] %Z [5 cmH,0 or
greater] &UTULEN, RIBDIEEE TIEEL PEEP R U TRE I DFR(E PEEP 7 cmH,0 U EZB%
(CTBEN—MRNEEZ. Intervention & &L\ PEEP (7 cmH,0 Bl E) ZSs7= PEEP (CEREULTE
IMV &2 | . Comparison %& [@&E®D PEEP (4-6 cmH,0)] &E&EL. &7z Outcomes (CDWTEHEEZER
{EPRE WD TERMEHADIERANRIR (CRA T DIER(ERII L. SR DEE(ICLDHIRZR UL
FTHROTAI T FIUSRAZITOI.

R, 3#m(Fajardo 2014, Wu 2014, Wu 2014a)DIRFTTNEEFTDOTR XD ZDARD 1 fw(Wu
2014a)(& Bamat 2019 [CEFNRVFRISEBIESNZEDTH DIz, Fe. BlD 1 #w(Fajardo 2014)(&
PEEP DESIE (C X DTEIRENEEDZEEN C DUV TDIAFK TH DA HEEE LTz Outcome & —ET DEDI(F7AR
Mofelesd. EBENICEFETCEERNVAMN oIz, LIz > T, SEID#ETIE Bamat 2019 (CEFENT
WBIAE 1 #R(Wu 2014) A DOXEMEZRTHARICHINLZ Tz 1 #R(Wu 2014a)D5t 2 fRICDWLWTAST7F
U RZTD 1.

ZTDFER. PEEP Z 7 cmH,0 DL E(SERET D T &(F. EFRNTTIEFENA R MR8 CLD (C
DWTOBERIEFT>RI(F/RL (n=54, 0/27 vs. 2/27, RR 0.33 [95%CI 0.04-3.02]). /= GRADE
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B TIET > ADOEER(FEKTHO Iz, ©TDMD Outcomes (CEH UL TIFFET-. sIVH. ROP. BPD. &
B (A R MRENREHMERE THD. cPVL., NEC. SIP. NDI (Ft&stanTuLvah o/,

U ENS, SEFLZHEE LTz Outcome (CXF LT PEEP Z&E < HIET D C & CORERBEIEEZ R
I EFTERVOA. Bamat 2019 TRENZEKD(C PEEP ZE < RE T D & CTHRIEDMEREDH
IENRIAD DIRAR(IFEL . F/T PEEP OFREIAKIF THERASN D ATIFRGZ CEEECEST DT LN —
%Y CTH D —HEC PEEP ZE<KHEIT DI ELZBEIT DEDTIFRL, —7T Bamat 2019 TRENTZK
S(CPEEP Z2E< I ETURABEDR T 2B < AJgEMEN D D K DIRE (CRREEZHN YT 5 2 &L
BHTHD. LN > T, SOOHRZ [RREESEIRS (IMV) [CLDTFIREEPORERICSNT, &
t073 PEEP LNJLICET2ITEST > X(FZ UL\, PEEP (&, BEDIKEEMEROASE] - HEHCIGU THRE
IR LEZREIT D, | £UT.

BIFD SR [CEALT
BXFd SR @ Citation

Authors : Nicolas Bamat, Julie Fierro, Yifei Wang, David Millar, Haresh Kirpalani

Title : Positive end-expiratory pressure for preterm infants requiring conventional mechanical
ventilation for respiratory distress syndrome or bronchopulmonary dysplasia.

Journal name : Cochrane Database of Systematic Reviews

Year : 2019

Volume (Issue)/Pages : 11 (2), Art. No.: CD004500

BIF D SR DEH]

B= . ERDOATMHRZFEIR(CH LT conventional mechanical ventilation (CMV) (F—A%EI(CEF
N, HAZMZRESE D LARCMEEZ5EH 29, PEEP i@t (CERET D Z & CHRRFEIBZ
EZUS2N. &I &S PEEP KT E S PEEP (FBELAIEEMN' S D @)/ PEEP (FFBET & (CHET
DEND D,

B :

1.RDS (C3 LT CMV Z177822> CTLWBREEIRICI 9B PEEP DR Z&RFT I B,
2.CLD (X LT CMV Z1T78D CTL\BREEIRICH I B PEEP OMRZRET I B,
3.8&C & (TEY)/R PEEP LNV ERTEYS DA EERT T B,
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55iE 1 2018 £ 2 A 14 HIZ Cochrane Central Register of Controlled Trials. MEDLINE. Embase.
CINAHL Z1RZR U Tz, EfaiEZE 37 BKET CMV ZZ LU CUVVDRERICX LT PEEP LILDEIDfHF%Z
TV LU TV S A AMELEBGERE U < (FES > AMELLB R Z R E Ulz. TEFT > XADOEEN
D (C (& GRADE JEZ AUz,

TER : 4 IROMFNMZRE/RD . RDS (CXHF D PEEP DINR(CDVWTOMFE (BM 1) i 2 #m. BEZ &
(St PEEP Z5%7E UTZHAZE (H/Y 3) M 24w T D, CLD (CXF9 D PEEP DRIRZIRET UITHAZE (HEY
2) ([FIEM DT,

- RDS (Ct9 2 PEEP DZHR(CDULNTDAZE (S high PEEP 8% & low PEEP B#(CH 3 TiTo /2oORA—/\
—iBR (n=28) T. MDH) ZAIHERE(C DUV TORHINRHREIRET U TH D 2 B ([CBREIMN o Tz,

- BEC E(TEY)IR PEEP LNV ZERE S DEICDVTODIAT (n=44) (&, BRICEEZECURNS
PEEP L N)LZFRAZ (CEEF B lung-recruitment maneuver (LRM)ZE{T o JZEEERERKB D DERZITD
T2 hO—-ILEBFEZERUTEEDTH D fce AF7F IS XTE FEERBRRICDOVWTE LRM &> bO
—)LORICEFHDBNIEM DTz (RR 1.00, 95%CI [0.17~5.77]) . CLD [CDWTIIHETEMICBRR
=Z(IHS5NT . RHEFMEL LRM (CBEFITH D (RR 0.25, 95%CI [0.03~2.07]) . ATLMIKLEIRHA
BICDWLWTIE. LRMBNBE(CFEMN D2 (MD -1.06 days, 95%CI [-1.85~-0.26] ; moderate
heterogeneity, I>=67%) . SEHARIDEEZR(LICDULVTH LRM [CBEFITH DIz, I\A TRDYU R LR
HEBEDOAREEEDIEH. INTOEET I MIACDVWTIET > RDEZE &5 Uiz,

fmam : RDS /(% CLD DfzsH(C CMV BIEZIT D TLWBSEERICH VT, PEEP LNV ZERTE T DIRICHE
BRERDIEFTDRX(IMERE L TR TN TH D, BEFRIEZEIEIFICUZ LRM (CKD PEEP LNILZRTET D
Z E(FERARIIGFIZS (C DR D EIREMN R =Ne. T —HFDERJMENEDTH >z, 5. H5(C LRM
DFIZEZE =5 (CFHE T D 2HICFEDEV RCT M ETH Do

BEfFD SR D AMSTAR 2 ilif&E5R

1 PICO DE3% YES
2 | FEDHR PY
3 BIREHE YES
4 | HERERSIBMRER PY
5 | HAFER YES
6 | T—Hihit YES
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7 BROMATT YES
8 GIESHOEES i [ EwmUN PY

9 C CDHAFTRDI A 77 A R D58 RCT YES
10 | &SR NO

11 | X993HFE RCT YES
12 | XD \A 77U XI5l YES
13 | BEREBR/ AT RAURDERE YES
14 | EEH% YES
15 | B/ N7 R YES
16 | FlEtER YES

PY: Partial Yes. AMSTAR 2 C(& 151889 1 18BN [Nol . EFIEH 7 IEEBTI(X [Nol DGR (FH
oz,
10) FRESNIERARDOERIR(CEAUTHESINTLRMN DT

BEFD SR @ PICOT

Population:

RDS £ UK (& BPD EERiSHz CMV Z1T78D CTWLD1ERGER 37 BARm CEUTZE
Interventions:

@ high PEEP TATLMIREREEZITD

@ MU OIL—BXA> bDZS(C PEEP ZHE T D
Comparators:

® low PEEP TATIMIREREEZITD

@ BEOWKSFEEZHID

Outcomes:

EEFPIMNDLA

1. NICU SDFETER

2. {21E 2 mEFOMEFERE

BIR7D AL

1E1EIEER 36 E TR S & T D8RR
ERURBEREF(FE M IE, i, HfR<E, OIRSUE)
SEEH IR SR DHAR

BiE & 9 SERILDITHICETR FIO2

NI —E LR ZBR D E F T (SRR B bR REE

A N
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iatE (EEN - FHEFRIERE)

MAEAITEE, FZ(FEROSERFHEORRFBSRESDOBES
Grade III BA_EDR¥ZEAB M F T2 (/S KUK ZEEE R EEICE
PERERRSUE

© ® N o

Type of studies (study designs), Language, Time, etc.:
RCT. quasi-RCTs

i
B

HlIPR7R U

NERERAR - #3EE
HRST—AR—X : PubMed. Embase. CINAHL. CENTRAL
MZEH: 20182 H 14 H

Xkt :

(respiratory distress syndrome OR RDS OR hyaline membrane disease OR bronchopulmonary
dysplasia OR BPD OR chronic lung disease OR CLD) AND (positive pressure respiration OR
positive pressure ventilation OR PEEP OR positive end expiratory pressure)

FRIECMRATET —IR—XB(CUTORERZEMU T,

PubMed: ((infant, newborn[MeSH] OR newborn OR neonate OR neonatal OR premature OR low
birth weight OR VLBW OR LBW or infan* or neonat*) AND (randomized controlled trial [pt] OR
controlled clinical 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]))

Embase: ((exp infant) OR (infan* OR newborn or neonat* OR premature or very low birth
weight or low birth weight or VLBW or LBW).mp AND (human not animal) AND (randomized
controlled trial or controlled clinical trial or randomized or placebo or clinical trials as topic or

randomly or trial or clinical trial).mp

CINAHL: (infan* OR newborn OR neonat* OR premature OR low birth weight OR VLBW OR
LBW) AND (randomized controlled trial OR controlled clinical trial OR randomized OR placebo OR

clinical trials as topic OR randomly OR trial OR PT clinical trial)
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CENTRAL: (infan* or newborn or neonat* or premature or preterm or very low birth weight or

low birth weight or VLBW or LBW)

Definitions, other notes for PICOT:

CMV: Conventional mechanical ventilation
RDS: Respiratory distress syndrome

BPD: Bronchopulmonary dysplasia

PEEP: positive end-expiratory pressure
ZEEP: zero end-expiratory pressure

LRM: Lung recruitment maneuver

*Bamat 2019 (CHUVTIFFREFE— RDFFRE LT [CMV(Conventional mechanical ventilation)] A
ROSNWNTWER RIBICHIFDIERTFRSFEET(E SIMV E— FEAKRT DEREESRD —Ai%
NICAWSNDEEX. A CQ [CBVWTIEHMTIKRZSEE— FfRinE [IMV(Intermittent mandatory
ventilation)| ZRAL\/Z,
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BIFD SR (CHITDHRAFTDE L&

Aufricht 1995

Ty

single site in Austria

FRAER
TN/ (A)

13 (cross-over study)

MRE

BEPRFT R EMRPTR. MR AFRRNS RDS L2 NIziiL R,

TR EIRD TR IEFIERRIEEL 30.8(SD2.6) A TH#ER 1.5(SD0.6)H I(CEIER(CEI DI T
SNz, &S —2J7 09> hMR[ERRS(IITONTWNEN DIz, £HIH T DIRWEETF
21— THESINCMV BEZZIT Tz, 5HMMKOO0S—ILICKDERRE/ o0z
DACKBEHMEZEITD TULVz. 1 HIAYaKkoO5—)UIC KB EERR:E PaCO,<35 mmHg
DB EIRD KD CEEBEN Tz, 7 fINiERRE I BRFIRZX L IZ CMV EEMNTOD
ncuwre,

PEEP L NJL%Z 2. 4. 6 cmH,0 (CEERICEIDFFD(ZENEN n=4. 6. 3). 30 DEI(C
XD PEEP LANJUICS A ACEI DTS,
PEEP 2. 4 cmH,0 % low PEEP. 6 cmH,0 % high PEEP & U CH#T LTz,

72 AL

- AaDO, : Mean (SD) 273.1 (162.9) vs. 335 (61.5), MD -61.9 [-189.06, 65.26]
- PaCO, : Mean (SD) 41.5 (7.5) vs. 43.3 (12.3), MD -1.80 [-16.56, 12.96]

55/ BRIR

PEEP L NLDREZEE(C KD HASHHEEDEAL (FTEM D T2,

Fajardo 2014

Ly

single site in USA

HRAER
TN/ (A)

16 (cross-over study)

MRE

RARBIRE RTINS DTEIRELL 32 BXKiE. 4KAE 2 kg K@ T CMV BIRZE I B8,
H—J7 05> MESOEESIFIRET— RICDVTOTHF D > e, MRS (FFE
R43EEK 26 (23-30) 8. BER 6 (2-71) THo Iz,

TA

NR—2RD PEEP L)L (4 cmH,0 D—&%ZF{R<E£EM 5 cmH,0) 1'5-3 cmH,0. +3
cmH0 (LS 2A ACEEE BTz, IRRUE (S PEEP EDEN—EICRDKLDICHAELEZ. &
PEEP L)%z 10 15 20 D##ERFU Tz, #IHAD PEEP LAJLAY 2, 4 cmH,0 (ZENEN
n=5. 1) % low PEEP . 5. 8 cmH,0 (¥N1€11 n=5. 5) % high PEEP & U7z,

IR

- SpO, ZHIF I B ZHICE LT FIO;, : Mean (SD) 26.5 (7.2) vs. 29.3 (11.3) MD -
2.80 [-11.87, 6.27]
- IRZH —EELRZEDE Mean (SD) 53.3 (14) vs. 52.6 (14.4), MD 0.70 [-13.62,
15.02]

BERIRE CHIE LTz LVO Mean (SD) 269 (62) vs. 395 (92), MD -126 [-201.58, -
50.42]
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PEEP LNILDREZEE (CK DI AIMMEEDZEL (AN DTz, (MAHE low PEEP #F(CdH
WCHBRICRIFTH oI,

Castoldi 2011

Ty

single site in Italy

HRAE
A/ (A)

20 (2-arm, parallel-group RCT). 10/10

ERE

TERRIBER 27 BRE C 1 I— AU EDOBERIR SO MME5Z1TUL CMV (CLDHERE ALY
REFEEZIT DO TLDIE.

ETCOMREMFEATLFIRGFER Y- T 7 U5 > hERFESHITONZ, ALK
23 E18 (X assist/control + volume guarantee (Babylog 8000 plus, Drager) T{THON#)
HAERTE (F—[OlfiE 6 mL/kg. IR<BFRE 0.6 #, [MIREIRL 60 [Bl/5. IRKUE 25
cmH,0. PEEP 5 cmH,0 TRta=Nz. EEREI DT EMTAFER 30 DEIACITTHON
=

LRM Z4T SRFLATOIRVEHITEER(CEI DT 5Nz, LRM (FEER{IEDE (B4R SpO,
83-93%) & FO, ZEZ i L/2HYS PEEP LAJLZE 5 cmH,0 M5 532 & (2 0.2
cmH,0 I DI, BRI NE LS PEEP LNLZFRA (SR S E Tz, &z RO,
7' 0.25 [CEUHE (FEERIENBIL T D F CTRIEEN(C PEEP LN)LODRAD ZRIB L. €
D, TEUZERIEDER ST FO0, LN ERIEDBIE T DRIDLANILISET DET
PEEP ZBEIBIM=Ez. R—XS5A > DFH PEEP LANJLIE@EEFEE 5 (SD 0.2) cmH,0
T. &K PEEP L NJLIEZ LRM ¥ 6.1 (SD 0.3) cmH,0. X382&¥T 5.3 (SD 0.3)
cmH,0. &% PEEP L\)L(& LRM &$T 5.0 (SD 0.3) cmH,0. xt88&¥T 5.1 (SD 0.3)
cmH,0 TH o7z,

IR

- BETTIRRE : 2/10 (20%) vs. 2/10 (20%), RR 1.0 [0.17, 5.77]
- BPD : 0/10 (0%) vs. 2/10 (20%), RR 0.2 [0.01, 3.7]

SBEMITIRSSSIBEART : Mean (SD) 8.7 (7) vs. 18.9 (15), MD -10.2 [-20.46, 0.06]
- SpO, BIE(EZ #5 T B 1=bDBIE F,0, : Mean (SD) 22 (2) vs. 24 (2), MD -2 [-
3.75, -0.25]
- LRM WY& T LTl s2TD a/APO, : Mean (SD) 0.5 (0.1) vs. 0.1 (0.1), MD 0.1
[0.04, 0.22]

55/ IR

LRM (FBEEFHRIA< LR 12 B5ED FIO2 ZF (. BRFEZ BRI =BT,
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Wu 2014

Ty

single site in China

HRAE
AR (A)

24 (2-arm parallel-group RCT), 12/12

RE

BRERFIR. EMRFIREMS RDS LN TUL\DTEaESL 28-30 38, H4E4KE 1000-1500
g T 1IO—-XULDOEARIRSOA RigGZEN, HEATTRGRERZIT O TLDIER
6 BFELIRD R EHRE LTz,

2HITHER I ICH—T 705> hOKERIRSHMTONZ. IRk proportional
assist ventilation E— RABVSN., BAIRFOEE (E—EIRKE 4-6 mL/kg. PEEP 5
cmH,0. /\w O77v TR 10 BOBFRMIRELL (CXDiThNz, BEREIDIIT LA
BT AFER 2 BEUAR(CIThNnZ,

LRM ZITDBFEATORVERHCRIER (CEIDfFIF Bz, LRM (FEER{EDERE (BIR SpO;
85-93%) & FIO2 HBE% 3|l Lah'S PEEP LARJL%Z 5 cmH,0 iS5 5932 &1 0.2
cmH,0 I DIEINEE. BR{ENERE LT=S PEEP LNV ZERA (SR B2, FiZ FO,
Y 0.25 (GEUIBS (FERIENBIL I D F TEREEM(C PEEP LNLZBD Bz, €D
#. TEULEBRIEMER SN, FO0; LNIIUHWERIGIRTRIOLANILICET DFET PEEP
EBEEEBINSEZ. "R—XS54 >0 PEEP LAJLDFLI(E. LRM BT 6.6 (SD 0.5)
cmH,0. X1#8EFT 6.5 (SD 0.5) cmH,0 T&HD. &|&A PEEP LLDFI (L LRM BT
8.4 (SD 0.5) cmH,0. Xt8BE¥T 6.7 (SD 0.6). =f& PEEP LRIJLDFI (L LRM BT
6.4 (SD0.4) cmH,0. X1B&E¥T 6.6 (SD0.4) cmH,0 Tdh o7z,

IR

- JETERE 1 0/12 vs. 0/12, RR not estimable

- CLD : 0/12 vs. 1/12, RR 0.33 [0.01, 7.45]

- #HEHAM : Mean (SD) 4.8 (1) vs. 5.8 (1), MD -0.1 [-1.8, -0.2]

- SpO, BiEER 15T B =sbDRIE F,0, : Mean (SD) 27 (2) vs. 39 (6), MD -12 [-
5.51, -2.36]

- LRM WY& T LTl s2TD a/APO, : Mean (SD) 0.5 (0.1) vs. 0.4 (0.1), MD 0.1
[0.03, 0.17]

fiam/ FRAR

LRM (FBEFERIA< LR 12 B5ED FO, Z T, BRFEEZ BRI LT

LRM: lung-recruitment maneuver

LVO: left ventricular output

SVC: superior vena cava

a/APO,: arterial/alveolar oxygen ratio
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U R 27 )\ 77 25l
*Revie Maanager 5.4 irz{EREUTYER

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 258X 50K 75% 100X
[ Low risk of blas []unckear risk of blas Il High risk of blas

b

Allocation concealment (selection bias)
Selective reporting (reporting bias)

~N
. ‘ . . Other bias

. Blinding of participants and personnel (performance bias)

@ | Blinding of outcome assessment (detection bias)

‘ . . . Incomplete outcome data (attrition bias)

Aufricht 1995

-~

‘ . Random sequence generation (selection bias)

~
~

Castoldi 2011

Fajardo 2014

~
-~

Wu 2014

~
~
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BRDOFEED
1) high PEEP & low PEEP ZLEER U Tz 2 BRFRDA S 77U ADFE ESD
* Bamat 2019 @ Comparison 1 [CTRENTZRZNE

IR e BB Std.MD/MD(95%CI)
mASNIBE(LgE 2 28 Std.MD -0.31(-1.12-0.50)
(AaDO,. F0,)

AaDO, 1 12 MD -61.90(-189.06-66.26)
F.0, 1 16 MD -2.80(-11.87-6.27)
FASNLEBROS SRR 2 28 Std.MD -0.04(-0.84-0.76)
“REIRF|DE

BRI TR E 1 12 MD -1.80(-16.56, 12.96)
B BYLREDE 1 16 MD 0.70(-13.62, 15.02)
DTS 1 16 MD -126(-201.58, -50.42)

2) LRM ZZEREL TLVZ 2 IRFRDE &8
*Bamat 2019 @ SoF table Z#{Z&

I AL TAZTER BEK RR/MD(95%CI) CoE
FETIR B 2 44 RR 1.0(0.17-5.77) Low
CLD 2 44 RR 0.25(0.03-2.07) Low

SEERYIFIR Y 7R— NEARE 2 44 MD -1.06(-1.85—0.26) Low
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SEID Update iEMER3ZICEALT
SEIOHERVERK(CHT=D. PEEP OEEDEE%Z Bamat 2019 T(d llow PEEP] % [less than 5

cmH,0J . Thigh PEEP] %Z [5 cmH,0 or greater] &UTULZAY. ARFPDAESR TIEEL ) PEEP & =5
U CERE T DFRIE PEEP 7 cmH0 I EZBZICT D EN—MIEE X, Xaki&ZR(E Bamat 2019 D&
FHEMEEL DDOMXDEEBICLDHIRZRL U L TR TMERZIT DIz, TR IU—Z2(C
HULTIEPICO (CHIFB Intervention Z [EL) PEEP (7 cmH,0 Bl k) Z &8z PEEP (CERE LT IMV
‘E12]| . Comparison Z [E&® PEEP (4-6 cmH,0)| &i&EL. Outcomes (CDWTHEER{EIRT &
WO TR HEEADFEEANIRZN R (CRA T DER(EFRIN T DT & & L.

Update D= D HRER:

(respiratory distress syndrome OR RDS OR hyaline membrane disease OR bronchopulmonary
dysplasia OR BPD OR chronic lung disease OR CLD) AND (positive pressure respiration OR
positive pressure ventilation OR PEEP OR positive end expiratory pressure) AND (infant,
newborn[MeSH] OR newborn OR neonate OR neonatal OR premature OR low birth weight OR
VLBW OR LBW or infan* or neonat*) AND (randomized controlled trial [pt] OR controlled clinical
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])

HPR7R U

XuRFERME - % HE
;T —SX—2XR : PubMed MEDLINE
R¥H : 2022F9H 28 H

MR :
_5C PICOT 288

XERROU—=>J Dl :

REREW MR 1158 iR, EERZRT 2 RZRE 1156 i 1 RXOU—Z>0N
1RAOYU—Z2T%R - 1122 wHBRhNIz 34 . €U TECICSEN TV D f2H Bamat 2019
(CESFENTLVZ 2% (Aufricht 1995, Fajardo 2014) Z&HET 36 /N 2 KX —_>7/N
2RADIV—Z2T%ER 1 33 (BRDJIW|ARTH A2 41K, BRDIMR 1IFE. ERDMTA 281R) KM,
NIz, ZdD>S%5 Bamat 2019 (CEFMNTLV/E Castordi 2011 (& PEEP LNLAY 6 cmH,0 & TDZE{LZ
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BB UIZEDTH > Eedbrit Uiz, &RENIC 3wMEFEN. D3 wmDSSE 247 (Fajardo 2014, Wu
2014) (¥ Bamat 2019 (CEFNTEHED. FHILEMT DX 1#FE (Wu 2014a. FEFE) THO.

MRIAFTTDE &
Wu 2014a
ttyrFa >0 single site in China
POE PN
A/ (A)

30 (2-arm parallel-group RCT), 15/15

BRIRFRR. EM&FRRN S RDS LR TL\D1ERRIELL 28-30 38, HA(KE 1000-1500
g T 1IO—-XULDOEARIRFO RigGZEN, HEATMTRSREEZIT O TLIERE
6 B LIRD R ZERE LTz,

XRE 2HITHERI S(CH—T 705> MOKERIRSHMTONZ, MIKRER(E proportional
assist ventilation E— RAAWVSN., BIBRORE (F—E#SE 4-6 mL/kg. PEEP 5
cmH,0. /\w Oy T3 10 BOBERFRELIEICKDITONTZ. BEREIDMIT LA
BT AFAELR 2 BRELIA TN,

LRM Z4T SRFLATOIRVEHTEER(ZEI DT 5Nz, LRM (FEER{IEDE (B4R SpO,
85-93%) & FIO2 HFE &Ml L7RHYS PEEP LNJL%&ZE 5 cmHL,0 M5 5 32 & (C 0.2
cmH,0 3 DIEMEE. BRIENELZS PEEP LNILERZ (SR BTz, F/z FO,
7 0.25 [CEUHE (FEERENBIL T DX TRIEEN(C PEEP LN)LZRD SBTZ, ©D
TA #. BEULERIEMER SN, FO, LNUHDBERICIRTRIOLNILISET ST PEEP
ZHEBNEEz. X—X541 >0 PEEP LN)LDFI(E. LRMEFT 6.2 (SD 0.7)
cmH,0. *188E¥T 6.1 (SD 0.7) cmH,0 Td . &K PEEP LNJLDFT (L LRM ¥ T
8.4 (SD 0.8) cmH,0. XIBEET 6.8 (SD 0.8). F=i& PEEP LAJLDF(E LRM BET 6.5
(SD 0.8) cmH,0. x4#8&fT 6.6 (SD 0.7) cmH,0 Tdh o7z,

- ZETERE 1 0/15 vs. 0/15, RR not estimable

- CLD : 0/15vs. 1/15, RR 0.33 [0.01, 7.58]

+-sIVH : 0/15 vs. 0/15, RR not estimable

+ROP : 0/15 vs. 0/15, RR not estimable

- %88 : 0/15 vs. 0/15, RR not estimable

- #EEHAME : Mean(SD) 4.8 (1) vs. 5.8 (1), MD -0.1 [-1.8, -0.2]

- Sp02 BZEEZH#F I DIzHDER F0, : Mean (SD) 27 (2) vs. 39 (6), MD -12 [-
5.51, -2.36]

- LRM WY& T LTl R T D a/APO; : Mean (SD) 0.46 (0.10) vs. 0.34 (0.07), MD 0.1
[0.03, 0.17]

72 S
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- SACDEMFRECTIEY — F22FDFRERICH L. FO, BEFREE. BREEHE (C
i/ AR SpO, ZHEHFFI D LICHNT, PR EEERDEEMICKD FO, FEFRE EEFDH
Rt ore.

BIf7D SR D#ER LENMRX DIERDRS

FERACIIBIED SR THD Bamat 2019 OFERAZ X3 L(CIERBRN N, SEO SR (F7vTF—RTHHDD
B =0 PEEP] DS EXIRTEDGRRIRIGICAINTEELTO 7 cmH-0 LU EICEELTWSI8. BEFED SR EEUAR
ZREAVWTRRUAIY - I BT BT 2Tz,

BIERX &SIz X 0)\A 77 Z5H il
* Review Manager 5.4 iRz {ER U TIERX

Fandom 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 hias)

Selective reporting (reporting hias)

Other hias

0% 28% 50% 75%  100%

.LDW risk of hias DUncIearrisk of bias .High risk of bias

Random sequence generation {selection bias)

Selective reporting (reporing hias)

~
® | ® | @ | otherbias

Allocation concealment {selection bias)

2]
2]

Fajardo 2014

- . Blinding of padicipants and persannel (performance bias)

- . Blinding of outcome assessment (detection hias)

Wl 2014

=

® 0

® 0

@

®

® | ® | ® | ncomplete outcome data (attrition bias)

Wil 201443

=
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NICU h5DFETIRRE
High PEEP Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDETFSG
WU 2014 RE 'RE Mot estimable [T BT BX ]
WU 20143 o 15 0o 15 Mot estimakle e900002 0@
Total (95% CI) 27 27 Mot estimable
Total events il 0
Heterogeneity: Mot applicable iﬂ o1 D=1 110 1DD=
Test for overall effect: Mot applicable Favours [high PEEP] Favours [contral]
Rislk of bias legend
(A} Random sequence generation (selection bias)
(B} Allocation concealment (selection bias)
(C) Blinding of paricipants and personnel (performance hias)
D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other hias
T FEFEREEMmER (CLD)
High PEEP Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  BPwvents Total Pvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C1 ABCDEFG
Wi 2014 o 1z 112 500%  033[0.01,7.45] B @8220720
W 20143 o 15 1 15 &0.0%  0.33[0.01,7.58) L 22000 ®
Total (95% CI) 27 27 10000%  0.33[0.04, 3.02] ——el -
Total events ] 2
Heterogeneity: Chi*= 0.00, df=1 (P =1.00); F= 0% Iu_m 0?1 110 mDI
Testfor overall effect Z= 098 (F =033 Favours [high PEEP] Favours [control]
Risl of bias legend
(A) Random sequence generation (selection bias)
B Allocation concealment (selection bias)
(C) Blinding of paricipants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
F) Selective reparting (reporting hias)
(G) Other hias
BEANZEARM (sIVH)
High PEEP Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDETFSG
Wu 20144 o 15 0 15 Mot estirmable CTTTITEL]
Total (95% CI) 15 15 Mot estimable

Total events ] 0

Heterogeneity: Mot applicable

[ 1
Test for overall effect: Mot applicable 0.01 01

Favours [high PEEF]

Risl of bias legend

(A) Fandom sequence generation (selection hias)

(B) Allocation concealment (selection bias)

(C) Blinding of paricipants and personnel (performance hias)
D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

F) Selective reporing (reporting hias)

(G) Other hias

AR E S ARATHIZAE (ROP)

! ]
m 100
Favours [control]
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High PEEP Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI ABCDETFG
Wl 2014 RE 012 Mot estimakle [ I BT BX ]
Wy 20143 a 15 0 15 Mot estirmable LT 1 LT BN
Total (95% CI) 27 27 Mot estimable
Total events il 0
Heterogeneity: Mot applicable iﬂ P E|=1 110 1DD=
Test for overall effect: Mot applicable Favours [high PEEP] Favours [contral]
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of paricipants and personnel (performance hias)
D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting hias)
(G) Other hias
e R B4R R(CLD)
High PEEP Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  BPvents Total Pvents Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% C1 ABCDEFG
Wyl 201 4 o 1z 1 12 A0.0%  0.33[0.01,7.44] | @e®71:2078
WU 20143 o 18 1 15 &0.0%  0.33[0.01,7.58] L 2000026
Total (95% CI) 27 27 10000%  0.33[0.04, 3.02] —el——
Total events ] 2
Heterogeneity, Chif=0.00, df=1 (P =1.00); F= 0% IEI ” 051 150 1DD=
Testfor overall effect Z= 098 (P =033 Favours [high PEEP] Favours [control]
Rislk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of patticipants and personnel (performance bias)
D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting hias)
(G) Other hias
i)
High PEEP Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDETFSG
Wu 20143 o 15 0 15 Mot estimable [TTITEL]
Total (95% CI) 15 15 Mot estimable

Total events ] 0

Heterogeneity: Mot applicable

[ 1
Test for overall effect: Mot applicable 0.01 01

Favours [high FEEFP]

Rislk of bias legend

(A) Random sequence generation (selection hias)

(B) Allocation concealment (selection bias)

(C) Blinding of paricipants and personnel (performance hias)
D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

F) Selective reporting (reporting hias)

(G) Other hias

NDI, cPVL, NEC, SIP (CRIS3RERL

! ]
m 100
Favours [control]
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=0\ PEEP LIBH D PEEP DLLER

TR+ (Certainty assessment)

Page 20 of 29

IEF> RO
7 cmH O EDE | & PEEP |
HIRIREE b\zPE:P i (:—fac)mHzo) (95% CI) -
NICU H5DIETiREE
2 SIANMERER | FAC FATRVY | FRAITRLY 2l 72N 0/27 (0.0%) 0/27 (0.0%) IERE A SR ©a00 BX
15
BT F (I ERIEEMEE(CLD)
2 5> M ER = FRITIRY FRAITIRY B PAN 0/27 (0.0%) 2/27 (7.4%) RR 0.33 -50 per 1,000 OO0 BX
(0.04 to 3.02) | (-150to -71) &
EfEREAHM(SIVH)
1 SRR | FER FATRVY | FITRVLY | FERSERC | 0/15 (0.0%) 0/15 (0.0%) HEEART] e000 BX
IERITIE
FEaEnE B ER{LAE(CPVL)
0 S MEEER 0/0 0/0 IERE OA> PSR - BX
Fifie B LR R % (NEC)
0 S MEEER 0/0 0/0 IERE OX> SR - BX
AREEY S KRARIAEIE(ROP)
2 S MEEER | RA e FATRVY | FHITRRLY EZ) ° 2 0/27 (0.0%) 0/27 (0.0%) IERE OX> SR ©000 BX
&

WRMEEEZFL(SIP)
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TR+ (Certainty assessment)
IEF> RO

7 cmH,0 LEDE | &F®D PEEP X ESE
I—BMH IEEETE AARTE
L\ PEEP (4-6 cmH>0) (95% CI) (95% CI)

0 S MEEHER 0/0 0/0 IERE OA B - BX
#ha RIBHEMZRE(CLD)

2 S NMEEER S FATRVY | FRAITRLY = © rU 0/27 (0.0%) 2/27 (7.4%) RR 0.33 -50 per 1,000 ©a00 BX

(0.04 t0 3.02) | (-150to -71) 15

HHEFIZEIEE(NDI)

0 S NMEEER 0/0 0/0 IERE A SR - BX
S

1 S5 MEsER WA EATRW | EATRY | FERCSERY | U 0/15 (0.0%) 0/15 (0.0%) HEEART] e000 =33

IRITE

CI: S38XR; RR: UX ULt

thA

a. BT/ A7 R, BIEIAT R, BE/I\ATADVRAITNEN TR —ERE T

b. TEFIEEINMR K AR ROFREMRVWCH—ERET T/

c. FEBIER. AR hOFREHNDIRL O5UEEEBMELVWCH—EET T

d.BVWEIT/\A TR ERE/ A T ADIRITRENT (32 —EET T

e. —DDAFRDFHTH D FEFIENIEE (SR & AR MOFRENRWZSH ZERFET IS
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X b cPVL. NEC. SIP. NDI (CEA9 D& (FIAM DT
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SEDHER (F) B
REGSRBIHAS (IMV) [CKDFIREBRORER(CST, B PEEP LANLICEI B3 TET >R (EZ

1AW
PEEP (&, JBEDIRREDfEEROAS] - B CIGUTERET D EZRET Do
(B, BOIEF > RDHEEM)

IEF>ADSHESEA

Summary of judgements

HBT5L W | BESL, & \
AR _ (F0y LTS DHSIEN
WX (R
nIH INEWN f =1 TEIE Ay NSV AN
RELN th INEW bah TEIFE DS
IER (IR & =8 = FRAARRL
BERAER | EERARESE
BERQAESE ] ‘ BEIQAHER
| HEFEREES | EFREEES )
MEEEES MEEEES
DEOuEEE | DEEBES
DEHD DEFRRL
18] <”xUL
N . N . MTAB LB
HEEEEAY | LEBST IR HESL ) A
KBEWLWITNE ) TADMEAL TEXREFE a2 A
=liv HTSL<EN DB
BRI TR
W|MRATEBEE
"EED . . . .
REROX S S EDIRAPM | hEEOHTR | KSRHI | SFEE PSRN
B
IER (IR 1% =8 5 RAWRERL
N . N . TABLEET
LB IR AME | LEBT IR i HTs< \ .
RELWINE . NADMEAL TEXREFE BERAMRZL
vk HTSLEN TADMEAL
BAI TR
‘ | BEBL HE5<L ‘
PEs) HTELKHD b= TEIE DHSRE
72540 b= )
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a2 A

LR (L
BT, BT, )

LR EIN SESE | HHBRL
LR (0

WBANEESZERS

- FETICEFNIZ 2 DDA (54 ) TI(ETERE 28-32 8. 1000-1500 g DEEENWR TH o1z, &
% 6 BRI A (CIRE N TR EIRENHIASNRDS 5. BROWRICIEU THELY PEEP T PEEP DRTE
ZmBH (CFREE UTZRF(LRM 8F) E D LI o IZBFDLEE TdHh D e LRM B T(FERA PEEP L)LY 7
cmHO L E(GELTHD. LRM B ZFH 2 DEZE UIZ Thigh PEEP] B¥&E U TAPT7F IS R ZEITDT,

c AT FUSRADFER. PEEP Z 7 cmH,0 BLEICERTE T D2 ED CLD ANDFE(CDWLTIE. FFNZ
TEGIEoA R NI REHBERIET >R ERY ZEFTEI (n=54, 0/27 vs. 2/27, RR 0.33
[95%CI 0.04-3.02]). /= GRADE fHiiC TEF > RDHEEM(FIK TH DIz, TDMD Outcomes (CEI
UTIFFETC. sIVH. ROP. BPD. &fBIEA N> hRENRHETNIMETZI D EETERMN DI, &
5(C cPVL., NEC. SIP. NDI ([CDUWTHRE ESNIETR (S o Tz,

cBLEMS. FrANEKE LTz Outcome (CXF U T PEEP Z&E < 5&TET D C EDBAERENEDREZRI D
(Ct+RIRT—IMRNZ ENDOM Tz, UL ULIEMS, Bamat 2019 T-RENZK S(C PEEP ZiE <F&TE
9B ETOREANIMIERREDER SV D AN RIAD DREFFIEL. —HlC PEEP Z& <FHIE
ITRDEZBEI DEDTIFRNEERTZ, — CTHEERIC Bamat 2019 Tld PEEP Z EIFD Z &hUiA
EDETZBLCEERSNTH D, PEEP ZE < HE I DR (CIIBERIRE CUKBEDHERZIT DR E
EIREIREDF Iz T D 2 MBI TH D, Mt EDOETEZI U S IEFNRTY /N D— R EBRRET U
7z £ T PEEP LNIIVERETDREN DD EEX . U > T, SEDHEZ [RRAESIRS (IMV)
(CKDMIREBRPDRER(CHNT, @R PEEP LNLICBEI DI ITEFT > X(FZ LU\, PEEP (. B&
DIREESEER DS - BEICISUTHREIT D LZIRET D, | LUK,

Knowledge gap

- S[ElD SR TEFENIZ 3 MDA D D EXFFEMCEHSNIZDIE 2#HETHD. £55E LRM ZHL)
WBDIRRE(ICIG U T PEEP & (EBR(IC(E 8-9 cmH,0 FT) REMIICHAEELTLVZ, LIzA>T. 10
cmH,0 K SVWET—EM EF U PEEP ZIFIREFDHRTE & U TG (CERAT D Z & (FRAKRREG TEddd &
EZABSNDN, TOMREBESBRICEALUTEISTEABRTH D,

- BFENLHARED N BVNEWEF TR WREGBIBHERE RDH TH D IZlzsh. BEOCHERERED
EOWCKBERIEITETULVRL,



Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2022 Page 25 of 29

SENBUAD:

1. Bamat N, Fierro J, Wang Y, Millar D, Kirpalani H. Positive end-expiratory pressure for
preterm infants requiring conventional mechanical ventilation for respiratory distress syndrome
or bronchopulmonary dysplasia. Cochrane Database Syst Rev. 2019 Feb 26;2(2)

2. Aufricht C, Frenzel K, Votava F, Simbruner G. Quasistatic volume-pressure curve to
predict the effects of positive end-expiratory pressure on lung mechanics and gas exchange in
neonates ventilated for respiratory distress syndrome. Am J Perinatol. 1995;12(1):67-72.

3. Castoldi F, Daniele I, Fontana P, Cavigioli F, Lupo E, Lista G. Lung recruitment maneuver
during volume guarantee ventilation of preterm infants with acute respiratory distress syndrome.
Am ] Perinatol. 2011;28(7):521-8.

4, Fajardo MF, Claure N, Swaminathan S, Sattar S, Vasquez A, D'Ugard C, et al. Effect of
positive end-expiratory pressure on ductal shunting and systemic blood flow in preterm infants
with patent ductus arteriosus. Neonatology. 2014;105(1):9-13.

5. Wu R, LiN, Hu J, Zha L, Zhu H, Zheng G, et al. [Application of lung recruitment maneuver
in preterm infants with respiratory distress syndrome ventilated by proportional assist
ventilation]. Zhonghua Er Ke Za Zhi. 2014;52(10):741-4.

6. Wu R, Li SB, Tian ZF, Li N, Zheng GF, Zhao YX, et al. Lung recruitment maneuver during
proportional assist ventilation of preterm infants with acute respiratory distress syndrome. ]
Perinatol. 2014;34(7):524-7.



Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2022

Page 26 of 29

Supplement ({HR&EHR)

Evidence to decision table

Judgement

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

O Lnx

O HES5L. LR
@ HT5. (FLY
O (ELy

O cFE=FE

O DO 570N

BERICHETSD IMV BIE(THUT PEEP LAJLIC
K9 DRERIERER < ERICE DV TERESND
ZENZB, ARREL IMV EIEZITDOERD PEEP L
NIVRE ([CHEWTCERIGERKRIIZER TH D,

Judgement RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

OFory:) PEEP L)L 7%& BEDWIIARE (IS G CEY)N (CERTE

O /M= IDTETHIRIREE, 1F(CERIEZESE FIO2

e RSB DEEEMEN G D OULTI(E CLD OFRE

O REW B ZER S 20N DD,

O cFEFE

O IMSRLN

Judgement RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O KEWL FIFENED LR (K DEFIREREDET (CKD0H

O B T OERIRE D LR RE SN2 cnso

O &Ly alREMEZE T DR T EF > X (3730,

® NI M

O cFSF

O BMSIEN
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Judgement RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O FEE(TR BERMEE CHDIRATECHVTHIRL/ BEHN

o K ERICORKIET > AOHEEMEN ENS.

O LHROEEGGRE SHE L,

oF=

O HAMRERZRL

Judgement RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O BEERAERMFZQEESD [REULEFD MAGTWITNERERDTFRICASE

EHD <EDZEDTHD. TOEBMFEKXRTH DMIE
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CQ 205-1 EvUp CoSTR:##Z:RAEI#MBNIESK (Neurally adjusted
ventilatory assist : NAVA)

(EvUp: Evidence update; CoSTR: Consensus of science and treatment recommendation)
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Version & date (b - =42EFH):
1.4 hR. 2024 4 7 B¥IIR. 820254 58 14 BEH

CoSTR citation (BIAAX%):

BHAGE : FURESE", |LEFH, BEMT, MEEX, 30—, FHERT, BHEME, BT, 1L
T. ERAEMHENIRSR (Neurally Adjusted Ventilatory Assist: NAVA) (C kD54 RIEMHAERED T
(CDWT. BERDEBUMERERDTFS - JBEDIZHDZHE I RS> JEBNeo CoSTR CQ205-1.
2024 £ 8 A.

IK:EE : Takayuki Iwaibara, Yosuke Yamada, Yusuke Ikushima, Yuta Kato, Kazuto Kikuchi,
Tomoko Saito, Masatoshi Tokita, Takeshi Nishida, Tsuyoshi Yamamoto. Prevention of Chronic
Lung Disease in Neonates using Neurally Adjusted Ventilatory Assist (NAVA). Japan Evidence
Based Neonatology (JEBNeo) CoSTR for the Guidelines for Clinical Practice Guidelines for
Prevention and Treatment of Chronic Lung Disease of Preterm Infants. (CQ205-1) Aug 2024.

Conflict of interest (COI: FI#f1HR):
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FHCOZOMRASH T VFEFLIDEENZIEZZIT TS,

Clinical question (CQ)

REMATIFIRSRERZE I DRE R (TEMRBEE 37 BRBTHE)ICHWLT. NAVA ([CKD AR
BEZITDO 2L MMDHSPDEBMRDATRR[E— FCKDATHIRGFEREZITD L LT,
4RI SRR EOSHIEOREZ RV T DN ?

PICOT
Population:
(REREIICELD) ALWTIREREZEIDRER (MBS 37 BXRiE ChE)
Intervention:
NAVA (CKDATMIREGREEZITDS
Comparators:
NAVA BSDREFARA THKUEC L DERZITD 2

Outcomes (importance 1-9):
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FETRFEER, BPD36 %, FETTIRET orBPD36 %R, AT IFIREIERARE, HOT =,
IFIRAIRRYIERR (PIP, FiO2,_Edi peak 7&&) , air leak, IVH, Edi h7(CKDEE (BEFLRE)
Type of studies (study designs), Language, Time, etc:
S > IMELEEERER, SRR,
Definitions, other notes for PICOT:
S >4 IMELEBEHERANDIEEAND T A = > T (FRIDIRN,
MREBE(CIEHERZSOAR TH > CE—EREE(L include I3,
MRBEN NICU ABERTHDATICIRD.
WMEEETH D NAVA IS EFARXNITH#ESIEE. ACV (Assist Control Ventilation),
SIMV(Synchronized Intermittent Mandatory Ventilation), PRVC(Pressure Regulated Volume
Control), SIMV + PS(Pressure Support), PSV(Pressure Support Ventilation)& U, S=BE1ZE
a5, (Volume Targeted Ventilation: VTV, 5l volume guarantee &) DOBEEZ[BDRL, HFO
(FXTEERRE & LTTARFR(EEF IR0,
14 RIEMAERE (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{&Z1E:E
# 36 BICHWTHERIZSA® CPAP > A THIRES (C KD IFIRAHEINDMEIPIREE, A SFEETICLD
T —HDFEDIR(C (L JEBNeo DERERICHED.

BIFDHESE:
AN

SEIDHERE (F)

BEROEEN A TIFIREEDOBER(CHS VT, HiEREHMENIES (Neurally Adjusted Ventilatory
Assist: NAVA) ([CKDEI(F. MORFARXDATIRRE— RCIXDIBEELLERKITDE. RARSEZ T
BDNRIFIRENTNDEDD, i RIEHMEEB>ETDMOESHAE(CH T DEMMEDZECE T D727/ T
EF> X320\, BEOIREDMROEE - AitEZR U CBRIDIEZRERTD. (BLIEE. 3FE
(CEWIEST > RDOEERM) .

MEZRAENEBIIRS (Neurally adjusted ventilatory assist : NAVA) & (&

NAVA (&, RGO SEIRIEAGD DiElRRESEYES) (Diaphragm Electrical Activity : EAdi) %=
FAL THREIIDS =20, IRRUE. IR, BREREZRETTDIALIFREE— R THD. &
BOWIREH (IS U IR ZITD CENTE. BEEATMTIRZEOIFEEAZER T D EH R SN
Do
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Evidence update CoSTR summary

BERICW I D NAVA ZHWC A THFIRERE(CDULTO SR (&, Cochrane (Rossor 2017) MSikeE
SNTVD, LU, ARG 1 #RD RCT OHNFERIIRERD . N TIFIREIRERR, ¥4 B84 mZR

. TOMDEHIEIRE(CDNWTEREZROIRERTHDE. 2024 F(C. BEIR(CH I D NAVA (C

B9 21272 SR (Lefevere 2024) MIRESHN. MRETDHERT T A > ZFRVNTSEIDMERIER (CH T
2 PICO &—HLTHD. =% SR ZE(C update DXHMEZRZIT D1z, BIDOXBMRERDIER. i/
N E LSy gRAVASY il

Lefevere 5@ SR Tl&. NAVA ([CLDATLITIREFER SMiDORFARBEK[E— FZAVC A TR ER
EDHERICHVT, FETFZ(SFHEIREUMER. TOMOEME. HBITRMHEIERM. ARBMECER
EZ(EFRDSNEMN DIz, U T. BERICH TS NAVA ZRVVC ATHIREFER(CDUVLT, ERE
MR B> Z DD EHFENDEMNECDNTHRRIEST > X (FRW EfEm DTz, —A T ALK
BEEPORARIRIUECDVTIE. NAVA [CKDEERDAHMEDIISUE S LB U TRETFNER(TEL
RERD, FERANRIEE CIIMRENRZEIE CTHD T ENAFEND I EN S, BREBDIKEDEERDAK
#l - A EERU GERIDIRMZERUCIRRE UL

IR T FEERECH > T IV DA XD RESNTWDEDIER BT ET > ADOEESEEIT D EEEBIC,
BEFRICBIIDBIECHRRIET ANV &, BRMNMDROBRECSERBEIDINENGDZ
ENS. —ROFERAGHREEIHOHRCE LD,

B SR (CRALT
BXFdD SR @ Citation

Julie Lefevere et al. Neurally adjusted ventilatory assist in preterm infants: A systematic

review and meta-analysis. Pediatric Pulmonology. 2024; 59(7):1862-70.

BIFD SR DF EH

e 37 BXREDRER(CH I dHEREmTES (NAVA) SMMDRERELATRSIOMRZ LR UIZS
ATRTAVILELI—THD. 52 MELLBRERE LVHES A MERHERE W R E LTz,
FE7D MOAR EIE 36 BEFRICHITDIRTEHT(IFERIEBEMEE. FEITIMHEIEAR. 2 mREFOH
BFRIETR T, BIRNI7D AL BEEQEAMIRUERRNERIE THh DT,
&5t 191 AORARZMRE U 7 HORBENEFEN. 5 HES>F MEOORA—/—ER. 2 4 (EALAT
S MR TH D T,
FEVD MALATHDHEFZ(EIREREBEMER (RR: 1.08. 95%CI : 0.33-3.55) (CARZEFERO
5N, ATHFIREEEFORARTE(E NAVA DIFHMEDEBRIUER D EBRICEN D TZ(MD -
1.83cmH20 [95%CI : -2.95~-0.71] ) . fROERKRIIERIFEIZ (I ATLITIRICEE I DERIFICE(FFRH SN
o7z,
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NAVA OfER(E, MOEFRTA THR S B U CIHRTME RIBEMEERDY X VR B D L34
Mozt REFENRER TH DI, TEFT > ROEREFEL . FHNS LURANIGERZR
HIDEHICE. KDARFIRIRARDNHBE THD E SN,

BIf7MD SR D AMSTR FHEHAERDFE & &

1 PICO D& YES
2 T3EDIRIR YES
3 BRIREAE YES
4 HEFER SCIMRZR YES
5 AZTER YES
6 T — YES
7 BROMATT YES
8 GiESOEES i [ HwN YES
9 C CDHAFTDI A 77 A XI5 RCT YES
10 | &SR YES
11 | XFDHFE RCT YES
12 | XD A 77U XI5l YES
13 | RN/ AT RAURDERE YES
14 | EE&H% YES
15 | B/ (A7 R YES
16 | Fl@EER YES

AMSTAR 2 TIZ 15IBEH® 0IBBA' [Nol . ERIAR 7IEETI(E [Nol OfER(FIEM DT,

X7 SR D PICOT
P: 3R 37 BUARTICHRAE UERER
HAENS NICU ZiRBT 92 F CORAM THINUEI KU, IAFTMRES (CIEHER EBERNEFND
Ba. PEROIIEHATRIREED 80% U LTHDH . BERICET DT —IMMER (CIRESN
TLWNUE. ZOHRFREHRET B,
I: RENG (REAF1I—TZAVZ) HEREHEESK (NAVA) ([CLDATITIRIFER
C: BDHSPBIEBMAE— FZANWCATIFREEE S LT, ACV, SIMV. PRVC, SIMV+PS, PSV
12E, FHIIRETZIEND MIUH—(CK>TESND. BIEHRILE (VG) DBEEZRINDIA,
O : &k
o FETFZ(IFERIBIEIET (IEIE 368) DEEST T MHA
0 HEMFIRAHBNHARS
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0 2 iRIFDOMIFEFIETR (Bayley XI77)
EIWNGRL R
o HARU\SA—% . FHYKJEANE (MAP) . =ARSE (PIP) . —EHaRZE (TV) . FO,
0 IR\ A—5F— : IHIKEL. pCO2
o HERHARIP DR —BMLRERIME. S _BERERMEDOTIEY — R
o ZiEREARE TR DITIR{TSEE (WOB)
o ZBRHARE THFDEEZRILIEER (OI) : (MAP X FiO,x100)/p0O,
o EREARIRDIFEAMTEY — R
o MITENRE/\S XA —4 : MiE. (B2
0 ZEEREARE TR DERIB R (FRIRRED L)L
0 AL MIRDHAR]
o ¥R ABHAR]
o IFYU—DDFRLERX (K. JBE. MEEMKE) . EEORMAENm (JL—RIIFLZENVD
Intraventricular Hemorrhage (IVH)) ZE/z(& Periventricular Leukomalacia (PVL)DFEAER

o $EAFRIDER DB ES JOMEAEAR
0 ABt-RDEFEFIETER
o MTEIRIEMEIMRBZ 4 D ER 28 HOERFR
o0 FEENSEEOHERIEIEMRBZ M DIELE 36 BOEFR

MRAFTRDIERE 1 S MES KVES A IMELEEEER (RCT) o

MifTEFELLEGRER & VO R A — /) —HBROM A ZE0.
Y5k Database : CENTRAL, MEDLINE, EMBASE, clinicaltrials.gov, clinicaltrialsregister.eu,
ANZCTR
RZREEF : #)[@ 2020.10. ¥ 2022.3, E¥7 2023.4

BEFD SR DFER

7 HFOAFTANSEN. 191 ADRBRAWRER D2, NAVA (KD AT EIR & R IR
BREEEDLERICENT, EEBTDI MATHIFRTFTIFHERIEEMER(CBEE (FRH SN D
2o BRAIRKUECDWVTIE, NAVA (CXBMTIRERDAHMBOITUE LB U CTERICEN D 1z, 7oAt
DT I BAALCDODVNTIFEREZRDT . BEFRORIEAEZIBR TN DT

ERSINZ 7 40z EZ7OBIE. Risk of bias assessment summary table & 25% SR h'55|FH U

T I D, Risk of bias assessment Tl&. LWINDIAFRE [Highl Fiz(E [Some concerns] (Ca%
IBEDTHDo I,
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BIfFD SR [CHITDHRAFRDE 8D
(A) Characteristics of included crossover randomized controlled trials
Study ID Population Intervention Comparator Outcomes
Mean (SD) GA at
Author (year) Country Sample size  birth (weeks) Settings Duration (h) Settings Procedural
Chen (2013) China 10 32.7 (1.7) NAVA 1 SIMV (VC) MAP, PIP, TV, FiO, RR, Edi peak, pCO;,
level 0.5-1 TV 5-6 WOB, OI, HR, BP
PEEP 5-6 PEEP 5-6
Hunt (2020) UK 18 25.8 (1.8) NAVA 2 PAV MAP, TV, FiO, RR, Edi peak, pCO>, OI
level set to match baseline elastic unloading to return
pressure curve and to normal compliance
for Edi 5-15 PEEP as during baseline
PEEP as during baseline ventilation
ventilation
Lee (2012) Korea 19 29.1 (3.4) NAVA 4 SIMV + PS MAP, PIP, TV, FiO2, RR, Edi peak, pCO-,
level 0.3-1.5, adjusted to adjusted to maintain WOB, HR, Sat, Desats
achieve same minute consistent EtCO, values
ventilation volumes as PEEP identical as NAVA
during baseline
ventilation
PEEP identical as control
Rosterman USA 22 27.8 (4.2) NAVA 12 SIMV + PS MAP, PIP, TV, FiO2, RR, pCO,, WOB,
(2018) level sat to match SIMV No information on settings HR, BP, Sat
pressure curve and tor
Edi 5-15
Shetty (2017) UK 9 24.8 (1.7) NAVA 1 PC MAP, PIP, TV, FiO», RR, Edi peak, OI,

level set to match baseline
pressure curve and

for Edi 5-15
PEEP 4-5

same as baseline settings

PEEP 4-5

Desats
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(B) Characteristics of included parallel group randomized trials
Study ID Population Intervention Comparator Outcomes
Mean (SD) GA at
Author birth Death Total duration of Bayley 2
(year) (weeks) or BPD respiratory years
Country Sample NAVA Control Settings Settings support Short term clinical
size

Kallio Finland 60 31.7 31.6 NAVA level set to match PC set to achieve TV Yes No No Duration of MV, LOS, air
(2016) (2.8) (2.5) previous mode 4-6 ml/kg PEEP 4-5 leak,

pressure curve and for sedatives, mortality,

Edi 5-15 BPD 36w

Fang Taiwan 53 29.0 28.5 NAVA SIMV % PS Yes No No Duration of MV, LOS, air
(2022) (0.3) (0.8) level determined by PIP for tidal volume leak,

Abbreviations:

Bayley 2 years, score on Bayleys scales of infant and toddler development at corrected age of 2 years; BP, blood pressure; BPD, brochopulmonary dysplasia; BPD 36w,

titration
procedure (breakpoint)
PEEP 5

3-6 ml/kg
PEEP 4-5

sedatives, mortality,

BPD 36w

BPD diagnoses at gestational age of 36 weeks; Desats, amount of desaturations; Edi, electrical diaphragmatic activity; EtCO2, end-tidal partial pressure of carbon dioxide;

FiO2, fraction of inspired oxygen; GA, gestational age; HR, heart rate; LOS, length of hospital stay; MAP, mean airway pressure; MV, mechanical ventilation;

NAVA, neurally adjusted ventilatory assist; NAVA level (cmH20/microV); OI, oxygenation index; PaP, pressure above PEEP (cmH20); PAV, proportional assist ventilation;

PC, pressure-controlled ventilation; PEEP, positive end expiratory pressure (cmH20); PIP, peak inspiratory pressure; PS, pressure support; RR, respiratory rate; Sat, oxygen saturation;

SIMV, synchronized intermittent mandatory ventilation; TV, tidal volume (ml/kg); VC, volume control; WOB, work of breathing
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L X )\A 77 Z5H4ih
Figure 1 Risk of bias assessment summary table using Rob 2.0 tool.
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Domains: Judgement:
D1: Bias arising from the randomization process. . High
D2: Bias due to deviations from intended intervention. @ Some concerns
D3: Bias due to missing outcome data.
L . Low
D4: Bias in measurement of the outcome.

D5: Bias in selection of the reported result.
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(((((("Respiration, Artificial"[Mesh]) OR (ventil*[tiab])) OR (respir*[tiab])) AND
((((synchronis*[tiab]) OR (synchroniz*[tiab])) OR (trigger*[tiab])) OR (interactive[tiab]))) OR
("Interactive Ventilatory Support"[Mesh]))
AND
((("Infant, premature"[Mesh]) OR (((((preterm[tiab] OR premature*[tiab])))) AND (((newborn*[tiab]
OR neonat*[tiab] OR infant*[tiab] OR baby[tiab] OR babies[tiab]))))) OR ((preterms[tiab] OR
prematures([tiab]))))
AND
(((NAVA[tiab]) OR (neurally adjusted[tiab])) OR (diaphragm*[tiab]))
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HRERAAR - 1RRE
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XERRA U —Z > DFFH

BRI EY hR

C4 iR

1RROV—-Z0%R 1R

(BRFMER : 2 #R NIV-NAVA [CDUT. 1 #R PDA il DR ERHIER)

2RROV—Z2D%ER @ 0w
(BRSMER : 1R BIfFD SR [CEFENS)

SIRIAFTDE £
SENIEENY

Bt SR DFER LIEIGRX DIERDRS
Update ([CKDBINFANIRL . BAFD SR DIERDEFETH D,

TERDF LD

BINXER /R Izfzsd. BEFD SR DfERZ LT Do
PO MAALAZ EOEREITERODEDTHD. FEREEICDWLT(E. Summary of findings with

Page 11 of 22

certainty of evidence (GRADE),Z=i5% SR K D5 L TBFHT D, MDIEBICDLTI(E, HZ SR ZE
BoC L,
I AL AR | BEEK UERUEYIES TEF>RD
M=
Death or BPD 2 113 RR 1.08 [95%CI 0.33, 3.55] Low
Peak inspiratory 4 120 MD -1.83 [95%CI -2.95, -0.71] Moderate
pressure(cmH,0)
Duration of mechanical 2 113 MD -4.51 [95%CI -14.29, 5.27] Very low
ventilation
Oxygenation index (%1) 2 54 MD 1.06 [95%CI -5.43, 3.3] Very low
BPD at 36 weeks 2 113 RR 1.04 [95%CI 0.25, 4.33] -
Mortality 2 113 RR 2.08 [95%CI 0.20, 21.55] -
Mean airway pressure 5 156 MD -0.30 [95%CI -0.82, 0.22] -
Tidal volume 5 156 MD -0.54 [95%CI -1.27, 0.29] -
FiO, 5 156 MD -2.90 [95%CI -6.98, 1.17] -
Respiratory rate 5 156 MD -1.42 [95%CI -10.04, 7.20] -
pCO, 5 138 MD 0.74 [95%CI -2.02, 3.49] -
Oxygen saturation 2 82 MD 0.26 [95%CI -1.11, 1.63] -
Work of breathing 2 64 MD -0.08 [95%CI -0.17, 0.02] -
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Ol (3%2) 5 156 | MD -0.30 [95%CI -0.82, 0.22] -
Edi 4 112 MD -2.37 [95%CI -4.92, 0.18] -
Length of hospital stay 2 113 MD -2.10 [95%CI -10.07, 5.87] -
Air Leak 2 113 | RR 0.70 [95%CI 0.19, 2.52] -
HR 2 82 MD 0.38 [95%CI -4.84, 5.6] -
Blood Pressure 1 22 MD 0.00 [95%CI -4.52, 4.52] -

(3¢1) parallel group randomized trial T%3 2 DDIHREMNSHTUTFER  (3%2) parallel group
randomized trial & crossover randomized controlled trial #&E 5 DDIHREH ST UTEFER

Forest plot of comparison: NAVA vs. Other MV
* Review Manager 5.4 iRz {ER U TIERX

Death or BPD

NAVA Other MV Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fang 2022 9 26 12 27 77.2% 0.78[0.40,1.53]
Kallio 2016 3 29 1 31 228% 3.21[0.35, 29.11) *
Total (95% CI) 55 58 100.0% 1.08 [0.33, 3.55] ‘
Total events 12 13
Heterogeneity: Tau®= 0.36; Chi*=1.52, df=1 (P=0.22); F= 34% I t t {
i 0.01 01 10 100
Testfor overall effect. Z=0.12 (P = 0.91) Favours [NAVA] Favours [Other MV]
Peak Inspiratory Pressure
NAVA Other MV Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2013 13.2 22 10 151 21 10 354% -1.90[-3.79,-0.01] —
Lee 2012 125 27 19 135 34 19 33.0% -1.00[-2.95 095 B
Rosterman 2018 17.78 4.4 22 1994 4.06 22 201% -2.16[-4.66,0.34) i
Shetty 2017 16.72 4 9 2013 31 9 11.5% -3.41[6.72,-0.10] —
Total (95% CI) 60 60 100.0% -1.83[-2.95,-0.71] <&
Heterogeneity: Tau®= 0.00; Chi*=1.64, df= 3 (P= 0.65), F= 0% t

Test for overall effect: Z= 3.20 (P = 0.001)

A0 -5 0 5 10
Favours [NAVA] Favours [control]

Air Leak
NAVA Other MV Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fang 2022 0 26 1 27 16.6% 0.35(0.01,8.12) . ]
Kallio 2016 3 29 4 31 83.4% 0.80[0.20, 3.28)
Total (95% CI) 55 58 100.0% 0.70[0.19, 2.52]
Total events 3 5

Heterogeneity. Tau®*= 0.00, Chi*=0.23, df=1 (P=0.63), F=0% ?0 01
Test for overall effect: Z= 0.55 (P = 0.58) ’

BPD at 36 week

0.1 1 10 100

Favours [experimental] Favours [control]
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NAVA Other MV Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Fang 2022 7 26 1 27 71.3% 0.66 [0.30, 1.44] ——
Kallio 2016 3 29 1 31 287% 3.21[0.35,29.11] b
Total (95% CI) 55 58 100.0% 1.04 [0.25, 4.33] ’—
Total events 10 12
Heterogeneity: Tau*= 0.59; Chi*=1.82,df=1 (P=0.18); F= 45% '0 0 0=1 110 1003
Testfor overall effect Z= 0.05 (P = 0.96) Favours [experimental] Favours [control]
Duration of mechanical ventilation
NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fang 2022 7.73 236 26 17.26 365 27 497% -953[-11.18,-7.88) o
Kallio 2016 1.76 1.47 29 131 118 31 50.3% 0.45[-0.23,1.13)
Total (95% CI) 55 58 100.0% -4.51[-14.29,5.27]
Heterogeneity: Tau®= 49.39; Chi*=120.43, df=1 (P < 0.00001); F= 99% ?_1 00 -EEU ) 550 100’
Testfor overall effect: 2= 0.90 (P = 0.37) Favours [experimental] Favours [control]
Length of hospital stay
NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Fang 2022 568 4.16 26 618 472 27 66.3% -5.00[-7.39,-2.61) [i]
Kallio 2016 212 2105 29 176 1787 31 337% 3.60[6.31,1351)
Total (95% CI) 55 58 100.0% -2.10[-10.07,5.87]
Heterogeneity: Tau*= 23.44, Chi*=2.73,df=1 (P=0.10); F=63% I + T + J
P _ -100 -50 0 50 100
Testfor overall effect: Z= 0.52 (P = 0.61) Favours [experimental] Favours [control]
Mortality
NAVA Other MV Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Fang 2022 2 26 1 27 100.0% 2.08 [0.20, 21.55)
Kallio 2016 0 29 0 N Not estimable
Total (95% CI) 55 58 100.0% 2.08 [0.20, 21.55] e EE—
Total events 2 1
Heterogeneity: Not applicable I t t {
2l _ 0.01 01 10 100
Testfor overall effect: Z=0.61 (P = 0.54) Favours [experimental] Favours [control]
pCO2
NAVA Other MV Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2013 408 87 10 408 71 10 157% 0.00 [-6.96, 6.96)
Hunt 2020 66 129 18 66.8 135 18 10.2% -0.80[9.43,7.83)
Lee 2012 47 8 19 47 7 19 33.2% 0.00 [-4.78,4.78)
Rosterman 2018 54 5 22 52 9 22 41.0% 2.00[-2.30, 6.30)
Total (95% CI) 69 69 100.0% 0.74 [-2.02, 3.49]
Heterogeneity: Tau®= 0.00; Chi*= 0.59, df= 3 (P = 0.90); F=0% =_1 00 _530 3 530 1005

Test for overall effect: Z=0.53 (P = 0.60)

Edi

Favours [experimental] Favours [control]
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NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2013 81 46 10 11.4 101 10 13.8% -3.30[-10.18,3.58]
Hunt 2020 13 6.4 18 153 99 18 220% -2.30[7.75,3.15)
Lee 2012 114 55 19 134 57 19 51.3% -2.00[5.56,1.56)
Shetty 2017 1.1 37 9 1406 102 9 130% -296[-10.05 4.13)
Total (95% CI) 56 56 100.0% -2.37[-4.92,0.18]

I 1
T

-100 -50 0 50 100
Favours [experimental] Favours [control]

Heterogeneity: Tau*= 0.00, Chi*=0.14, df= 3 (P=0.99), F= 0%
Test for overall effect: Z=1.82 (P=0.07)

Mean Airway Pressure

NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2013 89 12 10 93 18 10 152%  -0.40[-1.74,0.94]
Hunt 2020 81 34 18 78 32 18  59% 0.30 [-1.86, 2.46)
Lee 2012 8 1.2 19 8 13 19 428% 0.00 [-0.80, 0.80)
Rosterman 2018 1057 2.31 22 1056 2.01 22 16.6% 0.01 [-1.27,1.29]
Shetty 2017 92 1.2 9 1053 135 9 195% -1.33[251,-015)

Total (95% Cl) 78 78 100.0% -0.30[-0.82,0.22]
Heterogeneity: Tau*= 0.00; Chi*= 4.02, df= 4 (P=0.40), F= 0% I
Test for overall effect. Z=1.13 (P = 0.26)

-100 -50 0 50 100
Favours [experimental] Favours [control]

Tidal Volume

NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean _ SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2013 89 1.2 10 93 18 10 152% -0.40[1.74,094]
Hunt 2020 81 34 18 78 3.2 18  58% 0.30 [-1.86, 2.46]
Lee 2012 8 12 19 8 13 19 428% 0.00 [-0.80, 0.80]
Rosterman 2018 1057 2.31 22 1056 2.01 22 16.6% 0.01 [-1.27,1.29]
Shetty 2017 92 1.2 9 1053 135 9 195% -1.33[251,-0.19]
Total (95% CI) 78 78 100.0% -0.30[-0.82,0.22]

Heterogeneity: Tau*= 0.00; Chi*= 4.02, df= 4 (P = 0.40), F= 0%

Test for overall effect Z=1.13 (P = 0.26) =100 50 0 0 100

Favours [experimental] Favours [control]

Oxygenation Index

NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean  SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2013 89 12 10 93 18 10 152% -040[1.74,094]
Hunt 2020 81 34 18 78 32 18 59% 0.30 [-1.86, 2.46]
Lee 2012 8 12 18 g8 13 19 428% 0.00 [-0.80, 0.80]
Rosterman 2018 1057 2.31 22 1056 2.01 22 16.6% 0.01 [-1.27,1.29]
Shetty 2017 92 1.2 9 1053 1.35 9 195% -1.33[251,-015]
Total (95% CI) 78 78 100.0% -0.30[-0.82,0.22]

Heterogeneity: Tau*= 0.00; Chi*= 4.02, df= 4 (P=0.40); F= 0%

Test for overall effect: Z=1.13 (P = 0.26) 100 -0 ¢ 50 109

Favours [experimental] Favours [control]

FiO,
NAVA Other MV Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight [V, Random, 95% CI IV, Random, 95% CI
Chen 2013 383 8.2 10 543 20 10 7.9% -16.00[-29.40,-2.60)
Hunt 2020 37 13 18 38 15 18 144% -200[1117,717)
Lee 2012 251 49 19 254 54 19 397% -0.30 [-3.58, 2.98]
Rosterman 2018 338 85 22 349 87 22 27.7% -1.10[-6.48, 4.28]
Shetty 2017 3 8 9 45 155 9 103% -9.00[-2040,2.40)
Total (95% CI) 78 78 100.0% -2.90 [-6.98, 1.17]

100 -50 0 50 100
Favours [experimental] Favours [control]

Heterogeneity: Tau*=8.11, Chi*=6.70, df= 4 (P = 0.15), F= 40%
Test for overall effect: Z=1.40 (P = 0.16)
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Respiratory Rate

NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean_SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2013 657 10 10 766 225 10 138% -10.90[-26.16, 4.36] B
Hunt 2020 56 9 18 66 8 18 22.0% -10.00[15.56,-4.44] -
Lee 2012 53 1 19 54 9 19 21.4% -1.00[-7.39,5.39) =
Rosterman 2018 523 7.4 22 396 129 22 215% 12.70(6.49,1891)] -
Shetty 2017 5051 7.3 9 5163 63 9 21.4% -1.12[-7.42,5.18) =
Total (95% CI) 78 78 100.0% -1.42[-10.04,7.20] ?
Heterogeneity: Tau®= 79.95; Chi*= 30.33, df= 4 (P < 0.00001), F=87% I t 1 + |
Testf ll effect Z=0.32 (P = 0.75 gL - g = L
estfor overall effect: Z= 0.32 (P = 0.75) Favours [experimental] Favours [control]

Oxygen Saturation

NAVA Other MV Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Lee 2012 96.2 45 19 947 58 19 17.2% 1.50 [-1.80, 4.80]
Rosterman 2018 95 2 22 95 3 22 828% 0.00[-1.51,1.51]
Total (95% CI) 41 41 100.0% 0.26 [-1.11, 1.63]

100 -50 0 50 100
Favours [experimental] Favours [control]

Heterogeneity: Tau*= 0.00; Chi*= 0.66, df=1 (P=0.42), F=0%
Test for overall effect Z=0.37 (P=0.71)

Work of Breathing

NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Chen 2013 0.237 0.086 10 03 017 10 655% -0.06[-0.18, 0.06)
Rosterman 2018 058 028 22 068 027 22 345% -010[-0.26,0.06)
Total (95% CI) 32 32 100.0% -0.08[-0.17,0.02]

100 -50 0 50 100
Favours [experimental] Favours [control]

Heterogeneity: Tau*= 0.00; Chi*=0.13,df=1 (P=0.72), F= 0%
Test for overall effect Z=155(P=012)

Heaert Rate

NAVA Other MV Mean Difference Mean Difference
Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% CI IV, Random, 95% CI
Lee 2012 1559 136 19 1546 16.6 19 293% 1.30[-8.35,10.95)
Rosterman 2018 156 10 22 156 1" 22 70.7% 0.00[-6.21,6.21)
Total (95% CI) M 41 100.0% 0.38 [-4.84, 5.60]

Heterogeneity: Tau*= 0.00; Chi*=0.05,df=1 (P=082), F=0%

Test for overall effect. Z=0.14 (P=0.89) 1o 50 " & 104

Favours [experimental] Favours [control]

Blood Pressure

NAVA Other MV Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Rosterman 2018 55 9 22 55 6 22 100.0% 0.00[-4.52,4.52)
Total (95% CI) 22 22 100.0% 0.00 [-4.52, 4.52]
Heterogeneity: Not applicable a 00 _5'0 ﬁ 5'0 100.

Test for overall effect Z=0.00 (P =1.00) Favours [experimental] Favours [control]
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Grade EP table
NAVA compared to other MV

=D (Certainty assessment) REGIEL
IEF>RD

Libg) #&xd |
B (95% CI) (95% CI)

Death or BPD

2 SN = @ BT | BT | IERSEA P 12U 12/55 13/58 RR 1.08 18 more per 1,000 a000 X
{batBg (21.8%) (22.4%) (0.33 to 3.55) (from 150 fewer to 572 more) FEEICEN
Peak inspiratory pressure
4 S>H A 37l BT | BT 37 AN 60 60 - MD 1.83 lower ®d00 5
1EatER (from 2.95 lower to 0.71 lower) &
Air Leak
2 SN = @ BT | BT | ERCEA P 72U | 3/55 (5.5%) | 5/58 (8.6%) RR 0.70 26 fewer per 1,000 &O00 =X
1bHER (0.19 to 2.52) (from 70 fewer to 131 more) BT
BPD at 36 weeks
2 S>A A 37 # BTN | IERSEA P AN 10/55 12/58 RR 1.04 8 more per 1,000 &0O00 X
{batBa (18.2%) (20.7%) (0.25 to 4.33) (from 155 fewer to 689 more) FEEICIE
Duration of mechanical ventilation
2 SIAN | EBCRA | FFRSEAT | FHITRV H 9 N 55 58 - MD 4.51 lower &0O00 X
1E5tER (from 14.29 lower to 5.27 lower) IEE (K

Length of hospital stay
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IEF>RAD
H3E

SAFPR 18 R
= AiatE _ NAVA other MV
URo 5 (95% CI) (95% CI)

2 S>3 N 37l = BTN | 9 AN - MD 2.1 lower ®000 X
esin s (from 10.07 lower to 5.87 lower) IER(TIK
Mortality
2 SN = @ FRZITIRN FEATRW | IERITEA ° NV 2/55 (3.6%) | 1/58 (1.7%) RR 2.08 19 more per 1,000 OO0 BX
1bHER (0.20 to 21.55) (from 14 fewer to 354 more) FEE (TR
pCO2
4 S>A A #Zl 2 EZITRRN FAITIRON FA 9 12U 69 69 - MD 0.74 higher 1 0@) BE
ey (from 2.02 lower to 3.49 higher) 1%
Edi
4 SN = @ FAITIRN EZITIRON S ANV 56 56 - MD 2.37 lower 00 EEE2)
{rRER (from 4.92 lower to 0.18 higher) 1%
Mean airway pressure
5 SN = @ FAITIR EZITIRON S U 78 78 - MD 0.3 lower OO0 5B
it (from 0.82 lower to 0.22 higher) 1%
Tidal volume
5 SN R @ w2 ¢ RZ TR 37 U 78 78 - MD 0.54 lower o000 B5E
e5in (from 1.27 lower to 0.2 higher) IEFE (IR
Oxygenation index
5 SOAL | IERBISEAN | FRTRG | FEATRO) 27 U 78 78 - MD 0.3 lower e0O00 B5E
{batEs (from 0.82 lower to 0.22 higher) IEE (T

FiO02
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IEF>RD

%R 1 TRt
» ' ) NAVA other MV
FHA> ; (95% CI) (95% CI)

5 S>3 N ) = BTN | 9 AN - MD 2.9 lower ®000 5
esin s (from 6.98 lower to 1.17 higher) IER(TIK
Respiratory rate
5 S>H N ) ERCEA " | ETRW | 9 AN 78 78 - MD 1.42 lower ®000 5
it (from 10.04 lower to 7.2 higher) FIR(TIK
Oxygen saturation
2 SN = @ FATIRN EZITIRON I ANV 41 41 - MD 0.26 higher 00 EEE2)
it (from 1.11 lower to 1.63 higher) [
Work of breathing
2 S>A A #Zl 2 EZITRRN FAITIRN FA 9 12U 32 32 - MD 0.08 lower OO0 BE
ey (from 0.17 lower to 0.02 higher) 1%
Heart rate
2 SN R @ ZFEATRY | ERITRULY R 9 U 41 41 - MD 0.38 higher 1100) B5E
(B (from 4.84 lower to 5.6 higher) 1%
Blood pressure
1 SN = @ FAITIRN EZITIRON S U 22 22 - MD O 00 5B
e5in (from 4.52 lower to 4.52 higher) 1K

CI: {S38XM[H); MD: Fi9%; RR: UX L

B
a. IREZFEAL TS, BERMENERTHS.
b. B> TILHA IR, Ffz. 95%CI AVEL.
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c. U2 TIB A AN

d. 2 i'En

e. MIRERZEALTVDIzh. ERMENRETH D, F/fo. Kallio2016 (& NAVA DERANSRE TNz & IRERENTSNIAN D /22 & T NAVA TOBSKEREINE</IRD, ZEUalgEkh .
f. 12 IR CHN

g. BTG 0, Eie, EFBEXEN 0 BBELTD

h. MRS Z @A L TLWBs. BRIENEETHSD. E/. Hunt2020. Shetty2017 (& pO2 BIEEEMMEBRMNSE TS
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SEIDHRE () DOES

BERDOEEN A TITFIREEOBER(CHSV T, HHEREMENIES (Neurally Adjusted Ventilatory
Assist: NAVA) (CXDEE(E. MMORRAKXDATIE— RICLDIEELLERTDE. |RARIUEZ T
DMRIFTRESNTNDEDD., & BEHAMER>ZDMODEHIE(CX T DBMEDEICE T D +D/AT
EF> X320, BEOREDMROAEE - AitEZR U CERIDIEZRERETD. (BHVIEER, 3FE
(CEWIET > RDOERM) .

TEF> XD SHEREA

WRANEEDSZERS

- AR CQ (CEWD AR T=ZH# (L. Cochrane @ SR (Rossor 2017) MRESNTHD. 1 KD RCT L
W<, ARSI, EREBMMER. TOMOEMHERE(CDVWTEREZROIRVERTH
Dfz. AR - RERICH TS NAVA DFEAFA U DIBX TLWDIERMNSD D, MRHEGBEX TL\DE
REMEN DDz, BERZMRE Uz NAVA (CKD AR & foEFERA TRz EE 9D RCT. 0
AA—)\—RF, BEARZESOIHITIR SR DEMZEBIE Uz, TOEZEFR(C, Ffz/8 SR (Lefevere
2024) MERESN. WRETIHEBET T 2RV TEMNE L TLVEZ PICO E—EULTHD. HEZSR &
E=Y i Nl IS Pl O [

- Lefevere 5@ SR D update ZHA M. NXEMERDIER. FICRXEEFROHSNBMN DI,

- Lefevere 5®M SR T(d. NAVA ([C KD ATITRZZEIE EMMDERFHTNA TIFIREEE EDEE(CHUNT,
FRUFTIFHERBEMER. TOMOESHIE. HIFIRMEENEAM. ARBRE CERZESROH SN D
e ENS. FERIEBEHMEREDCZEDMOSHIE(CH T DEMMDE(CEAT DI THNRIET > X (FRn&
fERDT T,

- =T, RRRSKECDNT(E. NAVA D7 HMBOHSUE £ BB U THRETFIERICIRVER 7320
fzo BARTEDIERIE. NAVA DRFAMDRE(CKDHBATEZAAMNS D (Alander 2011) . B
FEMPIR & A TIFIROIEFEFAN A TR EREAROLE RS HIE (C D/AN D EIREMED. IERFHDIEIRKIC K D
SHEDORVNEIF TET D &R LIREkE (Blanch 2015, Greenough 2016) MSRIEENTLS,
NAVA (& CMV &ELEE L CTERFIR EDRAMNRVEIRE (Mengfan 2022) 2SN THD. ERIVIC(E
NAVA [CKDRERDODMEEMER T D EMEFSNDIN. CNFTORKAF T (XREEDREERRT
D NALZEHET D E(FRENTULVRL, SEID SR OMKRIFTER 37 BREDRELZ THDIN. ik
RISHMREREOSHIEORIEC(E. EiBE. HARE, MEREFREX. 8K 04 MMESOEER
ERRZRBRNBEFRT D ENS. TSRDERKRAFTDEIRIC K DB TI)L—TRATEOFHMI AR E]
REETRD. NAVA ([CKDREERAEHEDTFHNRZRT ZENTETDINELINVRN, REFATE. ETE
FZ (3 E RIEMMERED Y R TDET (CED/MSIRNEHIB L DD, BERICHITIFHRTCFHIIEIHER
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BEMERBRDIXDVDET (FEBERRECTHDENS., BEDIRREMEEOAS - SitEZRE U GER
ITRIRMEKRUITIREL UL,

- WVWIFNIELTE, HERECH > T)LH A KM < Risk of bias assessment DFEREHEFZ T, IF
BICEWIEFT > ROEES.E UL,

- IREFTD NAVA O3PR (S ATIFIREFERRORARKEZ D =D &V DSREEARIEIRDH RSN T
ED. AEAFEANDBIMEOIEST XN RENTLVRL,. UM U, KRR LOEEETHD. SHHE
1R EDPESHRBADARHBEDWMEERNC ENS, SEROBKRATOERBICIDBMEN REND L
ANDEFEIADH T, ERITDCEZIERT D] LRMSHRRIRZHEAL. HVHERZITS LU,

- 12720, NAVA [C KD AT MHIRSFEIRDEMC(E NAVA ZHE3 9 2FHADATFREEE Edi h7—F)L
OEANBETEADOIR MEBEURIINUIRST . [BEBOIRREMEROAE - BitZZEREL Tl &
TNENDfEEDEEZE S OAS (CH VW TCEIEREEE TOEMICERDIEDRREBENM U,

Knowledge gap
- RIRTE. FEBTD MAE URRT (AR IEMEMESR. HBITREEER, HEREFRCDONT
1RET UIZERBRnt, +2TIERL,
- BRARN [CEEREMHEZET R’ b AZEHE UIzsBROBH MR eNSOREROY > T)IL
BAXENE0N

SEXBIR
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Clinical Question (CQ)
HARHACIHMEENIFIREIENNERRER(CH U T, UTOFIREE(E, BEdD Nasal Continuous
Positive Airway Pressure (NCPAP)(CKDMIKERZITD LR U T, A RIEEMEREREDEH
TR SEDM ?

1. High Flow Nasal Cannula(HFNC) &1

2. Nasal Intermittent Positive Pressure Ventilation(NIPPV)([EHA or FERHA) EIR

3. Bi-level CPAP &1

4. Non-Invasive Neurally Adjusted Ventilatory Assist (NIV-NAVA) &1
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PICOT

AR CQ DIET > RIFERFEADIHZEEMIFIREIR(C DT, BUFD 3 DOLEENSHEBR SN TS,
CQ206-1.1 HFNC vs. NCPAP/NIPPV

CQ206-1.2 NIPPV vs. NCPAP

CQ206-1.3 NIV-NAVA vs. NCPAP

ZZTlE. 3 DDLE#ED PICO ZENENAICEH T D,

CQ206-1.1 HFNC vs. NCPAP/NIPPV
Population:
SREPHSMEENIFINEEZITOILEER (12 37 EXEORER #EaEE U THREAL
IPIREIRZ E U TTREBI(3ER <)

Intervention:
SREa8H =1 SEEE(High Flow Nasal Cannula; HFNC)

Comparators:

REMIFEBTTIREL (Nasal Continuous Positive Airway Pressure; NCPAP)

BIREBEERS (Nasal Intermittent Positive Pressure Ventilation; NIPPV)., Z—ARM4EFH=uERR
[EMIRIES(Bi-level Continuous Positive Airway Pressure; Bi-level NCPAP)Z R (/=72 U Bi-
level CPAP (IS EIFSROIATTIAL)

Outcomes:
FET - CLD. BEKH. [EIEE. air leak. SFEE. BILEZFALEL (I NEC. BQOnfiE. ROP.
ATHIREREAR, Bb—TJ 705> MNM&%5., ARRHAR. full feeding £ CTOHAR

Type of studies (study designs), Language, Time, etc.:
S >4 IMEtEEERER (RCT: randomized controlled trials) S:&HIRRL

Definitions, other notes for PICOT:

¥4 RIE A5 R (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{E1EiEA%K
36 BCHVWTHEERIEST® CPAP > N TIHIRES (C K DIFIRMHEN N INEIMIREE, X FETCKLDT
— S DFFEDER(C (L JEBNeo DEEICHED .
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HHE | AERA 72 BREMUADBIGE,

AERRY : BAROERICED . BEMIE 72 BELROEEKR, (SERIOEMNTERFEIE. 7> K—
S, HIRHSR— bt &)

BEEARFARHIIEAE (severe Retinopathy of Prematurity(ROP)): ER9%ET Stage3 ML E
EEAMZ=EAILHI (Severe Intraventricular Hemorrhage (sIVH)): Papile grades III &E/z(& IV
IZEIE 4R A (Necrotising Enterocolitis (NEC)): Bell /mEA%E T 2a Uk

MZEREBEEEILAE (Periventricular Leukomalacia (PVL)): REIMMREZE(CHEE 9 2 MBS Dk
=EFEER

CQ206-1.2 NIPPV vs. NCPAP

Population:
A RPHICIHRENITINEEZ T O ERER (788 37 BXRE CHE 41 6 BELUAICIHZEN
I & 1872 =Ehith)

Intervention:
NIPPV (ATIMIR2572 AL \/Z NIPPV or Bi-level CPAP, [E:E/3EER) Z{E/A U /ZREH

Comparators:
NCPAP TR EEZ fMita U TZAES)

Outcomes :
BB, [RERE. BT, EMMEE(CLD). [, RKHEAEM(IVH). EIEEMERX(NEC). X
ZhIBHEREAE(ROP)., SREEE

Type of studies (study designs), Language, Time, etc:
S>> ME (B0 quasi-randomized) LEEGRER. SEEHIRL

Definitions, other notes for PICOT:

RENBRIIBERS (Nasal intermittent positive pressure ventilation : NIPPV) : 220>
0 - IADZNTUCATHFRZITD

MR SUER MR (Bi-level continuous positive airway pressure : Bi-level CPAP) : —
1E%D CPAP
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RENIFHRKUERTMTI (Nasal continuous positive airway pressure : NCPAP) : 700>
- IXRD%ZT LT CPAP Z1TD
AR - IFIRAE (4% 1 EEURCHRBEERADY) DB NN E (TR TZIFIRE S k-
A, EEERTFEIENN. 38R D\ (SEEEITIR)

S[EEE (£2 1 BRUANICRERE (CXD ATHIREENNE)
FET(IRBERIDIET)

FhaElRISEARE (CLD; E21E 36 BiFR T DERINS)

AMZEARI (IVH; Papille’s classification ¢ Grades 1 ~1V)
SREMMZEMEM (sIVH; Papille’s classification @ Grades I or IV)
IZEEMEREA (NEC; Bell’s stage 2 U k)

KREABHRAE (ROP; stage 3 A L)

CQ206-1.3 NIV-NAVA vs. NCPAP/NIPPV

Population:

412 24 BEILA(SHERENIFINE LT E 3 512 37 BREDEE!R

Intervention:

FERAEEE L TD NIV-NAVA Z U\ ZIHREER IFIRE L

Comparators:

HIEREE & U CORSNFFEERE (NCPAP) IHMEEMBIRABERES (NIPPV) 72&E NIV-
NAVA R9b e RV ZIHMEEER MR A

Outcomes:
e, EEMMZEARMI (IVH) . & BIEMAEE (CLD) . BIRERFE (PDA) . JAEKEL.
U

Type of studies (study designs), Language, Time, etc:

ETCOSY MEEEEER (RCT) ZHHRET D,

IES A NMELEEERER. OO A —/(—BR. J/R— MATE. AEBIXTERAAZT. RIRLEEGHER. AEHI
ERBIRE. EFIRE. KERFEORIEROFDATT. BIEEROHDIRAFTSERINT D, REOWERN B
BDRD. SETOHFIFATOIRN,

Definitions, other notes for PICOT:

CLD; JEBNeo MEZKICHKED (EIE 36 BRI COBRIGESHZ(FEDR— )

B IVH; Papille’s classification, Grades III and IV

NEC; Bell’s criteria >IIa
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PDA; treatment (> RXSZ 2 7x EDOFEYPESER® ligation IR EMRIENEE) ZE Uz PDA
ROP; s&BEELIEBD. FZ(IEMEHFE I HA £
AR SAERIIAE 72 BREILARORENTE - ATHIREEADBIT

BIfF DL
/AN

SEIDHELE

S PHIDIFEEN IFIRERE 2D FE £ 8H(CQ206-1. 1,2,3) :

ARPH EREMNITIRERZEITDIRERICH U T, RAENROGEDIFIREENROGS(E.

NIPPV(Nasal Intermittent Positive Pressure Ventilation) T/8EZRIAT 2 C EZIRET D,
(FLMEEEE, hEEDOTIEST > XDOHEEN )

212U, BEDPEMEEROIRIT(ICENTE T HFNC(High Flow Nasal Cannula). NCPAP(Nasal Continuous

Positive Airway Pressure). Bi-level CPAP. NIV-NAVA(Neurally Adjusted Ventilatory Assist)&0\D

TeADIHREENITIREIRZEIRT D 2B EIT DEDTIFARLN,

Evidence update CoSTR summary

CQ206 (FHEAERFHADIHZENITIREIR A ZEN DR O TR TH DN NIPPV,. NIV-NAVA. Bi-level
CPAP. HFNC OWINDMIREIEN K DENTULDIMC DUV TIHNIZ Network Meta-analysis DR (&
TR, HEEEZ CQ206-1 ZAER T D(CHI=D. CQ206-1. 1(HFNC vs. NCPAP/NIPPV), 2(NIPPV vs.
NCPAP), 3(NIV-NAVA vs. NCPAP) . C115 3 DM SR DfERZB#MLE UTERA L,

CQ206-1.1 [HFNC & NCPAP/NIPPV MDEEER]

5ol REROEZRBHAOITFIRER(CSHSITD HFNC & ZDADIHZEERITIRHEBIDLEE(CEA LT, 2023

£ (Z Hodgson 5(C k> T471011 Cochrane Database of Systematic Reviews (CUX&E &Mz systematic

review (Hodgson 2023) Of&ER#=FUVZ,

AL TIE 13 D RCT. 2540 FIHFRFTDIIR ETR DTz, HFNC & NCPAP EDEEE(ICHWNTIE. AX1>D

7 I MNALATHBDITFIECLD (CBEZEFRLS (N=5, n=1830, RR 1.09 [95%CI 0.74, 1.60]) .

FET. CLD EMMDIEE BB EZRDIN DIz, BRMRFMEDIEM, & CO2 Mk EDEERIR 72 B

HADiaEKEE HENC A HAEmn oM (N=5, n=2042, RR 1.70 [95%CI 1.41, 2.06]) . <EF

BEZEIDIR(CIFEMNINDTZ (RR 1.04 [95%CI 0.82, 1.31]) . EfFES(E HFNC TR LTULVE
(N=7, n=1595, RR 0.49 [95%CI 0.36, 0.68]) .
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JRIC. HFNC & NIPPV EDEEEICHWNTE. FELF/z(S CLD DISEE (CHERZE RN > eht N=2,
n=182, RR 0.64 [95%CI 0.30, 1.37]) . FEAINDPRKIEFT >R (FZ UMDz, BT, CLD B, &
B 72 RRMAOEBERS,. [EREZE IR, [IORERICEEGRDRMN Oz, SFEEE
HFNC T U7z,
F/z. HFNC & NCPAP. NIPPV DWW NDLEEICHNTH. 1EfE 28 BRBHREDREF LA EHRICE
FENTUVVEM DIz, CDOZENS. 125 28 BLEDREIRT. £RFH(SHRENITINEIRZE I D15
B(C. CLD DIEE(CEN RN DIz & BFEBENDIIN D122 ENVS HENC (FEEDIERIED—D &7
N33,
ULAL. saERAIE 72 BFREILIADEEKRRE HFNC TZ <. HFNC 2RI 3BRIEFRZE T D. F/t.
CLD D)\ U R L1 B1ERR 28 BRBDIRIKF LA EHRRICEEINTH S KAHDBNECHITS
HRFEADITINEE (CXF 9 D HFNC OfERDEIEIFARBATH D,
5@ SR Tld HFNC (Z3F LT NCPAP & NIPPV MAHHRET SN TH D, Bi-level CPAP & NIV-NAVA
(CDWTIIRETENTULVRM DTz, INSURE 12 LISA WD EfiD — D 7 045 > MESULE (CHE S —F
WRKENESEANSENTLIMTEHD O/,
HREFHA IMRENITIREEZE I DIRER(CXWT LT, HFNC (IEFEIRD—D E1RD,  (S5UL\HER,
IR CEWIET > ROEERY )

CQ206-1.2 [NIPPV & NCPAP &DEEER]
SO, BEROERZRFHIOMHINEIR(CEHIFTSD NIPPV & NCPAP MDEEER(CEBIL T, 2023 £E(C Lymyre 5(C
KD TiThH1sz Cochrane Database of Systematic Reviews (CUXE =117z systematic review
(Lymyre 2023) OfERZRAVZ.
AL TIE 17 D RCT, 1958 ANFRFTDIER EIR DTz, NIPPV (& NCPAP ELEER U C. &R 1 HM[
BIRDEEREBARA U, [UEIERETIRS LTz, FJ/Z NIPPV (& NCPAP BB LT, BRIXT7 I MHAT
HBDRCKR(CBEEFRND >IN HARSAZDEETHDIELE 368 CLD OFRIENRD TDZ EZR
LTz, SMECALTIE. [ll. EEMEARLM. BIEERK. RARREEEORIE(CHERZESN D
2o UENS, THAR. IHRENFIKEEZE T IRER. F(CRAENBUOEDIFIREENROEIC
MUTIE NIPPV ZERIT D EZRET D (BUVMER, REETIET D XDMEEM) | OHE(CED
1z
FINARBOYTT)L— T TI(E. NCPAP &LEEER U T ATIHIRERICKD NIPPV, RTE (ATIFEIRER(C
&3 NIPPV & Bi-level ZRRICEVIAR) (FERITEEELN - [lEBBEZBA SBTH. Bi-level CPAP
DIHaEIHREUHBER BEKRY - SEREOBR/NN EFESNIEMN oIz, FEALITFRECKD
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NIPPV (&, NCPAP &Lt# LT CLD OFEEBR(CHL Tz, MEMS. [Bi-level CPAP [C DT
(&. NCPAP & BB UTZBEREEAREATH D TDER (I fsDFIRTICERSNS] & UMz, NIPPV D
EHA/FERFAIC K DR Uiz B T O)IL—T#ATlE. FEA. IFEEVINEBRISAERRY - [EREZR
P, CLD OFRAEZIRS IHEmN DIz, U ENSEMAMOERICKDESE DTSN EHIRTL.
HRETEEBECOVWTEER LRV EE U,

SOl SR ([CEFNITHARDZ < (728 28 BHS 32 BDORERZWURELTND, ALHFRREREZE
IBDZENEL CLD DEYR TR THDTERE 28 EXREDBRE R (CX T 2B = HIRT I D728 (C (.
TERRIEENIC KDY T UL — TR ER A, Lymyre 2023 TEHU I D)L —TEFERMESN TR

W\ SEIDHERIER (Ch Tz DBRERADNREFHE T D/, Lymyre 2023 [CEFNDATTD D EHT
RERDEOFIGIERRBEEND 28 BRE TH D 2 eV THII)IL— Ttz i (CEfR LIz, NIPPV
(F. BEOURDZE TR 2h, JBEKE - [EREZRV . CLD ZRS ItEmNH D .
BERERICXTD NIPPV OZ2EPERMECDNWTIZESSIRDMRNBET([EHDN. T 28 BREHD
B FIMRITHSR E UTHE Lymyre 2023 DM REFDA & BIR(SABERMORERE. CLD ZFHI D
PRMNRESNZZENS. RKAEDFVERICHUTE NIPPV ZHER T D (CEDTRIARIZRILNH D
EHIBrUTZ,

A EHS NIPPV & NCPAP MBI SESNICIER (S THAR, IHRENIFINEIRZE T DIRER. §F(C
REVENGR B OIPIRFEE AR VB ICH U TE. NIPPY ZEHT BT ERIRET D, LIEL. RIEFIDER
FECIIREEDIRE . BisROIAR(CEDE CTOIMEENITINEIRZFRAIT S LZBEITDEDT
(F7R0Y (BBUVEER, PEEDOTIEFT > ADEEN) . | £UMK. SRICEFNIEHAREEREHIRETHD
M, BRISEWNESDE(FR, —BMELAHD. TEFT > XOERMEE PEEOEEME] & Uk,

f&em

SRPHI. JHERNITFINSEZEIIRER. 1FCRBENRVELIFIREENENE (S LT, NIPPV
ZFEATDEEIRRTD (LR, hEEDTIET > ADHEM) . Bi-level CPAP (CDUL\T NCPAP
EEBRUEBEEEIRITH D, TOBREZ MR DOHIRICERSND,

TlZU. BIEGIDOREITIREEDIZE. SHs%DIARICEDTE T HFNC, NCPAP. Bi-level CPAP &
WD A DIHMEENIFIREIRZFEAT D EZEZBEI DEDTIFR,

CQ206-1.3 [NIV-NAVA & NCPAP & DEEER]

FRPHCIHMRENITIEE R I D72 37 BEREODOERER (S LT, NIV-NAVA ZRUV\ZHERGRER &
ERIEHRERE (NCPAP) YIHREMRBIRIGELST (NIPPV) 73& NIV-NAVA Lot BV ZHIEA
JaEZ LEE U TzBEF D Systematic Review & LT, Goel 5MD SR (Goel 2020) Hn'&d. UM U. [Ef
FKlE 2#/RDS A MEOOXA =)\ —RERDHZIRE L TWVDIzsD, SEIDHERERICERL T, £88
BADEER(C339 B NIV-NAVA(nasal continuous positive airway pressure)(C KB3EIE & NCPAP %7z
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(& NIPPV(noninvasive positive-pressure ventilation)(C KD EEDLEIC DT, VO A—/\—5K8&

ZEFIRRCT ZXHR E LTz SR Z#FFCITD 2 (Minamitani 2024) .

XBMRZROFER. 3D RCT (183 AEHI) MERFTOMREEDTZ. 3 #H(ELIT1E NIV-NAVA Z NCPAP

B UTZAAZRTH D NIV-NAVA & NIPPV ZILE UEHAFRIFESNAN DIz, A IEETOR-R. BE

IRDOEEBEROFIRESE (CX 9 DPEFEE E L TD NIV-NAVA (CDULT. FETC. CLD. ZF|FE IVH.

PDA. KU EWVDIZERERD? D B AAICHEWNT, LWINE NCPAP (X I DBAIE (RSN oz, &

Zo WIND7 D MAALLHNWTE, HRIED 95%ERXENE L. B2 TILBAXN+HD TR &1

AT ZAIVRODEMRARAEENTNDZEMNS. TEF > XOEEMEE UTIFER(CELS . SED&

DA SBEHMEPREE(CDVWTHERTITDZ EF - UVWVERTH O,

AIRFTD limitation & LT, WHREMRDIZ RCT (E 3 mXDHFTWVNINEH > TILHA XDNENEDTH

DTz, Fz. BEIRDIMZEMITIRFLEDE— RZLEE T D EVWSHFRDIFENS. MADEREH HE T

HD. RN\ A PRURTDFHIEZNEDER DTz, E5(C, MREBEDERIBLICE I D5F M/

BERAESNEN > e ENSYITI)IL—-TETEER TSN o I,

B ELD. Goel 2020 TIEZ—EPDFGEARYIRITIRAEIRF 7D M HADEE (CDULVT NIV-NAVA TOBEZD

MRS, SED SR TEB UERKRN(CEZ L2 F - REINRT7D MAOAICDULTIE. NCPAP

ELEE U Tz NIV-NAVA OBRHES KULZE2E(CE T DRIZEMRIN+D TIEIA oz, Ko T MDIHE

BERYDFIREDE & LB L C NIV-NAVA OERZERFLEBEIT D TOIRIET > X(EFZ LWL EHIBT L.
[NIV-NAVA OBEHHPEEMZ R I RIFHRILEI TR TERL, B2 DEBEEDIRE L TNETNDIHZEE

HIFIRESEDIFIEZEZRB LU C. Bl OEEEIE(CIE> TERIRI D EZIRET D,  (BULHEE, FFER(IC

BWITEST > ADMHEEY) | EOWDSHEDRRICED.

&

NIV-NAVA Z 2B (CDUL T, NCPAP [CKDEE LR UIZBHEMEDPEE G2/~ 9 RIZ MRS+

DTE>RV, 42 DBREBDIRRE & ENENDOIHSENITIRFLEDRFIEZER L T, Bhis20iaBEEs (Tt

DCERTDIEZRET D, (BUVHEE, JFRICEVIEST > XDMHEEN)

CQ206-1 [REEDIFZENIFINEEDF LH(CQ206-1. 1,2,3 3 DD CoSTRFHERDF L )]
CQ206-1.2 TI(E NIPPV ZRIVLVZEH(CLD NCPAP &L T CLD OFAENBA DT EhvRe
7zo —73. Bi-level CPAP (& NCPAP &LEE U CLD FHHRICHWNTEZBDHENDIZ. CQ206-1.3 ([CH
WTIE. NIV-NAVA (SFEERRYIEIR(CHT BN S CLD FHFIRICH LT NIPPV LREFEMNENLLL(C
B TH DA (FH DM, BEFRTEERKRN D MO LAERUZARNT D ICEFSNTE S5 ELL
BUTCHRAEETREERM DIz, TDIESD. CLD DINAYUR T EIRD R DI, KD REAMEHEE B0

IRPEEDIZENEENETI(E NIPPV OfERZIREUT
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T2 U. 1288 37 BREEE TERBRCGIHRENITFIREEZE I D REVWDIFEDDR(CHWNTE., BD
DEFEE(CDVWT(EENSD D, 3 LERHICH LT NIPPV ZFERITIREFRNEEZ SND. FT.
ENENONMEEE CHIRSROERBIRAERIRDCH. AR (IBMERDIRI (IS T NCPAP 1> Bi-level
CPAP, NIV-NAVA Z{EHT BT EEBES DD TIF AL, CO206-1.1 T(d HFNC (& NCPAP &SLHEEL
T CLD DEEE (FZENST . —ATEFEENMRNCEEH D RAENE IR, TIREENEEDR
(EXF L TIE. HFNC DfERERF UL TRV EERSNSD.

BFERRMDE L

A CoSTR (FAERFHDIHEENIFIRERDF b E LT 1 DDERZRIEDTHD. Filkd 3 DD
D PICO (CRHY BRFHURMDE EH(CDNTIE BITHERESNIZUUT D CoSTR (CENENFHMICET
#;UT.

CQ206-1.1 HFNC vs. NCPAP/NIPPV

CQ206-1.2 NIPPV vs. NCPAP

CQ206-1.3 NIV-NAVA vs. NCPAP
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SEIDHIEHIG

HR P DIFEENITFIREESMEDFE L8H(CQ206-1. 1,2,3) :

ARPH EMREMNITIREREZEITDIRERICH U T, RAENROGEPIFIREENROGS(E.

NIPPV(Nasal Intermittent Positive Pressure Ventilation) T/AE&ERIA T D EZIRET B,
(LR, PEEDIEF > XDEEY )

212U, BEDLEMEROIRIT(CENDTE T HFNC(High Flow Nasal Cannula). NCPAP(Nasal Continuous

Positive Airway Pressure). Bi-level CPAP. NIV-NAVA(Neurally Adjusted Ventilatory Assist)&0\D

TeADIMSEENIPIRER ZEIR T D L ZBET DEDTIFRLN,

IEF> D SHEA
Summary of judgements

£ 2 DLEERICDLT® Summary of judgement (&, FNZND CoSTR ZSHE

HEBAEDOIEERS

CQ206-1.1,2,3 D 3 DDLBZIEEAI=F L&

R PHADIHZEMIFIREIR(C DULVT. NIPPV, NIV-NAVA. Bi-level NCPAP, NCPAP, HFNC & DM
IREENKDENTVDMNCODWVWTRNRERY RND—O X7 F U XIFE LR, TDIZSH.
CQ206-1.1-3 M 3 DORFMIRHZHE LU TEZ DNEN D D.

CQ206-1.2 TIL NIPPV ZRUZEBIE(CK D NCPAP &EEER L T CLD MFIENBA D EhRENT.
—75. Bi-level CPAP (& NCPAP &LEER U CLD FBFRICHNTEZRDIIN Dz, CQ206-1.3 (CHUWNT
(&, NIV-NAVA (FFEEARIERR (C BT DEAIMENS CLD FHIIRICHULT NIPPV ERIEMNEN LB
THDaEEM(FHD DM, IREFRTIEERKRNID MO AZRUTZHRNA TR ICERB N TE S IR U
TEREETEFERRBMDIE, TDIes. CLD D/I\AUR DT ERDEDIR. KDFRAMEN TR\ B MK pE
ZEDIEENEUVETI(E NIPPV DERERZEU.

T2 U, 1288 37 BXREHAE TERBRICGIHRENIFIREIEZE I D REVDEDDHRICHWNTE. 1BD
DEEE(CDVWTIEHIENDD. 3 UEEABICH U T NIPPV ZERT INEFRVNEEZTSND, T,
ENENOMEE CHIRSROERBIRNERIRDCH. AR (I RMERDIRICIE D T NCPAP 1> Bi-level
CPAP, NIV-NAVA %#EHTBEABET DED TIFRL). CO206-1.1 TldE HFNC (& NCPAP L& L
T CLD DSBEFEN ST, —ATEEBENMMRNTEEH D, FENER IR, FREENEEDIR
(Cxt L TlE. HFNC OERB#&ET L TRLWEEZ 5N 3,
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Knowledge gap

- 5[El. CQ206-1 & U TE A IHEEMITINEIRZ LEEBARE UTT 3 DD SR fERZHER (CHIBF LTITH#ER &
12> THD. HFENC, NCPAP, BI-level CPAP, NIPPV, NIV-NAVA TNEeNzA\cFIKEIBL TERE
UTEERAT CRIRVWEDH (CIAERER ZH T C L (F# UL, SERIEEARZHRET D Network Meta-analysis
ZDORFINVETH D,

- REAPRE U T, MERERE(CDVTIEID MO AZFHE LIZEDM Mo 1z,

8EXMIA

- Hodgson 2023: Hodgson KA, Wilkinson D, De Paoli AG, Manley BJ. Nasal high flow therapy for
primary respiratory support in preterm infants. Cochrane Database Syst Rev.
2023;5(5):Cd006405.

- Lymyre 2023: Lemyre B, Deguise MO, Benson P, Kirpalani H, Ekhaguere OA, Davis PG. Early
nasal intermittent positive pressure ventilation (NIPPV) versus early nasal continuous positive
airway pressure (NCPAP) for preterm infants. Cochrane Database Syst Rev.
2023;7(7):Cd005384.

- Goel 2015: Goel D, Oei JL, Smyth J, Schindler T. Diaphragm-triggered non-invasive respiratory
support in preterm infants. Cochrane Database Syst Rev. 2020;3(3):Cd012935.

- Minamitani 2024: Yohei Minamitani, Naoyuki Miyahara, Kana Saito, Masayo Kanai, Fumihiko
Namba, Erika Ota. Noninvasive neurally-adjusted ventilatory assist in preterm infants: a

systematic review and meta-analysis. J Matern Fetal Neonatal Med. 2024;37(1):2415373.
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Prevention of Chronic Lung Disease. Japan Evidence Based Neonatology (JEBNeo) CoSTR for the
Clinical Practice Guidelines for Prevention and Treatment of Chronic Lung Disease of Preterm

Infants. (CQ206-2.2) Nov 2024.

Conflict of interest (COI: FIff1HR):
FRIANRE COI /XL,

Clinical question (CQ)

HAER. IHMERENMTINEIENVERREREX U T, High Flow Nasal Cannula(HFNC) BIfZ{T15 2 &
(&. Nasal Continuous Positive Airway Pressure (NCPAP)Y> Nasal Intermittent Positive Pressure
Ventilation(NIPPV)([EHA or IFEIRR) EEZITD Z & LR U T, A RIBIMRRIR EDREERRSHIE
ZRAD TN ?
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PICOT
Population:
SREPHSMEENIFINEEZITOEEER (12 37 EXEORER #EaEE U THREAL
IPIREIRZ E U TTREBI(3BR <)

Intervention:
SRE8H 1 SEEE(High Flow Nasal Cannula; HFNC)

Comparators:

R EMIFEIB TR E(Nasal Continuous Positive Airway Pressure; NCPAP)E U < (ZIRE/)
IR BIBEERS (Nasal Intermittent Positive Pressure Ventilation; NIPPV). ZABMFHESUER
[EMIRIES(Bi-level Continuous Positive Airway Pressure; Bi-level NCPAP) (/272U Bi-level
CPAP (IS EIXRDIATTIRL)

Outcomes:
LT - FrAEIRIBMRR. BERH. [UEEE. air leak. S|EES. HILEZFLE U S (JRIFEME
fé. BUMAE. RFAACHIRRAE. ATIMIREIRHRE. Y—2J7 05> MgS. ABRARE. full feeding
F COHAME

Type of studies (study designs), Language, Time, etc:
S >4 IMELEEERER (RCT: randomized controlled trials) S:&HIR/RL

Definitions, other notes for PICOT:

¥4 R IEMAmR B (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{EIEiE%%
36 BCHVWTHEERIEST® CPAP > N TIFIRES (C K DIFIRFEINNEINREE, X FETICELDT
— S DIREDER(C(F JEBNeo DEEICHED,

BRE | AERA 72 BREMUADOBISE.

IPIRREY : RIAFRDER(CHRD. BRI 72 KREILUAORERKRN . (FREOEFIRFEE, 773 R—
S A, MRS R— bDig{biR &)

EEARFARHIIRAE (severe Retinopathy of Prematurity(ROP)): ER%ET Stage3 ML E
SENEAEI (Severe Intraventricular Hemorrhage (sIVH)): Papile grades III F/z(& IV
IZIE R A (Necrotising Enterocolitis (NEC)): Bell /&EA34%8 T 2a Uk



Evidence Update COSTR -JEBNeo - v 1.0 - 23 Jan 2023 Page 1 of 18

MZEEBEEEILAE (Periventricular Leukomalacia (PVL)): REIMMREZE(CHEE 9 2 AKESR Dk
=[EFEER

BEIFDHESE:
rEIRIEHRBOZEIEST (4T 2hR) (C(&. HFNC OFERI(CH 3 Bk (o Tz,

SEIDHELE

S PHIDIFEEN IFIRERE 2D FE £ 8H(CQ206-1. 1,2,3) :

ARPH EREMNITIRERZEITDIRERICH U T, RAENROGEDIFIREENROGS(E.

NIPPV(Nasal Intermittent Positive Pressure Ventilation) T/8EZRIAT 2 C EZIRET D,
(FLMEEEE, hEEDOTIEST > XDOHEEN )

212U, BEDPEMEEROIRIT(ICENTE T HFNC(High Flow Nasal Cannula). NCPAP(Nasal Continuous

Positive Airway Pressure). Bi-level CPAP. NIV-NAVA(Neurally Adjusted Ventilatory Assist)&0\D

TeADIHREENITIREIRZEIRT D 2B EIT DEDTIFARLN,

Evidence update CoSTR summary

A CoSTR(CQ206-1.1)T (&, FRFHIDIHZEERIMTIREIR(CdS1TD HFNC & NCPAP/NIPPV/Bi-level
CPAP DLEERICEI T DRIFRIBHLIC DWW TCELIR T D, FRFHADIHSENITIREIREADE LHICDNT
(F. CQ206-1 £ &&HD CoSTR Z&HRD &,

BEROLEREIOITFIREIR(CEHITD HFNC & ZDMDIHSEENITIRMEENDLEE (CRAL T, 2023 £I(C
Hodgson 5(C &> T47411 Cochrane Database of Systematic Reviews (CUX& =117z systematic
review(Hodgson 2023)h'8%. SR B #TLL\/z&. update #&ZR(F4T109. Hodgson 2023 £ &HT
HWERZERR UTZ,

25% SR TId 13 D RCT. 2540 BINERFTDMTR E/RDTze HFNC & NCPAP EDEEER(CHWTIE. X1
DT I BHLTHBIRTEE(ECLD (CBRZE(FRL (N=5, n=1830, RR 1.09 [95%CI 0.74,

1.60]) . 3ETC. CLD EIRODSEEEBEEZROIIN DT, BRRFEDEE. & CO2 MAE/R EDaHEH
f 72 BB DIAEERE HFNC DAL o 7zht (N=5, n=2042, RR 1.70 [95%CI 1.41,

2.06]) . [EBHFEZEIDIRICIEENEMDZ (RR 1.04 [95%CI 0.82, 1.31]) . EMFEMS(E HFENC
TR LU TTLVz (N=7, n=1595, RR 0.49 [95%CI 0.36, 0.68]) .

RIC. HFNC & NIPPV EDLEBRICHWNTEH. FELF/(E CLD DIEE (CERE(FEM D TZH N=2,
n=182, RR 0.64 [95%CI 0.30, 1.37]) . FEFINPRKITEFT > X (FZ UM DTz, FET. CLD B, &
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EHE 72 RIRIMAOEERH,. [EREZE I IR, [ORERICEEFRDRMN Oz, SREEE
HFNC T LTz,

ZF/z. HFNC & NCPAP. NIPPV DWW NDLLE(ICHWNTE. 1EfE 28 BRBREDRFF LA EMRICE
FENTUVEN DIz, SO ENS, 7Eha 28 BLUEDREIR T, £RFH(CIHRENITIRERZE T D15
BIC. CLD DIEE (CENRIM DTz & BRHMBENDRN D 2T EHV5 HENC (FAEDBIRERD—D &R
N33,

LHU. sAERIIE 72 BEREILIADAEARE(E HFNC TZ <. HFNC 2ERI3BRIEFEEZE T D, F/it.
CLD DJ\A U R E12D1ERR 28 BRBDIRIFF LA EMRICEFN TS ST ERFHADITIRESE (Cx
9D HENC DIERADZEIEE R TH B,

5@l SR Tld HFNC (23 LT NCPAP & NIPPV DA HMRET SN TH D, Bi-level CPAP & NIV-NAVA
(CDWTIIRETENTULVRM DTz, INSURE 12 LISA WD EfiD — D 7 05 > MESULEB (CHE S —F
NRKRENEREELANESENTVIAKREH D .

H1%BHIMD HFNC vs NCPAP (C8(33 % : AR, JHRENTIRSEZE I IRERICHUT.

HFNC (FAEERD—D LD,  (BVER, IFECRVIEST > XDEEM )

BIfFD SR [CRALT

BEfFD SR o Citation
Hodgson KA, Wilkinson D, De Paoli AG, Manley BJ. Nasal high flow therapy for primary
respiratory support in preterm infants. Cochrane Database Syst Rev. 2023 May 5;5(5)

BIF D SR DEH

B BREEN T 1 SEFEEEAHINC)FE/NEV 2FALBDOF 1 —TZFA U CEESER/F I (FBEER 2=
K[EDREHNRAZ IL/DULORETHIGL. RERDODIHZEMNIFIRG/R— bE U TERESNDZENE
<IZ>TETHEH., BERDOAERBIAOY/R—ME U TERATHDORENN DD, 2011 F(TIHRESN.
2016 F(TRFK SNz Review DY TF7— K TH D,

B . REROERBHOMIIRS/R— & U T HFNC &EZDEHNDIHMBENITIREIRZ LR L. Z2M.
BREZIREET D

737% : Cochrane Neonatal MIFHERNIMRZREBRZ AT, 2022 £ 3AF CTOHB TR T —HINR—RZ1&
U

R LEEU< U -2
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BIfFD SR D AMSTR2 FHE#ERDEF &6

1 PICO D= YES
2 T3EDIRR YES
3 IEIREAE YES
4 HEFER SCRMRER YES
5 AZTER YES
6 T —/&hi YES
7 BRIMAZT YES
8 GIESHOEES i [ Ewm N YES
9 &l 2 DEAFTD) A 77 AU X T5Hil RCT YES
10 | &EZR NO

11 | X993#FE RCT YES
12 | XFDH)A 7Y XI5 YES
13 | BERER/ A TRURDERE YES
14 | EE&H% YES
15 HAR/ 107 X YES
16 | FIFHER YES

AMSTAR 2 TIZ 15I8E® 1 I8BA' [Nol . ERIER 7IEBTI(E [Nol OfERFIEMN DT,

BtFd SR @ PICOT

Population: &R HA(CIHMEEEMNMINEIRZ1T D ICRE R (TERREEL 37 BERE THAE)

Intervention: HFNC Z

Comparators: NCPAP £ U < (& NIPPV %ZfEH

Outcomes: ZETC - CLD. JAERKBM(CAERMME 72 RREILIA). [UBHEE. air leak. SEE. HILEZFL
HU<IENEC, BumfE

Type of studies (study designs), Language, Time, etc: 5> 4 AMELEESHERE /= (XS > S AL
LEEERER & OO R A —/\—RIDFT —FNAFaRETHNIE, JOXA—/\—EBREHR, SERFIRL
Definitions, other notes for PICOT:

CLD; JEBNeo DEEI(CHES

AR IRE— ROEE

NEC; Bell’ s criteria >2a

NDI; fulERtE. fBESFEER. R - RREESE
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PDA; treatment (1> RXSZ 27 EDOFEYPELER® ligation 7 ENMRIRYEE) ZE Uz PDA
BmdiE; (MRiEERE G

XEMRFEDT —HIN—A EIRFEM :

- Cochrane Central Register of Controlled Trials via CRS (2022,Issue 3);

- Ovid MEDLINE(R) and Epub Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed
Citations, Daily and Versions (1946to 10 March 2022);

+ CINAHL via EBSCO (1981 to 12 March 2022).

MRBADE &8
BIfFD SR T(d 4 KDS >4 ©MULLBERERD BT DITR 712D Tz,

fA3R I D Roberts 2016

RRTY 1> Randomised non-inferiority trial

IEREE N = 564

ttyFa >0 9 centres in Australia and Norway

MRE 28-36+6 weeks' GA with early respiratory distress

TA/3> bkO-IL
BER

Intervention: nHF (N=278)
Control: NCPAP (N=286)

7O MO LBORER
(Absolute Event Rates,

P value; OR or RR;

FET-ZF 7= (3 CLD : 71/278 (25.5%) vs.38/286 (13.3%) RR 1.06 [95%CI
0.58-1.96]

SERSEN : 18/278 (12.5%) vs.18/286 (11.8%) RD 12.3 [95%CI 5.8-18.7]
P <0.001

72 BSRALIODIEE : 43/278 (15.5%) vs. 33/286 (11.5%) , RD 3.9 [95%CI
-1.7-9.6] P = 0.17

& 95% CI)
BI85 : 23/278 (8.3%)vs. 53/286 (18.5%), RD -10.3 [95%CI -15.8—
4.7] P <0.001
S : 0/278 (0%) vs. 6/286 (2.1%) RD -2.1 [95%CI -3.8—0.4] P = 0.02
FEHEFR

(55 (CHAFED limitation)

X5R(F 28 B EDIR

Lavizzari 2016
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RETH 1> Randomised non-inferiority trial

TEREE N = 316

ttyFa >0 Single center in Italy

XRE 29-36+6 weeks' GA with mild—-moderate respiratory distress

TA/3> ~O-I)L
BEHK

Intervention: nHF (N=158)
Control: NCPAP (N=158)

7O MO LBORER
(Absolute Event Rates,
P value; OR or RR;

& 95% CI)

ET- : 0/158 (0%) vs. 1/158 (0.6%)[RD M 95%CI -1.2-2.4] P = 0.32
CLD : 7/158 (4.4%) vs. 8/158 (5.1%) [RD & 95%CI -3.9-7.2] P = 0.79
72 BRLPIODIEE : 17/158 (10.8%) vs. 15/158 (9.5%) [RD D 95%CI -
6.0-8.6] P = 0.71

59 1 3/158 (1.9%) vs. 4/158 (2.5%) [RD D 95%CI -3.3-4.5] P = 0.70

FEHEFR
(45 (CHAZRO limitation)

TERE 29 ELABENAWSR. BICKDUTTIL—TEITEERL

7RI D Murki 2018

RETH 1> Randomised non-inferiority trial

TEREE N =272

ttyFa >0 2 centres in India

XERE 28-36+6 weeks' GA and BW > 1000 g with respiratory distress

TA/3> bkO-IL
BER

Intervention:nHF (N=133)
Control: NCPAP (N=139)

7 MO LBORR
(Absolute Event Rates,

P value; OR or RR;

BET : 4/133 (3.0%) vs. 3/139 (2.1%) P = 0.71

CLD : 1/133 (0.7%) vs. 0/139 (0%) P = 0.49

SAFELERN 1 35/133 (26.3%) vs 11/139 (7.9%) RD 18.4 [9.7-26.1] P
<0.001

72 BERIDEIEES : 8/133 (6.0%) vs. 11/139 (7.9%) RD -1.9 [95%CI -

& 95% CI) 7.1-4.11P = 0.55
84815 : 7/133 (5.3%) vs. 13/139 (9.4%) P = 0.25
&9 : 0/133 (0%) vs. 1/139 (0.7%) P = 1.0
FEEDHEFR

(45 (THAFE D limitation)

STER(I1ERL 28 B L. 1000g B+
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fAZR I D Manley 2019

RETH 1> Randomised non-inferiority trial

IFREEL N = 379

ttyFa >0 9 non-tertiary special-care nurseries in Australia
MERE 31-36+6 weeks' GA and BW > 1200 g

TA/d> ~O-Ib
BEI

Intervention:nHF (N=381)
Control: NCPAP (N=373)

7O MO LBORER
(Absolute Event Rates,
P value; OR or RR;

& 95% CI)

FEL- : 2/381 (0.5%) vs. 0/373 (0%) RD 0.5 [-0.2-1.3]

CLD : 0%

SEFRSREY : 78/381 (20.5%) vs. 38/373 (10.2%) RD 10.3 [5.2-15.4]

72 BSRILINODREEE : 21/381 (5.5%) vs. 22/373 (5.9%) RD -0.4 [95%CI -
3.7-2.9]

84818 : 2/381 (0.5%) vs. 6/373 (1.6%) RD -1.1 [95%CI -2.6-0.4]

S : 23/381 (6.0%) vs. 28/373 (7.5%) RD -1.5 [-5.1-2.1]

FEHEFER
(45 (THAZFE O limitation)

MERISTER 31 BLAFE. /K% 12009 M E

aOR: adjusted odds ratios; BW: birth weight; N: number of units or patients; NNT: number

need to treat; wkGA: weeks gestational age
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BIfFD SR DFER
HFNC vs. NCPAP Grade EP table

R 1Dl (Certainty assessment) AEIER _
IEF>RD

18>t =R
F—F FEEENE EN i _ HFNC NCPAP
(95% CI) (95% CI)

SECFE(E CLD

7 | SYAAME | BRTRL | EHTRL | RRTRL | IEROENC | L 46/899 44/931 RR 1.09 4 more per 1,000 00 9
SHER (5.1%) (4.7%) (0.68 to 1.51) (from 12 fewer to 28 more) &

SECFT=(E CLD (7ER4 28-3238)

5 SYAAE | EZTRO | SEATRWL | ERTRERWL | IEREICER? | U 31/275 28/292 RR 1.17 16 more per 1,000 eaO0 9
FHER (11.3%) (9.6%) (0.72 to 1.89) (from 27 fewer to 85 more) &

FECE/=(E CLD (1588 32388 L)

5 | SYAME | BRTROL | ERTRL | BRITRL | IERCER? | R 9/537 6/552 RR 1.48 5 more per 1,000 ®a00 9
SHBR (1.7%) (1.1%) (0.58 to 3.80) (from 5 fewer to 30 more) &Ly

BECFE/E(E CLD (TE8BEEAEA)

2 | SYAMME | EHTRL | BETRL | ERTRN | ERICEC | BU 6/87 10/87 RR 0.61 45 fewer per 1,000 00 9
FHER (6.9%) (11.5%) (0.24 to 1.53) (from 87 fewer to 61 more) L:0g

L7 -
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R 1Dl (Certainty assessment) REGIEL
IEFT>RAD

Hxd e TSR
I—BMH IEEETE FARHENE
(95% CI) (95% CI)

9 | S ML | FBHTRL | EATRO | BRTRL | IERCERC | L 17/987 23/1022 RR 0.78 5 fewer per 1,000 a0 9
ER (1.7%) (2.3%) (0.44 to 1.39) (from 13 fewer to 9 more) g

CLD

8 | S>AAME | EHTRL | BRTRL | SERTRL | IERCEC | B 35/942 32/975 RR 1.15 5 more per 1,000 00 8
BR (3.7%) (3.3%) (0.71 to 1.86) (from 9 fewer to 27 more) B

aRRmnE 72 RREUAOEEKR

9 S>ANME | FR P FATIRG | FEATRY | ERITRO | BUL 223/1004 136/1038 RR 1.70 92 more per 1,000 o0 7
FHER (22.2%) (13.1%) (1.41 to 2.06) (from 54 more to 139 more) REE

jaRBaE 72 BEUAOSERE

9 S>ANME | FER P FEATROD | RATRY [ FERITRG | RU 122/1004 122/1038 RR 1.04 5 more per 1,000 o0 7
FHER (12.2%) (11.8%) (0.82 to 1.31) (from 21 fewer to 36 more) PR

=1 1)

10 | S>Aut | FZATRL | SEATROL | SEAITRVL | El AN 22/1029 36/1065 RR 0.66 11 fewer per 1,000 Gl 6
SHER (2.1%) (3.4%) (0.40 to 1.08) (from 20 fewer to 3 more) PSR

SIEE
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R 1Dl (Certainty assessment) REGIEL
IEFT>RAD

18 o) =R
IE—EH JEEIEMN At
(95% CI) (95% CI)
7 S>ANME | A © FEATRGD | SRAITR) | FRTREG | U 48/782 102/913 RR 0.57 48 fewer per 1,000 o000 6
sHER (6.1%) (11.2%) (0.36 t0 0.68) (from 65 fewer to 23 fewer) PEE
BEFLE UL (XESE NEC
6 | S>ANMME | EHTRL | BRTRL | SERTRL | IERCENC | BU 7/722 4/747 RD 0.00 0 more per 1,000 00 8
FHER (1.0%) (0.5%) (-0.01 to 0.01) (from 10 fewer to 10 more) &
ROP
4 S>AMME | EATRL | FBATREG | EZITRL | IERISER® | UL 9/622 9/637 RD 0.00 0 fewer per 1,000 00 8
SHBR (1.4%) (1.4%) (-0.01 to 0.01) (from 10 fewer to 10 more) &

CI: confidence interval; OR: odds ratio; RR: risk ratio

thA
a. IKVMSFEXR]
b. HFNC & NCPAP i E&(E TS0

c. BEENDRN
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HFNC vs. NIPPV Grade EP table

=D (Certainty assessment) REFIER

LI e LI e (7R e e
" IF—EM JEEEE RiatEE HFNC
> FHA> Uzxo (95% CI) (95% CI)

SECE/E(E CLD

2 S>ANMME | B0 ERTRO | ERTRL | IEEOCERE | BU 8/92 13/90 RR 0.64 52 fewer per 1,000 000 9
HER (8.7%) | (14.4%) | (0.30to 1.37) (from 101 fewer to 53 more) | & C OB

SECEJ=(E CLD (TE8A 28 iBkiE)

1 S>ANME | B SERTR | ERTRN | IERICER P U 1/1 1/2 RR 1.50 250 more per 1,000 ®O00 9
HER (100.0%) | (50.0%) | (0.381t06.00) | (from 310 fewer to 1,000 more) | & CPEW

SETFE/=(E CLD (7£h& 28-3238)

1 S>ANME | Z2e SERTRLY | SERITRL | IEEISERIY | 12U 1/16 1/12 RR 0.75 21 fewer per 1,000 OO0 9
BTy (6.3%) (8.3%) | (0.05t010.82) | (from 79 fewer to 818 more) | & ¢ OBV

SECE/=(E CLD (T£8A& 3238 E)

1 S>AMME | F4 a FEZTRV | FEHTLY | IERICER b N 0/21 0/23 not estimable 1000 9
HEs (0.0%) (0.0%) STHEN

JETFE/=(E CLD (TEI&BEIAEE)

1 S>ANME | Z2e SEATRLY | SERITRL | IEEISER | 12U 6/54 11/53 RR 0.54 95 fewer per 1,000 ®OC0 9
R (11.1%) (20.8%) | (0.21 to 1.34) (from 164 fewer to 71 more) CTHEL
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L7 Ex
2
C

=D (Certainty assessment)

INAFPR
IF—RE JEEEME ettt
URo

Page 1 of 18

HFNC NIPPV

Lo
(95% CI)

(95% CI)

3 SSAME | BATRO | ERATRO | SERTRULY | SRR P U 10/127 13/127 RR 0.78 23 fewer per 1,000 ®e00
HER (7.9%) | (10.2%) | (0.36to0 1.69) (from 66 fewer to 71 more) | "

CLD

3 SSAME | BRTRO | EHTRO | GERTRULY | IERSER P NP 18/135 16/136 RR 1.19 22 more per 1,000 00
Bk (13.3%) (11.8%) (0.66 to 2.12) (from 40 fewer to 132 more) &

JARERBNAE 72 BELIADARERA

4 SSAME | EBCER | FBRTRO | BRTRO | BTR) 2L 50/170 40/173 RR 1.27 62 more per 1,000 ®e00
HER c (29.4%) | (23.1%) | (0.90to 1.79) (from 23 fewer to 183 more) | ="

AERMRRE 72 BREMLANOSERE

4 SSAME | EBCER | FBRTRO | BRTRO | BTRL RU 36/170 40/173 RR 0.91 21 fewer per 1,000 ®e00
FER ¢ (21.2%) (23.1%) (0.62 to 1.33) (from 88 fewer to 76 more) &

=17

4 SAME | FATROL | BTG | SERTROL | FEH AN 13/170 17/174 RR 0.78 21 fewer per 1,000 T )
FBR (7.6%) (9.8%) (0.40 to 1.53) (from 59 fewer to 52 more) PEE

SIERE
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=D (Certainty assessment) REGIEL

INAFPR Lo et
IF—RE IFEIE FARHENE _ HFNC NIPPV
I &) &Y (95% CI) (95% CI)

LTiE
#

S>4IME FEATRN | RATIRG | EATRR 72 6/135 29/137 RR 0.21 167 fewer per 1,000 ©e00
SHER (4.4%) (21.2%) (0.09 to 0.47) (from 193 fewer to 112 fewer) PSR
BEFLE UL (XESE NEC
2 SSAMME | BATROL | EATROY | EHTRO | ERCEN® | R 4/81 2/84 RR 1.88 30 more per 1,000 a0
FER (4.9%) (2.4%) (0.41 to 8.65) (from 40 fewer to 90 more) &

Cl: confidence interval; OR: odds ratio; RR: risk ratio

stEA

C.

a. HFNC & NIPPV Hh'g
b.

EREXENLEN

HFNC & NIPPV h'g
. BEEADRRN

BIETETEH

BIETETHS

59 770 b ATHBOZER LN ERRE

9. —BDTT SO LFHEN TN TH o
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SEIDHEERIG

SR P DIFFENITFIREE 24D L8H(CQ206-1. 1,2,3) :

AREPH JMERENITIREEZEITDIRERICH U T, RAENBROSEPITFIREENROSSE,

NIPPV(Nasal Intermittent Positive Pressure Ventilation) T/AE&ERIA T D EZIRET B,
(LM, PEEDIEFT > XDOEEN )

ZlEU. BEDPEMEEROIRR(CEDE T HFNC(High Flow Nasal Cannula). NCPAP(Nasal Continuous

Positive Airway Pressure). Bi-level CPAP. NIV-NAVA(Neurally Adjusted Ventilatory Assist)&UL\D

TeADIMSEENIPIRER ZEIR T D L ZBET DEDTIFRLN,

TEF > A SHERA
Summary of judgements
JUDGEMENT
fElRE BTBL, [F
FELLHMER b¥h
ZELAGLR th IS
IETURDHEEME & =)
BELGRREEY | SSLAEEN | SELFES
R FEERDE | FoEEL DS | HELEESD
OFEEEHY | EHTLEL E(FHL
NTABLLERXTR
PREDNFUR HLLThLER I ADMBLL
ThHLY
M\%%;ﬁglzﬁﬁié EREFELL
IETURADHEREM
~Z 7ﬁ§
BREHNE BEECA
zs%eﬁ%e%m PO
BES IEL HHBHLN
[FLy
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Type of recommendation

Strong recommendation Conditional Conditional Conditional Strong recommendation
against the intervention recommendation e e Elh R s lrecommendation for the| for the intervention
against the intervention [X=ida (=T {3 ERT 31 (=1 a"=la o]y intervention

or the comparison

©) @) ©) @)

WEAESEEXS
CQ206-1.1 [ HFNC & NCPAP. NIPPV &DEEER]

5@, 2023 £I(C Hodgson 5(C &> THT1O1 Cochrane Database of Systematic Reviews (CUX&EiE1
7= SR (Hodgson 2023)%= & O THERZ/ERR LTz,
%D SR T, 13 D RCT. 2540 BINEEFTDMZR /R 2. HFNC & NCPAP EDLEER(CHWLTIE. A
A>DF7 I AL THDFTE(E CLD [CEREFIRL, FET. CLD BHOIEE EHEEEZROIAN D
oo BEERIKFIEDIEM, & CO2 MIE/R EDaERIE 72 REIURDEEKRE(E HFNC DAMNEH o it
[ERETE I DIRCEEN Mz, BFHEEE HFNC TR L TULVZ,
RIC. HFENC & NIPPV EDEEBRICHWNTH. FET-F /(L CLD DEEE (CEERE(FEM D IeMt, TEFIAYN R
<IEF>XR(EFZUMoTz. BT, CLD B, &R 72 KN DEEAN,. [EREZE T DX,
SDOFEER(CEEFRDIN DIz, BFEEEE HFNC TR LTz,

F/z. HFNC & NCPAP. NIPPV OWITNDLEEI(CHWTE. 7ERE 28 BRBHEDR(FZFEAETRICE
FNTULEMDZ. TOZTENS, 128 28 BLROREIR T, £RFH(SHRENITIREEZE I D15
AI(C, CLD DIEE(CENGM Tz & BFEHEEMNIMEN T2 EHS HENC (FEBRODERRD—D /R
N>3.

LU, Ja5ERiE 72 BEROEERRIE HFNC TZ <. HFNC Z#ER I 3RETFEZET D. F/T.
CLD M/ \A U R L1321ERE 28 BRFEDR(FF LA EMRICEFNTH ST £RBIADITIREE (3t
92 HFNC DFERDZEIEFAATH D,
S8 HAM HFNC vs NCPAP [CH(F 5% : HER:, IHREMNITINEEZEITDIRERICHUT,

HFENC (Z8FREIRD—D LD, (85U HER, FEE (1KLY CoE )

Knowledge gap
- 7208 28 ERELHA DR (X I DFEREREE L TD HENC (CDWTIFRBATH D,
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CQ206-1.2 Evidence Update CoSTR: S4B HIDIEREEM ITEIRET

(NIPPV & Bi-level CPAP vs. NCPAP)

(CoSTR: Consensus of science and treatment recommendation)
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CoOSTR title :
BER(CITD. £RFAADOIHZEENITIREIE(NIPPV & Bi-level CPAP vs. NCPAP)
CoSTR authors:

BRET ARHIZHEESERE>Y— LR
BIRE RRAMEMRET FERAR
INAGRIERSY REFRIZCEERE #HERH
TSHEIEER EMARFEAE LSRR NER
FAGREE RRAMEMRET FERAR

*Corresponding author (SE&%)

Version & date:
1.2/R. 2024F 11 B 17 HE#H

CoSTR citation :

BHAGE : ERBF. NARMA, BERE. BHIEE. maEF.

@MERRETFBDZHD. ERFBRADIHSENIGERTDER(CDNT. FEREBEMERTA RS>
JEBNeo CoSTR CQ206-1.2 2024 £ 8 H.

ZEE : Hiroko Iwami, Masayo Kokubo, Kei Inomata, Masatoshi Tokita, Yohei Minamitani. Selection
of Noninvasive positive pressure ventilation in early period for the Prevention of Chronic Lung
Disease. Japan Evidence Based Neonatology (JEBNeo) CoSTR for Clinical Practice Guidelines for

Prevention and Treatment of Chronic Lung Disease of Preterm Infants. (CQ206-1.2) Aug 2024.

Conflict of interest (COI: FIFHHR):
RIS COI /XL

Clinical question:
HREHC., IHREMNMTIREIENNERBER(CH U T LTOEDIE. BFED Nasal continuous positive
airway pressure (LIF NCPAP &BR9)ZITD & ELEB U T, i RIB AR ER E DEERSHEZ
pEEdIN?

1. Nasal intermittent positive pressure ventilation (LLF NIPPV &B&9) ([EHR or FEREHA)

2. Bi-level CPAP
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PICOT:
Population:
SREPH(SHMEENITFINEEZITOEEER (£ 37 BEXETHE £ 6 KELUAICIHIEN
MPIRERZEER Y—2J 705> MESOEEERIDRLY)

Intervention:
NIPPV ([=EIEA or 3ERIEA) . Bi-level CPAP T. WIREEZFBUEIR

Comparators:
NCPAP TIIREEZMia UIZIR

Outcomes:
BERN. [ERE. XL, BMUMERER(CLD). by, IMZEALM(IVH). JIEERZX(NEC). R#
IBHEREAE(ROP). SIS

Type of studies (study designs), Language, Time, etc:
S>> ME (BU\F quasi-randomized) HEEGHER. SEEFIRRL

Definitions, other notes for PICOT:

REMRBIRIIGERS (Nasal intermittent positive pressure ventilation : NIPPV) : 270> -
NRD&NTUT, B L12D CPAP (FHixuElBE) (XU, FHNCIRSE (PIP) ZERDYA
T ORI .. T/ A& U TATIHRERZRAVNDED E Bilevel 7/\1 XZ2RAVWSEDN G D.
AR RUERS £ IR (Bi-level continuous positive airway pressure : Bi-level CPAP) : NIPPV
MDS5, Bilevel /WA XZRAVTITD Z4HMHD CPAP

RENIFHRKIBEREMIR (Nasal continuous positive airway pressure : NCPAP) : 701> -
N A%t LT CPAP Z1T5

IPIRASE - JaBRE (1% 1 ERUAICHBEEBRADY) DBINNE (SR> FEIRET S R—2 X
FERREIEN. 8O DU\ (FERERITIR)

S[ERE (B2 1 BEMRNICIERE(IC LD ATTFIREENKE)

FETRBERIDIET)

AR E (CLD; {21 36 BN COMRINS)

MZEREIn (IVH; Papille’s classification @ Grades I ~IV)
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EEKNZEARLI (sIVH; Papille’s classification @ Grades I or IV)
IZEIE MR (NEC; Bell’s stage 2 A E)
RATHIFRAE (ROP; stage 3 LU L)

BITF DR

BARTWTNEENVERRERCSVNTE, BEMEREFRIETFHOIH(C. HE LI L TORRNEZE

IR K DE. NCPAP/NIPPV WM EN D, T2/ UMIRESBIEIRRFRE(CH U CEIERICH—T 705>

N5 92 EEEECHD. BHICHEBEZITV. U—TJ7 05> b5 UIRICRHCIREL

T NCPAP/NIPPV ZiTDC EEHEREND (IRHLDMENE B) « NCPAP/NIPPV DFRIC(FSUBNDFEAE (C3FE
BIDENHREEIND (IBILOENSE C) . NIPPV BIEZITORRICE. EEMEROBLISERI D&
MR END (IRILDOHEN = C) .

B ERET 2 AR RIFERMRKLCE DV VA RIBUMEBOZEEI $£28 WINEEREERSRFHME
JE#30 - n-CPAP/n-IPPV

SEIDHELE
S PHIDIFEENIFIRERESEHFDFE £ 8H(CQ206-1. 1,2,3) :
HRPH. IFRENTIREEZEIDIRERCHUT. RAENBVIGEDLIFIREENE OGS (.
NIPPV(Nasal Intermittent Positive Pressure Ventilation) T/&EZHIAT 2 C EZIRET D.

([ULMEE, PEEDIEF > XDOEEN )
U, BEDRRMEEOIRILICEHDTE T HFNC(High Flow Nasal Cannula). NCPAP(Nasal Continuous
Positive Airway Pressure). Bi-level CPAP. NIV-NAVA(Neurally Adjusted Ventilatory Assist) &L\ D 7C
DIHMSEEMIFIREIRZEIRT D EBEBE I DED TR,

Evidence update CoSTR summary

A CoSTR Tld. 3 DDLEEDSE NIPPV (CBi9 D Full SR ##TDFER(CQ206-1.2:NIPPV & Bi-level
CPAP vs. NCPAP)ZXE/EID & U TR I D, ERFHADIHSEMNIFINEIREALDF EHCDNTIE,
CQ206-1 £&&HD CoSTR Z&HRDZ &,

[CQ206-1.2 NIPPV & Bi-level CPAP vs. NCPAP)

BEROERBIADOFIREIR(CEHITD NIPPV (ATMHIREZFLZ NIPPV & Bi-level CPAP ZE1) &
NCPAP MEEER(CEI L T, 2023 & (C Lemyre 5IC KD TIT11 Cochrane Database of Systematic
Reviews (CUN&E =Tz Systematic review (LLF SR) 7n'3%2 (Lemyre 2023) . [@ SR i+ (CH L
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LW zHSEID GL ERK(CdnT= D T update #&ZR(E1T103. Lemyre 2023 DS & BEMAFTICEENITIAR
DEFTOBRZ X EHTHERZFR U,

Lemyre 2023 Tld 17 DS >4 IMELEEERER (randomized controlled trial ; LUF RCT EB&Y) YRR
DIMEREIRD, 1958 ADEHARICEFNC. ERBHCFIREIREET DB TIE. NIPPV (& NCPAP
EHE LT, HRAE2ZERA L (N=17, n=1958, RR 0.65 [95%CI 0.54-0.78];RD -0.08 [-0.12,-
0.05]; HEE D Certeinty of evidence (LIF CoE) ) . [lEfEEZRA Uz (N=16, n=1848, RR
0.67 [95%CI 0.56-0.81];RD -0.07 [-0.11,-0.04]; HZEE®D CoE) .

MEF CHTX(CIFBEEFRMD>7=A (N=17, n=1958, RR 0.82 [95%CI 0.62-1.10];RD -0.07 [-
0.11,-0.04] ;1 0%; 55\\ CoE) . {EIE 36 8 CLD OFRIEITHA I DFERNESNE (N=12, n=
1284, RR 0.7 [95%CI 0.52-0.92];RD -0.08 [-0.12,-0.05]; KU\ CoE) .

AHHE[CELTHE. B (N=16, n=1674, RR 0.92 [95%CI 0.6-1.41];12 0%; 550\ COE) . FMZ=ER
Him IVH (N=9, n=642, RR 0.96 [95%CI 0.69-1.33];1° 11%; &L\ CoE) . EJERN=ERLIM sIVH
(N=8, n=977, RR 0.98 [95%CI 0.53-1.791;1> 0% {&\\ CoE) . RZ'SHAMESE ROP (N=4, n=
529, RR 1.07 [95%CI 0.54-2.11];1° 0%; {&\\ CoE) (CHEZ(GRh o>fzht. EEIEMHEBA NEC (N=
11, n=1275, RR 0.62 [95%CI 0.38-1.03];1° 12%; FEHIZ{KL) CoE) (& NIPPV T4 9 BEEN G
D1z, Lemyre 2023 ([CEFNEHAFRICHS LT, EREIEE (& 2 #mRDIATT(Kishore 2009;Salama 2015)

TIRESNTUVER, EFEE(CDVVTIRE UTZAZEE 1 #wD RCT #f38(Salama 2015)DH Tho Iz
(3EE(T1ELY CoE) &
Lemyre 2023 Tl&. ATLMR2Z AL NIPPV (—#%89(C PIP (FEREMN A TR THERINDIEDE
B (CERE) & Bilevel 7/\1 X (—f%#Y(C PIP % PEEP KD 2~3 cmH20 & <&%E) &RV \V/Z B-level
CPAP ZXBIL. TI\ARBOYTJIL—T#EfiEiTolc. ATIFRERICES NIPPV (N=11, n=
1131, RR 0.63 [95%CI 0.50-0.78]) . B (AILMIKER(C KD NIPPV & Bi-level ZXRICEOH
%) (N=2,n=163, RR 0.41 [95%CI 0.20-0.85]) (&. NCPAP &LLt& L CER(AEXRKMZRHI =t
=M. Bi-level CPAP DAz E UIZAFRTIE. HIRAE (N=4, n=664, RR 0.81 [95%CI 0.55-
1.18]) (CBEE(ERDENDIE. [KIEHEDREMHEICDODWTERERDER TH oIz, R ARSI
&3 NIPPV (&, NCPAP &E8 LT CLD ZBE(ICE S =B (N=7, n=741, RR 0.65 [95%CI 0.45-
0.94]) M. Bi-level NCPAP (N=3, n=380, RR 1.07 [95%CI 0.50-2.28]) TFBEREFEN DT,
JBE (N=2,n=163, RR 0.62 [95%CI 0.36-1.08]) Tl&CLD ZigA 9 D@ oz, UEMNS.
[Bi-level CPAP ([CDUL\T NCPAP ELEB UTZBERNE(FREATH D TDIER(FZMEEDHIRTCER SN
3] &UJ
AR Z FALVE NIPPV TlEBEEZRIZEOEFRITIREFEHSE DI ENBIETHSD. Lemyre 2023
([CHNTITHNIZ NIPPV OEFRE(IC KDY T IIL—-T#E Tl BH (N=6, n=449, RR 0.61
[95%CI 0.42-0.89]) . 3E[EHA (N=10, n=1456, RR 0.65 [95%CI 0.53-0.81]) oLV NEBERIC
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ARKBEE Ueh, BECEFBEEZEFEM oz (N=1, n=53, RR 0.58 [95%CI 0.20-1.65]) -
[EREOREE(C DN TERKRDER TH oz, FZEH (N=5, n=388, RR 0.52 [95%CI 0.27-
1.00]) . 3FAEHA (N=6, n=843, RR 0.73 [95%CI 0.53-1.02]) L\I'NE. CLD Zi&5 I tEmh'd
D, BETIFEEZEEM>Z (N=1, n=53, RR 1.04 [95%CI 0.32-3.46]. JBE COHEBENT
RODE. B2TINBA XD C LD EEZ SN, FEMOBRE(CKIDESEI DTSRV EHIRTUHE
BCFIHMoT.

FITRARBFRAIDOT — T 7 05> MES(INSURE)DERE(IC KDY T J)IL—THERBITHNTLDH, 5l
D CQMHBDZHCTIFRZ U,

Lemyre 2023 (CEFENIZ 17 RDAFRD DS 5. D% < (F1EAA 28 BMS 32 BORER (F15 30:8)
EIRELU TV, ATHIRSGREREZE T D ENE < CLD OFJR VR CTHD1ERR 28 BREBDBRE
BENRICEDEAT(L 17 #wT 5 #Hm(Kirpalani2013; Kugelman 2007; Meneses 2011; Oncel 2016;
Ramanathan 2012)MDd*. MWROFEGEEN 28 BRBODIATLIEL 17 R 2 #kDFH (Kirpalani2013;
Ramanathan 2012)Tédpo /. Lemyre 2023 TITERRIBEIC K DU T J)IL—THRIIEREIN TS S
9. Shl, BRERCHSIT2EMIMEZHAT DD, COMREEDOHITBEN 28 BXRHE THD 2
ROARZEIMRE U THIZ(CEIDB I D)L - T#EfZEEmRUIz. &R, NIPPV (&, FETZRS /AN D
7= (N=2, n=163, RR 0.80 [95%CI 0.14-4.70]) H*. MIEFL (N=2, n=163, RR 0.41 [95%CI
0.20-0.85]) BKIUREEE (N=2, n=163, RR 0.41 [95%CI 0.20-0.85]) &g =t3. $hERIEMN
fiREZRS ItEE (N=2, n=163, RR 0.62 [95%CI 0.36-1.08]) Mpolce CDKDICEICBRE
BaEIWRE U T JIL—THEAHN5E Lemyre 2023 DF —FEER EFHROERNRENZ. KRITBR
= 2D NIPPV OLZEM0BRMOIRILE UTHRRMTNHD EFERRNEDD, SEIDFERLD
NIPPV DMIEAEDK[ERE. ERBUMKREZ P DMRZRIRIZNIRINSHD EHIMTL. [H
4B, IHRENIPINEIRZE T DRER., FICRAMNROBPIFIRFEENRUVE(CX L TE. NIPPV Z
FRIDCEZREIT D] EUME. SRICEFNIEAREERIEARETHDIN. TEFT > RDEEHN

(&, FBRISBNESDE(EFR<. —BHNHDD. Cochrane DIEREFERRIC, [HEEDOEERME] U

Iz

4% HID NIPPV vs NCPAP [CH1T 3R £RFH. IHRENITIREIRZE T 2RER. FCRAME
HEEWEIFIRFEENGEWNE IS U T, NIPPV ZFERITRCEZIREITD (BHLEER, PEEDIET>
ADHEEM) . Bi-level CPAP (CDULVT NCPAP ELEER UTZBRMEFRATH D TDER(FE AR DFIRA(C
ERBN3,

T2 U BIEGIDORAEIFIRFEEDIRE ., Bhis2DIRILCEDE T HFNC. NCPAP, Bi-level CPAP &0
D e DIHMBEEMIFIREIRZFEAT D EEZBET DEDTIFRLN,
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BIFD SR [CEALT
BEfF SR @ Citation

Authors : Lemyre B et al.

Title : Early nasal intermittent positive pressure ventilation (NIPPV) versus early nasal continuous
positive airway pressure (NCPAP) for preterm ingants.

Journal : Cochrane Database of Systematic Reviews

Year : 2023

Volume (Issue): 7. Art. No.: CD005384.

(Lemyre 2023)

EXFD SR OEH
3
RENFHRSIERTE (NCPAP) (. IREZOWIRMHICER TH 3. BREMNBIRNBEIRS (NIPPV) (&

Il

S270°>0%NMUTATHIRERICKDMIREZITD T ET NCPAP 28T B3 &N TE D, £ERRHICER
IR ETHREATIMHIRERRE ) A0 TF. FEREMMEEREXRTRY B30 H S,

B8 :
RN ESIBAE(REF(RDS) U R U DHDRER(CH TS NCPAP & NIPPV EIRDSZE(C DWWV THSMIC
I3,

Pshr

Cochrane Neonatal MIEEERMEZREELZ AT, 2023 £ 1A FE TOHAMIT. CENTRAL. MEDLINE,
Embase. ProQuest Dissertations and Theses. Web of Science Core Collection D&F —FIX—X %
RRU.

412 6 RERLINODTERR 37 BREDRE R ZMHRE LTz NIPPV & NCPAP ZLEE U1z S5 >4 AMEFBRS K
US> S MERBRESHTZ,

AR
Lemyre2023 Tl 17 D RCT. 1958 ANEEATDNSR, Ml Summary &8, TEEERDEESD,
A2 (138RLA) : RR 0.65 [95%CI 0.54-0.78]; M-H, Fixed, I* 6%
S[ERHE (1BEBLA) : RR 0.67 [95%CI 0.56-0.81]; M-H, Fixed, I 0%
IRBEAIMIET : RR 0.82 [95%CI 0.62-1.10]; M-H, Fixed, I* 0%
{E1F 36 3BM CLD : RR 0.70 [95%CI 0.52-0.92]; M-H, Fixed, I* 0%
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& : RR 0.92 [95%CI 0.6-1.4]; M-H, Fixed, I* 0%

IVH : RR 0.96 [95%CI 0.69-1.33]; M-H, Fixed, I 11%
sIVH : RR 0.98 [95%CI 0.53-1.79]; M-H, Fixed, I 0%
NEC : RR 0.62 [95%CI 0.38-1.03]; M-H, Fixed,I* 12%
ROP : RR 1.07 [95%CI 0.54-2.11]; M-H, Fixed,I? 0%

BRISE : RR 0.79 [95%CI 0.50-1.24]; M-H, Fixed,I? 0%

BIfFD SR D AMST2R FHE#ERDEF &6

1 PICO D& Yes
2 T3 EDIAR Yes
3 EIRESE Yes
4 HEFERY SCRMRZR Yes
5 TZTER Yes
6 T —Shih Yes
7 BROMAFT Yes
8 AR DF DR Yes
9 & < DERFTD) A 77 AU X T5Fd RCT Yes
10 |&ER Yes
11 | X93#HFE RCT Yes
12 | X931 77 AU XI5 Yes
13 | #EREBR/I\A TRV A DER Yes
14 | 284 Yes
15 | B/ SA7 X Yes

AMSTAR 2 Tl EEFHRIEEZSOCETCHDIEET [Nol DfER(EF N> .

BEfFdD SR & PICOT

Population : £RFPHIFRENIFINERZTOICRER (FEih 37 BXRiETHE)

Intervention : NIPPV ZfER UT=AEH!
Comparators : NCPAP &/ U /= EH!
Outcomes :

FEVI DL

Page 8 of 21
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IEIRAE - JAEKREN (4% 1 ERUAICRERERADY DB I MR E(C/RD EFIRE7 S R—2 X BEER
FEEN, A DONIEEETR) « [ERE (&% 1 BEURICKERE(IC LD ATFRERL %
=)

8RO MO

FET. S, IVH. sIVH. NEC. B{IMAE. ROP, HESRE. BT, ABHiE. SHFEEG. E1E
2 RAHREFETR (MMEWE. BELFEEER. RANOREE. BAOREE. NDI)

Type of studies(study design), Language, Time,etc:

WROAZFLTH > : RCT or quasi-RCT D+, SiEFHIFRRL

XHEMRFRDT — IR — X ERZREAR

- Cochrane Central Register of Controlled Trials via CRS (Issue 1,2023)

- Ovid MEDLINE(R) and Epub Ahead of Print, In-Process, In-Data-Review & Other Non-Indexed
Citations, Daily and Versions (1946 to January 12,2022)

- Embase (Ovid) 1974 to 2023 January 18

- ProQuest Dissertations and Theses (January 19, 2023)

- Web of Science Core Collection (January 13, 2023)

- US National Library of Medicine (clinicaltrials.gov)

- WHO International Clinical Trials Registry Platform(ICTRP)

+ CENTRAL

- The Eastern Society for Pediatric Research

- Pediatric Academic Societies

- Joint European Neonatal Societies

- Epistemonikos

RF¥H: 20234 7H 19H

BX7F D SR DfER
B SR Tl& 17 D524 MELLESEKER (randomized controlled trial ; IAF RCT &B&S) AMEEFTD
MREIED, 1958 ADRMAFT(CEFNC. ERFHICTFIRERZE I DR T(E. NIPPV (F NCPAP &
e U T, AEKEZEEA L (N=17, n=1958, RR 0.65 [95%CI 0.54-0.78];RD -0.08 [-0.12,-
0.05]; FFE®D Certeinty of evidence (AT CoE) ) . [lBERFEZERA Uz (N=16, n=1848, RR
0.67 [95%CI 0.56-0.81];RD -0.07 [-0.11,-0.04]; HZFE®D CoE) .
MEF CRTUXR(CIFBEERM>EH (N=17, n=1958, RR 0.82 [95%CI 0.62-1.10];RD -0.07

[-0.11,-0.04] ;I 0%; 1&UL) CoE) . {E1E 36 i& CLD OFRJE(LFHL I DEEMNESNE (N=12, n=
1284, RR 0.7 [95%CI 0.52-0.92];RD -0.08 [-0.12,-0.05]; &L\ CoE) .
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ASHHE[CELTE. M (N=16, n=1674, RR 0.92 [95%CI 0.6-1.41];12 0%; 55(\ COE) . AMZ=
REMm IVH (N=9, n=642, RR 0.96 [95%CI 0.69-1.33];1? 11%; {&\\ CoE) . EAEAMERHM
SIVH (N=8, n=977, RR 0.98 [95%CI 0.53-1.79];1% 0% {&\\ CoE) . 1EFEIEREA NEC (N=11,
n=1275, RR 0.62 [95%CI 0.38-1.03];1% 12%; FEF(/KL) CoE) . RETHAFEAE ROP (N=4, n=
529, RR 1.07 [95%CI 0.54-2.11];1> 0%; {&\\ CoE) (CBEEZE(Fh oz, SEMEBEIC DUV TIIHATE
VIR ERAT U TULVRLY GERICIELY CoE)

BRAIOY— T 7 059> MESOBRICKD BT JIL-T@hcldk. EFao—J7 045> M5

(INSURE) | BRI —J7 045> bRig5. JBTE (INSURE ERIESHSEIELEHATR) OS5, U—
709> MEEERET. BRICEBERERZRD Uz,

FINA ZRBOYTT)L— T T(E. Bi-level NCPAP DHZXHR E UTZIAFE TlE. NCPAP &EEEXL T
BEKRE (N=4, n=664, RR 0.81 [95%CI 0.55-1.18]) (CBREFREM DA, ATHIEZRICKD
NIPPV (N=11, n=1131, RR 0.63 [95%CI 0.50-0.78]) . BT (ATLMFIRZF(C KD NIPPV & Bi-
level ZXRICEOIATT) (N=2, n=163, RR 0.41 [95%CI 0.20-0.85]) (&. NCPAP LB UL TER
(CRBERBNRAD U, [UBTBREBRROER Tho Iz, RIEATLMEIRZR(CKD NIPPV (&, NCPAP &
B U T CLD Z#BR(ICHA Uz (N=7, n=741, RR 0.65 [95%CI 0.45-0.94]) 7', Bi-level NCPAP

(N=3, n=380, RR 1.07 [95%CI 0.50-2.28]) T(FBEEEF2MN>/z. BE (N=2,n=163, RR
0.62 [95%CI 0.36-1.08]) (& CLD Zi@4 9 DtEmEhdso 1z,

NIPPV DREIEAMED Y T U)L— T TlE. BH (N=6, n=449, RR 0.61 [95%CI 0.42-0.89]) . 3F
EHA (N=10, n=1456, RR 0.65 [95%CI 0.53-0.81]) OWLWITNEBERITAFEXRKZRL U, B
£ (FEHAEIEREANGETE UEIAZR) TIEBEEFR M >/Z (N=1, n=53, RR 0.58 [95%CI 0.20-
1.65]) . [EFREECEKROER CTHoc. FZHEEA (N=5, n=388, RR 0.52 [95%CI 0.27-

1.00]) . FEFEHA (N=6, n=843, RR 0.73 [95%CI 0.53-1.02]) \WI'NE. CLD ZiFd5S I tEmM D

D, SBIECIFBRE(EM o7z (N=1, n=53, RR 1.04 [95%CI 0.32-3.46]) -

SEIDSRICEFNZARDEZ K (F28BNS32ADRERE (FiH30H) ZHHRELTWND. 28BKREDIE
BERZMWRICEDH DML 7HRPSHDH(Kirpalani2013; Kugelman 2007; Meneses 2011; Oncel
2016; Ramanathan 2012) TR, YIJ UL —T#EREERSNMN D 1.
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GRADE Ep table
NIPPV & NCPAP ODLEER

=1 D (Certainty assessment) AEIER

Certainty
F—EiE | FiEEE Fi5HE NIPPV CPAP #3$(95% CI) #x4(95% CI)

IR 2
17 | S>4F LMk #Zl 2 RZTRE | FZLTROY | FBAITRUL U 145/969 227/989 RR 0.65 81 fewer per 1,000 ePdO H5E
SHER LY (15.5%) (16.3%) (0.54 to 0.78) (from 106 fewer to 51 fewer) h
SERE
16 | S5 LMt x| @ FAITRR | BAITRUVY | ZFZAITROY N9 141/916 211/932 RR 0.67 74 fewer per 1,000 ®000 5
FER (A} (15.4%) (22.6%) (0.56 to 0.81) (from 99 fewer to 43 fewer) =8
5T
17 | S>4F ALt R @ RZTRE | FZLTROY | FBAITRUL N 69/969 85/989 RR 0.82 15 fewer per 1,000 10l®) PN
SHER (A (7.1%) (8.6%) (0.62 to 1.10) (from 33 fewer to 9 more) &
CLD
12 | S5 LMk #Z) @ EZTR | FBRITROY | FBAITRU U 67/639 98/645 RR 0.70 46 fewer per 1,000 15 0@) BX
FER LY (10.4%) (15.2%) (0.52 to 0.92) (from 73 fewer to 12 fewer) &
S
16 | S>FALMtE @ FEZTIR | RZITRR Pt N 35/825 39/849 RR 0.92 4 fewer per 1,000 OO0 EZE:3
FBR (A (4.2%) (4.6%) (0.60 to 1.41) (from 18 fewer to 19 more) IERICR

IVH
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=1 D5 (Certainty assessment) AEFIER

o . Certainty | EEMH%
L
e e F—HI | FEERME FHETE _ NIPPV CPAP 1#33(95% CI) #33(95% CI)

9 S>ANMME | FE e FZITIRN = P N 52/311 59/331 RR 0.96 11 fewer per 1,000 OO0 B5E
HER (16.7%) (17.8%) (0.69 to 1.33) (from 55 fewer to 59 more) IEEITIE
sIVH
8 | S>AMME| FEA® | EATR | FERTRL B ° U 18/482 19/495 RR 0.98 1 fewer per 1,000 OO0 BX
SHER (A (3.7%) (3.8%) (0.53 to 1.79) (from 18 fewer to 30 more) IEBICR
ROP
4 S>4IME x| @ FAITRR | BAITRROY Pt 2L 14/259 14/270 RR 1.07 2 more per 1,000 eOO00O 5
FER (A} (5.4%) (5.2%) (0.54 to 2.11) (from 24 fewer to 58 more) IEE(TIK
NEC
11 S ME #Zl 2 FZTRE | FZLTROY | FBAITRUL U 22/631 37/644 RR 0.62 22 fewer per 1,000 =12 0@) BX
SHER (A (3.5%) (5.7%) (0.38 to 1.03) (from 35 fewer to 2 more) &
i1k
5 S5 ME #Zl ° EZTRE | FBRITRR &7 ° 2L 28//273 36/273 (13.2%) RR 0.79 29 fewer per 1,000 ®OO00O gE
SHER (A (10.3%) (0.50 to 1.24) (from 66 fewer to 32 more) IR

CI: confidence interval; OR: odds ratio; RR: risk ratio

A a. NIPPV & NCPAP "ERIETETH ST 77D bAOATHEDOZER NI

b. 5% ERXMENL LS. BRE-BEDEIEEHENHD
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5% ID ARTH1> MERE BE-E—R T hALBDOFER NIPPV vs NCPAP FEHEFER
TREEL TTA/X388 (Absolute Event Rates, P f#; OR or RR; & 95% CI) limitation
(CAUNGSES))
tyF>20
Pan RCT BW <15009g INSURE 81 NCPAP initial PEEP 5 « 72h BIROBEE: 16/144(11.1%) vs 21/140(15%), P fE>0.05 INSURE #&(C NIPPV ZEHA(CERY
2021 N=144/140 GA Ei5 30wk cmH;0 - ETC: 18/144(12.5%) vs 16/140(11.4%), P 1{E>0.05 BT &E(F. NCPAP EHEBR LT, 72 B
Multicentre 2 RDS - {EIE 36 BOHPEEU L OEMEE: 8(6.3%) vs 11(8.9%), P 1B 0.25 RILIROEIEE. ET-. BPD. NEC.
In China INSURE #% BiPAP : Infant flow system, Viasys | - IZFEIEREA(NEC): 10(7.9%) vs 4(3.2%), P1& 0.08 ROP. IVH DFER(CHEEIRN D
Healthcare Inc; Respiratory rate - REWTHARRAE(ROP): 8(6.3%) vs 11(8.9%), P{E 0.30 fzo 1272 NCPAP A1 NIPPV KL
30 /min IT 1s, Pressure 9/5 - EEEHIM grade3-4 and/or PVL: 23(18.3%) vs 22(17.1%), P{& D& CPAP Td oz,
cmH;0 0.54 REGETIRER, BRESHME
NCPAP : CPAP 6 cmH20 - S EER /(SEEM 5 X IR ETEHAR], mean : 12.6 d vs 15.3 d, P& 0.03 NIPPV OANERICIEHE
- BZRS S HARSY, mean : 20.6 d vs 26.9 d, P{E 0.002
MER(FIFS 30 B
Meneses | RCT GA 26-33wk NIPPV : using Inter - 72h BINOSEHHE - IFIREIE: 25(25%) vs 34(34%), RR 0.71 RDS (MY2IC NIPPV #REAICIERT S
2011 N=100/100 EHJ 30wk, 29wk | Neo(Intermed Inc), time-cycled, [95%CI 0.48-1.78] , P{& 0.16 C &lE. NCPAP &EER LT, 72 B5E

Single-center

In Brasil

Inborn

RDS

pressure limited,and continuous-
flow neonatal ventilator,
nonsynchronized mode ;
Respiratory rate 20-30 /min IT
0.4-0.5 s, Pressure 15-20/4-6
cmH0 Flow rate 8-10 L/m
NCPAP : using Bubble CPAP
system (Intermed Inc)CPAP 5-6
cmH;0

- BB

BW > 1000 g 14/62(22%) vs 25/63(39%), RR 0.56 [95%CI 0.32-
0.98], P{E 0.04

BW = 1000 g 11/38(29%) vs 9/37(24%), RR 1.19 [95%CI 0.55-
2.53], PfE0.65

- {&1E 36 B T?D BPD 22/83 (26.5%) vs 20/80(25%),
0.62-1.14], P& 0.16

- {1E 36 B T® moderete-severe BPD 9/83 (10.8%) vs 4/80(5%), P f&
0.16

- SH9: 3/100(3%) vs 5/100(5%), RR 0.6 [95%CI 0.14-2.44] , P {&
0.47

RR 1.06 [95%CI

BADSERE. BPD. NEC. ROP,
IVH ORER(ICERE(FRH 0Tz,

{KE75| subgroup ###TT>1000g T
[FEEIC 72 BRMUAOK EIRE (L
/.

PUTz, 24-72 BETIE NIPPV H'E
BICHINER AR DIz,

5R(3 26 B E
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- IBTEHRZR(NEC) : 5(5%) vs 9(9%), RR 0.55 [95%CI 0.19-1.5] , Pf&
0.27

- EEEAH grade3-4: 6/73(8.2%) vs 6/75(8%), RR 1.02 [95%CI
0.34-3], P{E 0.96

- RFAVTHARRAE: 10/64(15.6%) vs 38/71(11.2%), RR 1.38 (0.58-3.20),
P& 0.45

- {E1E 36 B TOEMHMEBDIRVERE: 61/78 (78%) vs 57/74 (77%),
RR 1.01 (0.85-1.20), P & 0.86

- EIBBEDATFIREIR MV ORE : 58(58) vs 64(64) RR 0.9(0.72-
1.13), P 1B 0.38

- PREMIREIEEAR, median: 7d vs 5d, P{E 0.65

- NCPAP HifS,mean : 9.6 d vs 9.4 d, P{& 0.14

- BERI%5HAM] : 23.6 d vs 20.4 d, P1iE 0.97

Aguiar
2015

RCT
N=111/109
Multicentre 2

In Purtugal

GA 27-32wk

H4BF NCPAP initial PEEP 6 cm
H,0, FiO2 0.4, WERF(d T-piece,
mask %{$F3, PIP 17-20/PEEP 6,
1/min, Fi02 0.3-0.4

BiPAP(Bilevel CPAP) : Infant Flow
SiPAP system (Vyasis, Care
Fusion);initial PEEP1 6 cm H,0
PEEP2 8 cm H,0, IT 2's, RR 10;
At 30-45 min. of life, 10-15,TI 2-3
s

NCPAP : Infant Flow Nasal CPAP
System (IF, Care Fusion);initial
PEEP 6 cm H,0; At 30-45 min. of
life, PEEP 6-8 cm H,0

4% 55 7, HERS INSURE &(CE
AIDEMTER

- 120h LIS EiEE - IFIREIR: 16/111(14.4%) vs 20/109(18.3%), P
& 0.43

- 27-29 wk: 11/31(35.4%) vs 8/31(25.8%), P f& 0.41

- 30-32 wk: 5/80(6.3%) vs 12/78(15.4%), P {& 0.076

- 120h BIROOIEE - WIREER%Z 7D b HAE USRS TE. Bilevel
(& OR 1.6 [95%CI 0.76-3.4], P & 0.21 THETC(dM D7z, PROM i+
PNERTHDZ. OR 3.6[95%CI 0.76-3.4], P f& 0.014

- IHBEERILINETEHARY, median: 44.9d vs 45d, P f& 0.31

< 27-29 wk: 49.3dvs 84.5d, P f& 0.6

- 30-32 wk: 44.2dvs 37.7d, P f& 0.4

- &8 2/111(1.8%) vs 5/109 (4.6%), P {& 0.28

- {E1F 36 BTHMRNBISHERSE(BPD): 8/111(7.2%) vs 5/109
(4.6%), P 1 > 0.9

- BB R (NEC): 1(0.9%) vs 6(5.5%), P fE 0.28

- EEEAEPYRZ PIVH(peri and intraventricular hemorrhage): 4(3.7%)
vs 1(0.9%), P {& 0.37

- RATHIRAE(ROP > 2): 0(0%) vs 0(0%)

NIPPV (& NCPAP &EEERUL T, JBEAR
£E(CHEREFN o, [, 1B
fi=®E. NEC. IVH. ROP. JET-DF
ER(CBHEEFM oz, NEC (&
CPAP (CZ\ MRS D Tz,

BEED subgroup fEMTTIE. TERR
30-32 BDRTI(E NIPPV £ THE
AENDRUVMEEN DD 12,

MWERIE 27 B E
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« ZET: 1(0.9%) vs 1(0.9%), PfE 1
- £FOS SEEEFEREIRE, median : 5d vs 4d, P {E 0.44

Oncel
2016

RCT
N=100/100
Single-center

In Turkey

GA 26-32 wk
RDS

Fi02 > 0.4 D5

AN
[=]

MIST(Minimally
invasive
surfactant

therapy)

2E@BDY—-T7
5> ~MEehig
EFi02>03D
)

At birth: NCPAP using Neopuff
(Fisher and Paykel), 30 min HIRI(C
Elft
NIPPV : using SLE(Specialised
Laboratory Equipment),
nonsynchronized mode ;
Respiratory rate 20-30 /min,
Pressure 15-20/5-6 cmH20

NCPAP : using SLE, CPAP 5-6
cmH20

Short binasal prong

+ 72h LIADIEE - IREE: 13/100(13%) vs 29/100 (29%),Z% 0.16
[95%CI 0.04-0.27], P {& 0.005
- ERBTOY—-TJ7 045> b 38/100(48%) vs 60/100 (60%), ,Z=
0.22 [95%CI 0.08-0.35], P fE 0.002
- 72h LIROIFE - IFIRERZ 7T bHAE USRS/
NIPPV: OR 0.36 [95%CI 0.17-0.76], P {& 0.008
GA: OR 0.76 [95%CI 0.59-0.98], P f& 0.041
- B—T7 085> bOBBET D ML E UEEEEM/HN
NIPPV: OR 0.39 [95%CI 0.22-0.71], P {& 0.002
- JEBEEMITINETRHAR, median: 2dvs 3d, Pf&E 0.12
- (SEERIFIREIEAAR], median: 2d vs 3d, P{E 0.34
- SRS S HAR, median : 3d vs 5d, P& 0.003
- DEROEEE: 20(20%) vs 37(37%), Z= 0.17 [95%CI 0.04-0.29], P
& 0.008
- Sl 5(5%) vs 3(3%), P 18 0.47
- tRESREL FODIBMERHERE BPD: 7(7%) vs 16(16%), P 1 0.046
- BET": 4(4%) vs 6(6%), P 18 0.52
- IRFE4RZ X NEC: 3(3%) vs 6(6%), P fE 0.31
- EEFEMERRZETL: 0(0%) vs 1(1%), P {& 0.32
- BYZZPIAIT IVH: 4(4%) vs 7(7%), P 18 0.35
- RENSHBIESE ROP: 3(3%) vs 4(4%), P 1& 0.70
- LA SMRANT BPD (CREEIAD > 12
- GA < 30 wk @ subgroup f#tft
- 72h IIRIODIEE - IFIREIE: 11/55(20%) vs 19/60(32%),% 0.11
[95%CI -0.04-0.27], P {& 0.16
- RIBBTOY— T 745> i 24/55(44%) vs 38/60(63%), = 0.19
[95%CI 0.01-0.37], P {& 0.034

NIPPV (& NCPAP &EEE LT, 72 B
MUROKERE - WIREENNER
SAEABIIERCHI Uz, 280
BERPERERPRERS Uz, %
ZEFETCIEMEINRES BPD DR C
FBFSUN oz, M. I8MhhER
Z£. NEC. IVH. ROP, ZET-DFARK
[CBRZE(/aMo/z. NEC (& CPAP
DFITE MEEN B DTz,

subgroup AT, 1ERE 30 BRIED
RT(E NIPPV ZfER UZ8¥ C 72 K
MADEE - IHIREENBEINERE
MR (SR Lo 1zt H—J7 0
5> MESOWENEZRERAMEE
BITHED UTz.

BEEHNFRLDESG TN TAX
PRRBLTWDHEEEMES D,
MERIF 26 B E
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- IEBEERYITINETEHART, median: 3dvs 4 d, PfE 0.2

- (SEERIFIREIRAARY, median: 2d vs 2 d, P& 0.56

- B8RS S5 HARY, median : 3d vs 5d, P{E 0.004

- DAROFEER: 15(27.3%) vs 24(40%), Z= 0.12 [95%CI -0.04-0.30],
P f& 0.15

- &8 2(4%) vs 0(0%), P {E 0.14

- R FOIBHERRSE BPD: 6(11%) vs 10(17%), P & 0.37

- BETC: 3(6%) vs 5(8%), P {E 0.54

CI: confidence interval; OIS: optimised information size; RCT: randomized controlled trial; RR: risk ratio.

aOR: adjusted odds ratios; BW: birth weight; N: number of units or patients; wk: weeks; BiPAP: bilevel nasal positive airway pressure
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<M Update iEEMEEX (CBE LT

Lemyre 2016 ® SR % update L&D EstAH =M. 2023 FICRAEE TH D Lemyre S(CK>TTVvIF

— b BRENICICHEBIMEZR(EITIOT (Lemyre2023) &AL,

BIf7 M SR DFER LENFIRDFER

SOl SR ([CEFNITHARDZ < (F 28 BMS 32 BDREE (F 30:#) ZHRELTULND, KD CLD
DYURITHEL. ATHREBENAKHE & BN D 28 BERBDBREERZMNRICEDHDIMERIL 17 #FP 5

#®dDHT. Cochrane 2023 TEFYITJIL—TEEM(IERSNTLVEN DIz, MROFITEEN 28 BRI

DIRARK (S 17 #&7H 2 wDH Th oIz, SEl. BRERANDNRZHD T D/, D 2#F (Kirpalani2013;

Ramanathan 2012)D&H CH I D)L Tz =M Uz, &R, NIPPV (&, SEEZERS SRz (N=2,

n=163, RR 0.80 [95%CI 0.14-4.70]) M. MIEAEL (N=2, n=163, RR 0.41 [95%CI 0.20-

0.85]) BKXUREFEE (N=2, n=163, RR 0.41 [95%CI 0.20-0.85]) &R L. EMMEREZRHST

fBm (N=2, n=163, RR 0.62 [95%CI 0.36-1.08]) Moz, BEREEEAD NIPPV OEZEH>BRA M

([CIFESRDATRHBVET(EH DN, Bl EDZ EMNSTERE 28 BXREDBREIRE. SEIM SR EFERDIE

RhMEsniz.

Forest plot of comparison: NIPPV vs. NCPAP
* Review Manager 5.4 iRz {ER U TIERX

IFIRARS
NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kirpalani 2013 4 23 9 30 50.1% 0.58 [0.20, 1.65] —&—
Ramanathan 2012 4 53 14 57 40.0% 0.31 [0.11, 0.B7] ——
Total (95% CI) 76 87 100.0% 0.42 [0.20, 0.88] -
Total events 23
Hemrogeneiy: Tauw® = (.00; ChF 0.72, df = 1 (P = 0.40); F = 0X b0t o 3 10 00

Test for overall effec: £ = 2.29 {P - ), 02] Favours [N|FPVJ Favours [n-CPAP]

Y ]
[EERE
NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kirpalanl 2013 4 23 9 W 290X 0.58 [0.20, 1.65] —
Ramanathan 2012 9 53 24 57 71.0% 0.40 [0.21, 0.78] ——
Total (95% CI) 76 87 100.0% 0.45 [0.26, 0.79] P
Total events 13 33
Heterogenehy: Taw = 0.00; ChE = 0.33, df = 1 (P = 0.57); F = 0% bo1 01 3 1 100

Test for overall effect: Z = 2.79 (P = 0.005) Favours [NIPPV] Favours [nCPAP]

T
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NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kirpalani 2013 1 23 2 30 58.0% 0.65 [0.06, 6.76] H
Ramanathan 2012 1 53 1 57 4208 1.08 [0.07, 16.7&]
Total (95% CI) 76 87 100.0% 0.80 [0.14, 4.77]
Total events . 3

Hetzrogeneity: Taw® = 0.00; ChE = 0.07, df = 1 {P = .79); F = OX

Test for overall effect: Z = .24 (P = (.51} 0.01 0.1 1 10 100

Favours [MIPPV] Favours [nCPAP]

CLD
NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% ClI
Kirpalanl 2013 4 23 5 3 21.1% 1.04 [0.32, 1.46] S—
Ramanathan 2012 11 53 22 57 7R.O% 0.54 [0.29, 1.00] —H
Total (95% CI) 76 87 100.0% 0.62 [0.36, 1.07] g 2
Total events 15 27
Heterogenetty: Taw® = 0.00; ChE = 0.093, df = 1 (P = 0.33); F = OX b o1 051 1 lb 100=

Test for gverall effect: Z = 1.71 (P = 0.05} Favours [NIPPV] Favours [nCPAP]

SOIDHEREIS
HR PR DIFEENITFIREESEDFE £8H(CQ206-1. 1,2,3) :
HREBH. IFRENTIREBEZEIDIRERCHUT. RAUNBOISEDIFIRIEENEBOIES (.
NIPPV(Nasal Intermittent Positive Pressure Ventilation) T/&EZMIA T 2 C EZIRET D,

([LMEE, PEEDIET > XDOEEN )
Zl2U. BEDPEIEEROIRICENDTE T HFNC(High Flow Nasal Cannula). NCPAP(Nasal Continuous
Positive Airway Pressure). Bi-level CPAP. NIV-NAVA(Neurally Adjusted Ventilatory Assist) & U\ 7C
EDOIHEENIFIREIRZEIRT DL EBEI DEDTIFR0N,

TEF > RADSHERA
Summary of judgements

NIPPV & NCPAP DLEERICDULNT

JUDGEMENT

Gl HESL. E»

EFULBIR nEn
EFULRBVHR Hhah
TITES> XDOMEEM th
SERFHEREF
FE5DEEHES

<=L
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JUDGEMENT

BESLMAAN
B4

PRDINS> R

WEEFS REEDIX b

WEBFRE(CETD
TES>XOmEEE

BERXRIR BRAWARRU

N BESSHEML

Btk ExA)

SSITOIREE [

HREDY11T

Strong recommendation Conditional recommendation | Conditional recommendation &R TEHEINELTIERTEERTMStrong recommendation for the
against the intervention against the intervention for either the intervention or for the intervention intervention
the comparison

©) @) ©) ® ©)

WRAEOZERA
REROERZRFERADOIFIREIR(CHITD NIPPV & NCPAP MEEER(CEIL T, 2023 £I(C Lymyre S(CKD T
1711 Cochrane Database of Systematic Reviews (CYXE; =1 /z systematic review (Lymyre 2023)
OFERZFELRFZRRILE U TRV,
BEAFE(CES VT, NIPPV (& NCPAP CLEERUC. JAERIE 1 BEIUADEREANS LUKEREZRL S
Bz, FFATUXRCHREE(IRM DA EBIE 36 BICHIFTD CLD ORIEZBD B DI&ZRUIZ. &
PHECEIU T Ui, EERMERL M, RITMEGR . RATHREIRIEDORIE (CERAJIEM o7z, UEN S,
MR, IHREMIFIREIRZE I DREIR. FF(CRAMEN RO EIFIREENRUVE(CXF L TIE NIPPV
ZEATDICEZRERTD (BUVHEE, hEETES > ADOHEEM) ] SCOWSHERZER L.
FINARBOYTT)L—THEMTTI(E. NCPAP EEEEL T, ATMIRER(CLD NIPPV, SEBIE (ATMIRER(C
&3 NIPPV & Bi-level ZHRICEUAF) (FERICEEELN - [EHEZBA SETHY. Bi-level CPAP
DHEIHRE UTLART(IBREZRDIMN DIz, FLATIFIRERICKD NIPPV (&, NCPAP LLEERLT
CLD ZEEI(CEV =Tz, EMS. [Bi-level CPAP (CDULTI(&. NCPAP &EEE U TZBZNEIIAEATEHD
D, TOFER(IBMEROHIEIICERSND] UM,
NIPPV DEIER/EREAC KDL U BT JIL—-T#ATE. B IFEBVWITNEERICAERN - [E
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wBEZRS =Bz, FZEH. FFEVINEG. CLD ZiS TEmN DDz, U ENSEHOEHEICKD
BELEIDIFBSNRNEHIRT L., #HR(CIEIREEC DV TEHEMN DT,
ATHIRGREREZR I DT ENEL CLD OFJRTETH D1 28 BEREDEBRER(CH I 2B t=
Y D7z, SEID GL Bk (Cdpiz > THITERBEN 28 BRE THD 2 RedKRELTHIITIL-T
T BN CTRMUTC. FTORR. FIERBEN' 28 BREDER (CFHSUVT NIPPV (FFETDYRT%Z
BT SREMoEA BERKE - [REREZRY . CLD ZRS ItEmM e oz, Lymyre 2023 (CEH1F
DHREFEAREERICER 28 BREBZLIMRE U TEEERRMPRERE. CLD ZFh9 23RN
RSN ENS. RKAEDEWEHIICHSWTEHRICED TR RIZIRIIN G D EHIT U Tz,

BAE®D NIPPV & NCPAP DLEEZZ jo(CHER (E [HAR, IHRENIFIRERZE T IRER. F(TRAED
SEONEIFIRFEEN SRR (S U TIE. NIPPV ZEAT DT ETRET D, ZIEL. BIEFIDRZAEIT
IRPEEDIZEE . BitsDIRILICENDTE TEOIHERERNFNERZFERIT DI EZBEIT DED TR (55
VR, PEEDIET > XDHEEM).] EUM. SR ICEFNICHRIIERIEAIRE#E TH DN, #ER(CH
WESDEE>R<, —BlN'HD D, TES> XDERME(G [PEEOHERM] £ UT.

4% HD NIPPV vs NCPAP [CHITdfamm: £RFH. IHRENITREEREZE I IREIR. (TR
HERVEPIFIRFEENENEB(CH LTy NIPPV ZERIDCEZRETD (SR, REREDOIES >
ADHESEE) . Bi-level CPAP (CDUVT NCPAP ELER UTZERNMEIREATEH D T DER (I B HEEZDHIER(C
=7 ALY g

22U BAEBIDORAEDIFIREEDIZE . KiiEOIRRICEDE T HFNC. NCPAP. Bi-level CPAP &)
D JEABDIFREMIFINEIR ZERT ST EZTBEI DBEDTI(IR0N,
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EBDOSEBRHEMEEEE. NAVA D=0 3vITRTEER] OAZ/\—-&EUT, F(C 1~2 BEDT—
03y TEZRE - BECTND. AFITRERE. BE 3 FHCHEDRRAMH T VIETFLIDESR
MZIBEZIT TS,

Clinical Question:

A RFHC. IHMZENITFIREENANEREER(CX U T, Non-Invasive Neurally Adjusted Ventilatory
Assist (NIV-NAVA) EI2(3. REMEHGERELEREZE (NCPAP: Nasal Continuous Positive Airway
Pressure) YoIFEREEMMRMEEIRS (NIPPV: Non-Invasive Positive Pressure Ventilation) 7&¢&
NIV-NAVA Dotz FUZIHZEEMITIREIRZITD C & S B U T, 4 RIBMMEER/R EDSHEZ IR
[SRCLSYINTS

PICOT
Population:
412 24 BEILA(SHERENIFINE LT E 3 512 37 BREDEE!R
Intervention:
FERAEEE L TD NIV-NAVA Z U\ ZIHREER I IRE L
Comparators:
HIERERE L U CORSNFFREERE (NCPAP) YIHMEEENRIRKIZEHST (NIPPV) 72& NIV-
NAVA L9b e RV ZIHSEER IR DA
Outcomes:
FEC. EAERNMZEAREM (severe IVH: Intraventricular hemorrhage) . ¥4 BIEMMEZE (CLD:
Chronic Lung Disease) . BIiRERIFAE (PDA: Patent ductus arteriosus) . SBELE. K9
Type of studies (study designs), Language, Time, etc:
ETCOSY MEEEEER (RCT) ZHRETD.
IES A NMELEEERER. OO A—/\—5tBR. J7/R— NAZE. MEFINTIRIATE. FIRLEEKER. EI
ERBIRE. ERIRE. RERFEOUEROZDATT. BIEEROHDIRAFTISERINT D, REOWERN B
BDRD. SETOHFIFATORN,
Definitions, other notes for PICOT:
CLD; JEBNeo MDEZKICHKED (IEIE 36 BRI COBRIGSEHZ(FEDR— )
B IVH; Papille’s classification, Grades III and IV

NEC(Necrotizing enterocolitis); Bell’s criteria >IIa
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PDA; treatment (> RXSZ 2 7x EDOFEYPESER® ligation IR EMRIRNEE) ZE U/ PDA
ROP(Retinopathy of Prematurity); JABEZZUZED. FIZ(FEFRDLE 11T HAU £
SEERRY; AR 72 RREILNOK[ERERE - ATIREEADEIT

EIfF DHELR
B DR (CECHIR L

SolDHELE

HR P DIFFENITFIREESEDFE £8H(CQ206-1. 1,2,3) :

AREPH JMRENITFIREEZEITDIRERICHU T, RAENBROSEPITFIREENROSSE,

NIPPV(Nasal Intermittent Positive Pressure Ventilation) T/AE&ERIR T D EZIRET B,
(LM, PEEDIEFT > XADEEY )

2120, BEDPEIEEROIRIICENDTE T HFNC(High Flow Nasal Cannula). NCPAP(Nasal Continuous

Positive Airway Pressure). Bi-level CPAP. NIV-NAVA(Noninvasive Neurally Adjusted Ventilatory

Assist) &L\ D TZABDIHSEEMIFIREIRZEIRT D EZBET DBDTIFIR,

JEREEM MR AENMEBNIRSE (NIV-NAVA : Noninvasive Neurally Adjusted Ventilatory
Assist) &(&

NAVA (&, MR SEMRIEAGD DiEfRRESEVESE) (Diaphragm Electrical Activity : EAdi) ZFl
FUTHIREEID S =20, IRSE. IRxBSHE., BREREZRAGITDIATHREZE— RTHD. BHE
DOMIRER (IS U TZMR#EZITD 2 ENTE, BE EATTRIROIFFAZIER T D EHEIFEN
3. NIV-NAVA (& NAVA ZRWEHIREIED S5, [UBREZITHNT (CEEDBERFRICEDETAL
IEIREs BN Z 4T DIFIREIRE TH D,

CoSTR summary

A CoSTR(CQ206-1.3)Tld. &#RFBRADIHZEERMIFIREIR(CHSFD NIV-NAVA & NCPAP/NIPPV MDLEE:
(CRE T DRIFRRBLICDWVWTECIR T D, ERFPEADIHSEMNITIREIREEADFT LHICDLVTIE. CQ206-1
FEHD CoSTR ZBRD &,
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NIV-NAVA OB & T2 ZMDIFMZEENIFIRMHENE S LEE U TZ Goel 5(C KD 2020 FOITIS> L
1 —(Goel 2020)T(&. 2 /DT> AMEIOXA—/\—E (Gibu 2017, Lee 2015) DHDAEERI(C
DWTERSESHNTHE D, NIV-NAVA T(IMDIHFERITIRESE & LEE U CTERFORARABREENE
BB D2 (AFTE N=1, WREEE n=8. MD —4.29 [95%EFEXM (CI) -5.47, —3.11]) .
BETOATIHRERZE UISEBERBEUC(IHETENCBRRREIHSNIMN > EZIREL TS
(N=1. n=16. RR 0.33 [95%CI 0.02, 7.14]. RD —0.13 [95%CI -0.41, 0.16]. JE&(TIEL
CoE) . WINBIORA—/\—ER(C & B AEHANRITIRAIBF I 7779 MO A% R E LIRS TH 0.
CLD 72 EDEHNR TS M AALCDNTIEIREBBHARD RN D Iz,
T T, SOIDHERIERICERLU T, WROMFRT T > % RCT DHCRE LI ORXA—/\—RER(EBRI U
EFHA T, FRICERPHORERCKT S NIV-NAVA (CLBEE & NCPAP E/=(3 NIPPV (C&L3
BEEHRUIESXFYTF1 v ILEI1— (SR) Z#EMUI. 2024 F 6 BE CORMENSRE L THERE
MR EMERRZIT > TESNIER 278 /DD B, BEZMRUVZ 150 fHH 1RRIU—Z2 I DR ER
D, 27 WDIILFFA R E1—BITo Iz, BRAIICESEEAD NIV-NAVA & NCPAP/NIPPV Z LE8 L
JZHERE LT 3D RCT HAESN. TNSDMAFEZENSRE LT CLD &8 NICU ABRHRDT™ MAIC
DNTATEATEITo = (Kallio 2019, Yagui 2019, Lee 2022) . 3 #RlZ0L\F°1E NIV-NAVA % NCPAP
B UEAZE T D, NIV-NAVA & NIPPV Z L8 UIE RS SN@h o fo. SSEIDER(CH1)
T NIV-NAVA BTl NCPAP B S HE# U THETS, CLD. &S IVH OWTNDT™ AL DV TEER
(o 7e (BB : N=2, n=163: RR 1.52 [95%CI 0.51, 4.52], RD 0.03 [-0.05, 0.11], CoE 3k
(C{&L)/CLD : N=2, n=163: RR 0.43 [95% CI 0.09, 2.15], RD -0.03 [-0.10, 0.03], CoE JE&(C1E
L\ /E%E IVH : N=2, n=163: RR 1.48 [95% CI 0.30, 7.35], RD 0.05 [-0.04, 0.15], CoE Jk& (C{&
L)) o Ffo. AEKREOSINIR EDEHAMIRITIR DD MO A DWTEREIFNBRERMN >z (A
%M : N=3, n=183: RR 0.95 [95%CI 0.59, 1.55], RD -0.01 [-0.11, 0.13], CoE JF&(CI&L /&
B9 : N=3, n=183: RR 1.61 [95% CI 0.44, 5.87], RD 0.01 [-0.03, 0.13], CoE JF&(TIEL) .
LEEDERNS. SRFHSIHRENITIREIRZTE I DREIEAD NIV-NAVA (FADIFZEEM ITIRESE &
LU T, BIECDWTIHMERAFDORABABTEE ZRK T 8D &0\ IEiBHAR/RIFIR A IR F Y 1EE
DWE(CET BBEDRE(FHBEDD, SED SR (CQ206-1.3) Tl CLD 72 EDEMBIRT ™S R
iR T D EVDRIFIRILIITRENIEN D TC. —/A T, FETEWEEE IVH IR EDEFREHIECREAT D
7 LR, SEEKBCUNIR EDFREAR/RIFIR 7D R AACDWTI(E, EREE B U THETESN
(CBEREFRL. WINEIFE(TKL CoE TH D, ZEMICDVWTHERIZFMBRIN+72 EEFERIRN,
BIEMBSA SR (CQ206-1.3) MBSAREHAD NIV-NAVA (CKBDEIB(CDVWTOHEEELL T, TERR
BA(CSESEEITIR SR A B9 3 REIEAD. WHFAEE L TO NIV-NAVA OBRIOEER 2R 9 RS
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FIRRBLE+D TR <, 2 DBEDIRRE & ENTNOIHMRENIFIFEOIFEZER L T, KhitiszDia
BEBR(CIE D CRIRI DL ZIRET D, (BLMER, IFE(TEL CoE) | &UTE,

IFFRTIE. NIV-NAVA OERZHERFTZ(EEE I DRIFMRMLIIZNTZS . SEROERIATTOENIE (CF
RUDD. B4 DBEDIRENZNENOIHZENITIREEDFE. BMiEROEREIERE I DK
DERIRNRIREZER LU CBBRETERT D ENTEELEZISND,

E#%BHID NIV-NAVA vs NCPAP [CH (T D&

NIV-NAVA ZFHWZEE(C DT, NCPAP [CKDBE LR UIZARIEPAEIE 2RI RIFHRAL T
DTIFRN, AL DBEDIREE & ENTNDIHMSENITIREEDIFMZZR L T, RiiEROiaFEEg (C1iE
DTCEBRTDIEZIRETD. (BVHEE, IFBICTENIEST > ADHERMY)

Methodological notes (5i%)

Inclusion & exclusion criteria
EAREZE
1£ha 37 BREOREIRDHEBEROIFIRIEE (CX T DHEEEE LT NIV-NAVA & ZDADIHZEER
IPIREE & LEE L CUL\D I /N TD RCT
BROMEZE
OORA—/)\—ER°IES > AMELEEEHER. T/R— MR, AEBIXTIRIATY, RIELEEGHER. fEGISIE
RS, AEFIIRETR E L EEDEEEREECARURVWEDEFRIN LT
REBEMERT —INR—X
CENTRAL, CINAHL, ClinicalTrials.gov, Embase, MEDLINE, PubMed, WHO ICTRP
BIRFXICDNTIE Full SR 2288
SN
20246 H27H

Consensus of Science (FIZFHIRHMLDE L&)
BREREY MR : 2785
1RROI)—=2 : 150 iwX (FE(CLDRI : 123 4)
2RRAOU—_20 27w = ITILTFA N ED1—
ERIZHER 3@
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XEMRZEIO—F v — b

Records identified through
database searching
(n=278)

Additional records identified
through other sources
(n=0)

Duplicate records removed
(n=128)

[ Included ][ Eligibility ][ Screening ][Identification]

Y

Records screened

(n=150)

Y

Full-text articles assessed

Records excluded
(n=123)

Full-text articles excluded

Page 7 of 15

for eligibility P (n=24)
(n=27)
A 4
Studies included in
qualitative synthesis
and meta-analysis
(n=3)
IERIAFTTDE 8D
TA
=5 TyFrs> 1EiaiB
El ‘ x5k /a>bkao-=-i HEHRE (g) FELRBERVISE
RS D (8)
(HRBEE)
NIV-NAVA Primary endpoint:
single AR 281 0H n=20 33.1+£2.0 2,140 £ 766 .
KalioM Ja>35> 9 R ( ) BtE 12h @ Fi02
019 k center ~361E6 HD VS Vs VS CLD o3 RE
RCT FER NCPAP 33.0+ 1.8 2,122 + 776 TRTEAE
(n=20) Gﬁg) (L_E,%'\%tﬂxb
NIV-NAVA Primary outcome:
Yagui HaAE (n=59) 29.6 +2.1 1,077 +259 FAiE 72h OIAEKE
) two-center . .
AC I35 RCT 1,500g K@D Vs Vs vs &@E) . BEERL
2019 HEHAEARER NCPAP 29.8+2.1 1,130 £ 258 MIST =HEd D
(n=64) (24KD 29%)
NIV-NAVA
(n=10) SBEKM I U -0
single 1ER5 283 0 H 29+4 £ 210 1331 + 370 -
Lee J4>25> g = Vs (CBEERU
022 Kk center ~31:E6 HD NCPAP VS VS " o
. e A
RCT BER 29%6 £ 21 1346 £ 379 CLD 78 SR80
(n=10) SsYNDE AN
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)\A 77 2 XD D

INRTOHF TS A MEDTE. EDRECDVWTIHMEUR T TH o>z, EREICDVTIE. HAFRD
L. FERTDAILTREEOHIENE— REECALU CTRE2RAERIEE#H LW EEX BN, BURTE
M UTze 70 BHLADRIBICDULT. Yagui 2019 T(HEBRARBRIRBRIMEFINEAD 20% &8 X TLVZ
EHEURATEUE, UEZBEL T, RE2HRD/I\A PRI ADFEURT EFHE LTz,

nerformance bias)

n hias)
tion bias)

=] —_— = =3 —

- | Selective reporting (reporting bias)

® | ® | ® | othernias

Kallio 2014

Lee 2022

® | ® | @ | Random sequence generation (selecti
® | ® | @ | Mocation concealment (selection bias
® © | @ Ginding of participants and personnel
® ©® | @ |cinding of outcome assessment (dete
® | ® | @ | ncomplete outcome data (attrition bias

Yagui 2018
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GRADE Evidence profile table

HesR ¥l (Certainty assessment)

WRTYAL NATF D
PObAL | HEEH F—EM FFERE
> URY

IEF>RD

HU I U=
NIV-NAVA NCPAP TR
(95% CI) (95% CI)
31 more per
RR 1.52 1000 OO0
7/79 5/84
e RCT w2 macnun | oReRn | ERCRab ' X
(8.9%) (6.0%) (from 29 fewer
(0.51 to 4.52) FEF (TR
to 210 more)
34 fewer per
RR 0.43 1000 OO0
2/79 5/84
CLD RCT w1 ATy | oy | sEscE® ’ X
(2.5%) (6.0%) (from 54 fewer
(0.09 to 2.15) FEF (TR
to 68 more)
11 more per
RR 1.48 1000 @000
3/79 2/84
&EjE IVH RCT &2 ° EATIRN BTN IEEITHEH ° ’ £V
(3.8%) (2.4%) (from 17 fewer
(0.30 to 7.35) FEE (TIELY
to 151 more)
11 fewer per
RR 0.96 &)
1,000 000
15/59 17/64
PDA RCT N RAITIRN RATIRN IEEITEH ° (from 125 E=DN
(25.4%) (26.6%)
(0.53 to 1.74) fewer to 197 FEE(TEL
more)
10 fewer per
RR 0.95
1,000 @000
N 22/89 24/94
bt ey RCT 7 @ SEAITIRN FATRY | IERCEA (from 130 BB
(24.7%) (25.5%)
(0.59 to 1.55) fewer to 110 JEE (TR
more)
10 more per
RR 1.61 1000 OO0
5/89 3/94 ’
=40 RCT 7 2 RATIRN FaTRL | FERCER® 2k
(5.6%) (3.2%) (from 30 fewer
(0.44 to 5.87) IEE (TR
to 130 more)

CI: {S38XfH; RR: UL

Bl
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a; Attrition bias was high risk. (-1), b; Wide 95%CI and small sample size. (-2)
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TEF>AOHEEMICDUVLWT GRADE 7JO—FZ2HAWTCHii LUz, Rk EHS D, /INAT7AURTICD
WTEIRTDT7 I MALTEYR D EFHMEL. 1 BT T — KUz, REABEEECDVNT, ¢
RTDTI MALCENTH TG ZIHNEL, HEEED 5% EEXBEILE < BREEFERICKSE
KBBZEMNS, 2BEIITL—RUE. MEMSWINDT7D MAOATE, TEF> XDOEEMEE
IR TRV CFHE L Tz,

HERDFEH
Forest plot of comparison:NIV-NAVA vs NCPAP

x RevMan 5.4.1 IRz{ER U TIYER

TER 2, BEEN 163, RR 1.52 [95%CI 0.51, 4.52], RD 0.03 [-0.05, 0.11], CoE FFE(Z/KL
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Kallio 2019 0 20 0 20 Not estimable 2019
Yagui 2019 7 59 5 64 1000% 1.52[0.51,4.52) 2019 —
Total (95% CI) 79 84 100.0% 1.52[0.51,4.52] g
Total events 7 5
Heterogeneity: Not applicable k + + {
i _ 0.01 0.1 10 100
Testfor overall effect: Z= 0.75 (P = 0.45) Favours [experimental] Favours [control]
CLD
TEN 2, ZEEN 163, RR 0.43 [95% CI 0.09, 2.15], RD -0.03 [-0.10, 0.03], CoE JE&E (&L
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Kallio 2019 0 20 0 20 Not estimable 2019
Yagui 2019 2 59 5 64 1000% 0.43[0.09,215 2019 ——
Total (95% ClI) 79 84 100.0% 0.43[0.09, 2.15] e
Total events 2 5
Heterogeneity: Not applicable k t $ {
SR = 0.01 0.1 10 100
Test for overall effect. Z=1.02 (P=0.31) Favours [experimental] Favours [control]
EJE IVH
fHITEN 2, FE&EEX 163, RR 1.48 [95% CI 0.30, 7.35], RD 0.05 [-0.04, 0.15], CoE JEFE (KLY
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Kallio 2018 1 20 a 200 20.7% 3.00([013, 6952 2019 '
Yagui 2018 2 549 2 G4 TH3I% 1.08[016, 7.46] 20149
Total (95% CI) 79 84 100.0%  1.48[0.30,7.359]
Total events 3 2

Heterogeneity: Chi®= 028, df=1 (F=0.44), F= 0% I t 1 } |
Test for overall effect Z= 0.48 (F = 0.63) 0.01 o1 1 10 100
. : : Favours [experimental] Favours [control]
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PDA
PHER 1, B/ 123, RR 0.96 [95% CI 0.53, 1.74], RD -0.01 [-0.17, 0.14], CoE JEEI(CIKL
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Yagui 2019 15 59 17 G4 100.0% 0.96[0.63,1.74] 2018
Total (95% CI) 59 64 100.0%  0.96 [0.53, 1.74]
Total events 15 17
Heterageneity: Mot applicable I f t {
T _ 0.0 IR 10 100
Testfor overall efiect 2= 0.14 (F = 0.89) Favours [experimental] Favours [control]

ARk (FE)
ifFeR 3, |/EEX 183, RR 0.95 [95%CI 0.59, 1.55], RD -0.01 [-0.11, 0.13], CoE FE(T{RWL

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Primary use
Kallio 2019 7 20 10 20 424% 0.70[0.33,1.47] ——
Lee 2022 3 10 4 10 17.0% 0.75[0.22, 2.52] e —
Yagui 2018 12 a4 10 4  407% 1.30 [0.61, 2.79] —i—
Subtotal (95% Cl) 89 94 100.0% 0.95 [0.59, 1.55] L 3
Total events 22 24
Heterageneity, Chi®=1.46, df= 2 {P=048) F=0%
Test for overall effect Z= 019 (P = 0.89)

0.01 01 10 100

) . Favours [experimental] Favours [control]
Test for subaroup differences: Mot applicable

HEER 3, FEEL 183, RR 1.61 [95% CI 0.44, 5.87], RD 0.01 [-0.03, 0.13], CoE FE&E (KL
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight W-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
Kallio 2019 2 20 2 20 57.8% 1.00[0.16, 6.42] 2019
agui 2019 2 a9 1 G4 2FF% 2A7[0.20,23.31] 2019 =
Lee 2023 1 10 0 10 14.48% 3.00[0.14, 65901 2022
Total (95% CI) 89 94 100.0% 1.61 [0.44, 5.87] =il
Total events i 3
Heterogeneity; Chif= 0.47, df= 2 {P = 0.79); F= 0% f t f {
o - 0.01 0.1 10 100
Testfor averall sffect 2= 0.73 {F = 0.47) Favours [experimental] Fawours [control]
PN Y
S ElIDHELEHIG

HR P DIFEENITFIREESEDFE L8H(CQ206-1. 1,2,3) :

AREPH JMRENITIREEZEITDIRERICHU T, RAENROGEPIFIREENROGS(E,

NIPPV(Nasal Intermittent Positive Pressure Ventilation) T/8E =AY 2 C EZIRET D,
(LM, PEEDIEFT > XDHEEY )

Z1I2L. BEDLEIEEROIRICENDTE T HFNC(High Flow Nasal Cannula). NCPAP(Nasal Continuous
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Positive Airway Pressure). Bi-level CPAP, NIV-NAVA(Noninvasive Neurally Adjusted Ventilatory
Assist) & U\ D TEADIHMZEEMITIREIR ZIBIR T D EZEBE I DEDTIFRL,

TEF> XD SHEREA

Summary of judgements

JUDGEMENT
_ HES5L
REOEEM
[ (A
EFULLHIR TFESFE
EFULRVEIR TESE
ITES > ADHSEE E3 {18
BRIRARHER
HEEES
DEDIHEY
F:710)
. MTAB &R
HEDINS >R
BTEBLSRUL
HEER bhsian
BEZRICEATS BT
IEF > RADMHERMYE U
BT
B zhE
RU
HE5<
BERL
HBE5<
(A
HBE5<
E S )
(ELY
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Type of recommendation

Strong recommendation Conditional recommendation WeLEEELHEINEILT I EREERGGN Conditional recommendation [Strong recommendation for the
against the intervention against the intervention for either the intervention or for the intervention intervention
the comparison

O O [ O O

WR(CEOIEERS

SEIDHERIERKD Iz > TERRERDERER (CX T D NIV-NAVA(Noninvasive Neurally Adjusted
Ventilatory Assist)(C Kk 2EH & NCPAP(nasal continuous positive airway pressure) /(&
NIPPV(noninvasive positive-pressure ventilation)(C X 3EBZLLE UJz RCT DHEMHRE UIESAT
N7+ vILE1— (SR) Z#FHMICERLUT. EREUTERRHICHITSD NIV-NAVA Z NCPAP &Lt
B U RCT3 mMiEsN. cNsZx5HRE LT CLD Z5T NICU ABRHD 7D MALICDUVT AT
ZITDIC. ASFEITOFRER. BEROHEBEROWIREE (S DHEEE S LTD NIV-NAVA ([CD0
T. ZELC. CLD. ZF|fE IVH. PDA. [EWDZERIRT D BAALICHENT. WLWINE NCPAP (CX T DE
I FRENBM DIz, Flze WITNDTF D MAACBNTE. HRED I5%ERXBNLL. B>TIL
A XD TRV EP/N A TRURIDEVARNEENTNDZENS. TEFTROEREEL
TIIIEEICEL . SEDIRFDHMNSENMHEPLZEE(CDOVWTHERM TS LFEHUWERTH o 2.

M ELD. Goel 2020 TIZ—EBDFGEARYIRIFIREIRFHY 7D M D ADRE (CDULVT NIV-NAVA TOBEZ)
MRS, SED SR TEB UERN(CEZE L7325 - REINR7D MAOAICDULTIE. NCPAP
ELEE U Tz NIV-NAVA OBERHES LULZEE(CE T DRIZEMRIN+D T oz, Ko T, DIk
SEEMIFIREE & LEE U T NIV-NAVA OEZ#RFZEEEIT D TDRIET > RIFZ UL EHIETL
1z

HERFHAD NIV-NAVA vs NCPAP (CHTD &R

NIV-NAVA ZAHWZEE(CDWT. NCPAP [CLBDEE LR UZERMEDPEELZ /R I RIFHMRILE+
DT>R, B2 DRBDIRRE L ZNTNOIHMZENITIRFEEDRIEZEZR L T, Bt/ REEE (CHE
DCERTDIEZRET D, (BUVHEE, JFRICEVWIET > XDMHEEM)

Knowledge gap
o SED SR TEIMERXMN 3/ EMRL, WINEB > TILBAXDNEWMREITH >z &M
5. +3135>T)ILHA XD RCT ML EEIRD.
e 3WMXDOE 1MmMX(IMHREBENTE 28 :BNS 36 BERDTHED. CLD IREDREREHAED
FAESAE N LB RVRRESFNTED . KDFKRRISHR TORFI DA SND.
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o RHEIFEVCERMMRICET DI MALOFHMENZ UL, BBV I AO—-F Vv I EEDHIZED
SWRCT MU ETH D,
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support in preterm infants. Cochrane Database Syst Rev. 2020;3(3):Cd012935.
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neurally-adjusted ventilatory assist in preterm infants: a systematic review and meta-analysis. J
Matern Fetal Neonatal Med. 2024 Dec;37(1):2415373.

- Lee 2015: Lee ], Kim HS, Jung YH, Shin SH, Choi CW, Kim EK, et al. Non-invasive neurally
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Clinical Question (CQ)
RER. IMREMNITIREENNBRBERICHUT. UTOMIKER . @FED Nasal Continuous
Positive Airway Pressure (NCPAP)IIREIEZ1TD Z & LEE U T, & BIBIEIEERIR EDSHIEZ I
PEEDIMN?

1. High Flow Nasal Cannula(HFNC) 12

2. Nasal Intermittent Positive Pressure Ventilation(NIPPV)([EHA or IEEHA) EIR

3. Bi-level CPAP &1

4. Non-Invasive Neurally Adjusted Ventilatory Assist (NIV-NAVA) &I2

PICOT
AKCQDIEF>RIFTREZDIHZENITIREIR(C DT, LUTFD 3 DDLEEN SRR SN TS,
CQ206-2.1 HFNC vs. NCPAP
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CQ206-2.2 NIPPV vs. NCPAP
CQ206-2.3 NIV-NAVA vs. NCPAP/NIPPV
C Tl 3 DDLEED PICO ZE#NENEIICEEEHT B,
CQ206-2.1 HFNC vs. NCPAP
Population:

—EHERENEE (CLDATHREREZE L. RERREMARREIRDTZ1ER 37 BRIEDRE

c

Intervention:
SRE8H 1 SEEE(High Flow Nasal Cannula; HFNC)

Comparators:
RERFEREMTIRESEL (Nasal Continuous Positive Airway Pressure; NCPAP)

Outcomes:

NICU "S5 DIETERE. 4 RIE2MAMEE. BIFE. BEXE. . EFM4EX (Necrotizing
Enterocolitis; NEC)/ BR /3 ™ B% 2 7L (Focal intestinal perforation; FIP). 3 2% #8 & fiE
(Retinopathy of Prematurity; ROP). EIEANZEAIHMMN(severe Intraventricular Hemorrhage;

sIVH). MXMZ=REBEBEE{LAE(Periventricular Leukomalacia). £2815

Type of studies (study designs), Language, Time, etc.:
S > MEERREER. REE

Definitions, other notes for PICOT:

¥4 RIEMEABE R (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)) :E1EiE%K
36 BICHVWTHELZRIEST> CPAP W A TIHIRZR(ICLBFIRMMHENNNERIARE, XIRFCLDT—IDIRE
DFRIC(E JEBNeo DEEICHED,

BIFE | IRBR 7 BUAOBIGE.

AEKE  BRFEOERICED. tkRE®R 7 HURDBEKE ., (BARIOEIPIRFEE. 7> R—>
R, MHIEHR— bDs#{biRE)

BEEARFARHIIRAE (severe Retinopathy of Prematurity(ROP)): ER4ET Stage3 ML E
SEAMZEAILI (Severe Intraventricular Hemorrhage (sIVH)): Papile grades III &E/z(& IV
1=IE MRS A (Necrotising Enterocolitis (NEC)): Bell /8EA$ET 2a MUt

A= EF I EELAE (Periventricular Leukomalacia (PVL)): REMMMARES (TR 9 D AKEHER DRk
=[EHEER
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CQ206-2.2 NIPPV vs. NCPAP
Population:
—EHHKEREE - ALTREEZEL. IRE TS DIIRENS. IRER(CIHREMNITIREREZIT
o IZRE R (1EhaE%R 37 BRI CHA)
Intervention:
NIPPV (Bi-level,[E5E/3ERR) Z{ER U TZAEH!
Comparators:
NCPAP Z{&F U T=iEH)
Outcomes :
NICU nSDFETRF. 4 REBUMER. BiEE (RE®R 1 BRILUA) . #B[E— REE(NIV
failure. 1RE# 1:ERBILUA). K. EIEMAEZ (Necrotizing Enterocolitis; NEC)/BRBEMHEZETL
(Focal intestinal perforation; FIP). RZA'\ZHEIRAE(Retinopathy of Prematurity; ROP). fH#E5
EPE=(neurodevelopmental impairment; NDI)
Type of studies (study designs), Language, Time, etc:
S5 MELEEERER (RCT) ,SEEMRHIRL
Definitions, other notes for PICOT:
RENFGSKUERBEMS (Nasal continuous positive airway pressure : NCPAP) : 200>

ZJT LT CPAP Z1TD,

RENBRIBERS (Nasal intermittent positive pressure ventilation : NIPPV) : £700>
DT UCTAIHFIRZITD,

MR SUER MR (Bi-level continuous positive airway pressure : Bi-level CPAP) : —
1E%D CPAP,

¥4 R IEMATEE (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{E1EE£%
36 JBCHVWTHEEZRIR 5S> CPAP ™ A\ TIIRER(IC L BITIRFHENNIN B RIRRE, XFRTICL DT —HDHE
DFRIC(E JEBNeo DEE(CHED,

HEE(RER 7 BURNOBEE)

IZIE R A (Necrotising Enterocolitis (NEC)): Bell /&EA3%8 T 2a Uk

HRFEREZE (neurodevelopmental impairment(NDI): Bi4AfE. RAEES. KR - BREES)

CQ206-2.3 NIV-NAVA vs. NCPAP/NIPPV
Population:

IRERISHRENTIREEZE I D1E 37 BEREDEREER
Intervention:
IRERDOIFIRMAHE & U TD NIV-NAVA Z AU\ Z3HEEERN IR EE

Comparators:
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IREROITIRMHE & U TORSHEFREERE (NCPAP) PIHMREMMRIGES (NIPPV)
72 & NIV-NAVA Llova AU IHMEEERIF IR A

Outcomes:

FhEREBHMER (CLD) . EiE CLD. HEMEARMMM (IVH) . IBIEEREX (NEC) . BIARER
#iE (PDA) . RAATHIRIE (ROP) . ABEKE. <ub

Type of studies (study designs), Language, Time, etc:

ETCDOT A IMELEEERER (RCT) ZXHRET D,

IES A NMELEEERER. OO A —/(—BR. /R— MATE. AEBIXTERAAZT. RIRLEEGKER. SAEHI
SRS, EPHRES. SEBFEOUROHDIAT. BMERBROHDAF(IFRINT D, REOHWEN D
BDRD. SFETOHFIFATIOR,

Definitions, other notes for PICOT:

CLD; JEBNeo MEZE(CHEDS (HEIE 36 iBRFm TOEERIGSEZ(FEDR— )

Y CLD; {EIE 36 i#8F2C FiO2 30% U _EDEERIRS F Iz (FETR— bk

EiE IVH; Papille’s classification, Grades III and IV

NEC; Bell’s criteria >Ila

PDA; treatment (1> RXSZ 272 EDOFEYPELER® ligation 78 ENMRIRYEE) ZZE LTz PDA
ROP; BEZZELUICED. FIZ(FEPRDZE III HIL E

JAEURRY; JaERHInR 72 BEILAOBEE. ATWIKEEADET

BIFDHELE:
$rERISMMEBOZEIER (ST 2M) (ClE. IRERDIHMZEMMINEIRDMER(CER I B Ek(FRh D
1=

SEIDHELE

IRERDIFHZENITFIRERSM4ADE £ 8H(CQ206-2. 1,2,3) :
RAMEDIFIRAREN SEIEE U X INBNEEZISNDRERTE. RE®R(C NIPPV (Nasal
intermittent positive pressure ventilation) ZF7z(& NIV-NAVA (Non-Invasive Neurally Adjusted
Ventilatory Assist) ZER I3 EZIRETD, (B5VLEE, RUOIES > ADHEEMN)

212U, BEDPEIEROIRICENTE T High Flow Nasal Cannula (HFNC) . Nasal Continuous
Positive Airway Pressure (NCPAP) . Bi-level CPAP & U \D JTEMBDIEZEEMIFINEIR A IBIRT D&%
BEITDEDTIFRL,
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Evidence update CoSTR summary

CQ206 (HREZRDIFHZEENIFIREIR AT ZERDIOIHERZ THBN. NIPPV. NIV-NAVA. Bi-level CPAP.
HFNC DWLINDIFIREIEN K DEN TV DLW TIHRNTE Network Meta-analysis DIRE (IR, HE
$7 CQ206-2 ZVERL T B(CHIzD. CQ206-2. 1(HFNC vs. NCPAP), 2(NIPPV vs. NCPAP), 3(NIV-
NAVA vs. NCPAP/NIPPV) . 15 3 DD SR Mi#ERZ=EIR#LE UTEHRAL,

[HFNC vs. NCPAP]

RER. FIHFENITFIREIENNERRER(CX T D HFNC OBEZEE. 2016 F(CFRKRSNZ
Cochrane Review (Wilkinson 2016) (C&SWLT S RAMTHONTLYD, ZD SR Tld. IKREBDMIIRHR
— hEUTHFNC Z&8IRUTEi5E. NCPAP Z&EIRUITIZE B U T JAERKREI(N=5, n=786, RR
1.21, [95%CI 0.95-1.55]). CLD %JjE (N=5, n=893, RR 0.96,[95%CI 0.78-1.18]). 3ET-(N=5,
n=896, RR 0.77,[95%CI 0.43-1.36])[CBVTCEAFEDERZRL. 1EIRIBEZHE(CEFM L7z Subgroup
analysis (CHEWTERKRICE D MO AICEEREEZRORIMN DIz, SEFFEEDOFREZR(E HFNC TIK <
(N=4, n=645, RR 0.64, [95%CI 0.51-0.79]) . BATH D EH/ESN T, /=72 UM SR (FHBRE
BZIRE USRI =5RDIIEEIMIET O,

SEIHA RSAAERKRICHIZD. Zd Wilkinson 2016 D77y J7 — NN B#ETZIT D 12, 1BIID
NEMRZR(ICK D, 3iA3E(Yengkhom(2021) 128 fieffl. Chen(2020)94 fiEfil. Soonsawad(2017)49 fiE
Bl). &t 271 GEBINERATISR (CBINE Nz, BT HRFEL TLVZTER 28 Bk, 28 B E 32
BRI, 32BU LD 3BHCHIFIEBTIIL—THERICMZ T, FBTV D MHLTHDEL. B4R
B AEKK. BREECOVWTEBRERMNGD (B 28 BXREEU L) D28 THIFIEBTTIL—
U ESE ST Oyl

#EER. ET(N=8, n=1073, RR 0.80, [95% CI 0.46-1.40];1% CoE) . #4'BISMMEEFE(N=9,
n=1204, RR 1.03, [95%CI 0.84-1.25);{K CoE). B##EEZ(N=8, n=1165, RR 0.87, [95%CI 0.67-
1.12]; & CoE). EWINEMmEHH TEMM(CEFRMN oIz, Fie. TNENBEENEHN (T —FHE5
NITIEBNCHFD T TT)IL— TR GA<28wk, GAZ28WK)ICHEWTHEZNTNDT I MHAICEEEE
12<, BHF®D SR OIER EARDERTH D o, WE—IABKME(2HADT—4 : N=8, n=1057, RR
1.19, [95% CI 0.96-1.48]; CoE)(CBIL T3, 7ERS <2838T 1.25[0.94,1.66]. 28-3238
0.96[0.60,1.52]. =328 1.12[0.57,2.17]&. 28 BRIGIEBICH LT NCPAP AN K DKL ERIIZ D
2o ERRBEHAVNSULMEE. HENC (& NCPAP X DikEROEEE(LZE T DalfethRgsnc. S
BIECEALUTIE. Wilkinson 2016 EE#RIC(N=7, n=916, RR 0.44[95%CI 0.28-0.68];% CoA)&
HFNC B3 cAMEM o Tz ZDIFEN. sIVH (N=3, n=271, RR1.12[95%CI0.54-2.23]; {& CoE).
ROP(N=5, n=614, RR0.90[95%CI 0.61-1.34];/K CoA) &LMEEl(CE(EHDSNIEMN DTz, Air leak (&
(N=8, n=1083, RR0.35[95%CI 0.11-1.08];7 CoA) & HFNC TN D TN E B T B RAEEORIH (C
PIRWNZOHEBATIE (FBAS N TIF7RUN,
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Wilkinson 2016 Tld. NEC FiE RR0.52[0.24,1.11]& MBI [CE (RN o . SEUT O IZEBA T
0.50[0.03,0.88]& NEC RER(ICHREZEN S D1z, Wilkinson 2016 ([CEENTUL\EHAFL TldE NEC/FIP
FIERN <5%EARV\DICH LT, SEEBAIESH/Z Chen2020 FAZEICHS LT HFNC &F 5/48 (10.4%)
vs NCPAP Bf 13/46 (28%) &ikRE=HIT NEC/FIP BAEZNE <. $5(C NCPAP BHC B W TREZRNIER
([CEMDIc. COMFREFTICMZIES EN, BRICKSFHELUZEEX BN, Chen2020 (F. NEC

ZIBRENEKR T/ 7 IAUXTEBUVAR TH D I2fesd. Chen ZBRVLWERED T ZEMT D &,
N=7, n=1017, RR0.59[0.29-1.19¢ BEE(FTHKRLTHD. SERE UIz2AROBRIEBTET RV ESE
Z NEC [T DBEMEICDNWTIFER (C[ERME BN D 1,

2L T, Wilkinson 2016 EER. SEIDT7 Y I7— hOfERZTIC. BIREEZ TZHICIRER
DHIEHR— & UTHFNC KD E NCPAP ZiEIRT INRET THD LGS TERU. RKRAENEWNEE
et Z B DEMN D o e ENSE. MDRRAENAR T HIRIRREN AL EMESI (C (E NCPAP
ZFERU. D73 (CRREAUTTIRRE TIRE T 3. HIBEMTIRIRENZE L TWLD &\ TIERI SR8
B2z T I DEMNT HFNC Z:8IRTD. IREDFEWWDITZIRET T D EIFERATHD EEX B,

HFNC vs NCPAP [C35(F 2% : IRER(ICITIRHEEZE I DRERICH LT, HFNC & NCPAP L YT
NEHRTDIRFRIEZ U <. IREROBERDIRREZ A CTHuzg DIt (CERSND. (8L
8. RVWIEFT > XDOEEM) 72720, HFNC (FSBHEEFRENDRVzs. IRERFOIFIRIREEN LR
ZELTNDIHS, FAITDICEZRRTD. (BUVHE, PEETET > XOEEN)

CQ206-2.2 [NIPPV %> Bi-levelCPAP & NCPAP & DLL#R]

BERDIRERDIHMZENIFINEIR(CH1FD NIPPV & NCPAP DLEEICEE L TIE. 2023 &(C Lemyre
5(Z k> TITH1/z Cochrane Database of Systematic Review (CUX&E =117z SR (Lemyre 2023) M
wESNIEHTES5ZRAVG

Lemyre 2023 T(& 19 D RCT. 2738 ANFERDIMRER DIz, IRERDIHMIENITIREIEE LT
NIPPV ZEIRUTcHE. NCPAP ZEIRUTIHE LU T, IREBRDWFIRAE (WFIRIRREE(L //aFsR(t)
(N=19, n=2738, RR 0.75, [95%CI 0.67-0.84]; ¥ CoE). B#E& (N=17, n=2608, RR 0.78, [95%
CI 0.70-0.87]; #%E CoE). air leak (N=13, n=2404, RR 0.57, [95%CI 0.37-0.87]; 1& CoE) Dl
aZm5 Uz, LML, CLD (N=9, n=2001, RR 0.93, [95%CI 0.84-1.05];# CoE) {FET_&

(N=11, n=2258, RR 0.81, [95%CI 0.61-1.07]; 1€ CoE) (CDWTI(FEZRDHIEIM >z, £z, Thh
28 BRBTDOHYTTIL—TFHRT(E. NIPPV DERICK DIREBRDIFIRAED I XD, BIEENEL L
1zo FJIZ. NIPPV DEEME(ICDWNWTIE. EIRDKSI(C air leak (FisA* L. SHIEEZFFL® NEC (CEALTE

Rt FRBREZROIEN DT,

U OBRZBFER T MRERICTIRHEHZETDIRERICH U T, IREROBREESINZ FHITD
(CIENIPPV ZEIRFT D LZIERT DI LU, UM L. SED SR (CEFNTCHARK(IER{EHHE T
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SfeC ., BRDESDENHSNECEREIDITEFT D ADEEMF MEWTES > XDOERM] &
LTz

NIPPV (C(ZBEFEMIK &R ZRHSEIEAR EIEREARN DD, CNSICDVTIE. EE556BIRER
DOIIRAZ (BHAT:N=5, n=272, RR0.25, [95%CI 0.15-0.41]; ® CoE. JEREIEAT: N=13, n=1621,
RR0.79, [95%CI 0.68-0.93]; & CoE) & B#&E&E (FEAT:N=5, n=272, RR0.33, [95%CI 0.19-0.57];
1 CoE. 3ERIEAZL: N=12, n=1561, RR0.83, [95%CI 0.71-0.97]; # CoE) &5 S HR TH oIz, [
HAZC(D NIPPV (3 CLD %8S I mJ&E (35 BN (CLD  AHBR:N=3, n=181, RR0.64, [95%CI 0.44-
0.85]; &1 CoE. 3FEEAZ: N=5, n=1046, RR0.91, [95%CI 0.78-1.95]; 1& CoE). SMEMD SR TldH
S TILERD RS, HERIC AR D T2,

Fie. FINARBOYITIIL—THIFTE. ATIREZALVE NIPPY OHZ5RE LRI TIE
NCPAP & L8k U CIREBDIERADEH S IH (N=14, n=1057, RR0.49, [95%CI 0.40-0.62]; 1&
COE). Bi-level CPAP D&% 35k & UIZFAFIRA (N TIEIEES(C &3 NIPPV & Bi-level CPAP M5% 4t
RICED)DARDBECF. BEIFNEBEEROBN DIz, TOBENS [Bi-level CPAP [CDNT
NCPAP & LEBR UTEBZNEIAREATH D, TDER(EIBMRDEIRT CERSND] Uk, ATHIK2ZEZ A
ULV NIPPV Z RV AR Z SR & U T REBTROFI N RENA . RASNE 6 XHDS5 1
XHRDFH NCPAP B CHUENE L. CNMMERICEEEZEEUIIBAREEZ SNIC. TDI2EH. COFFER
FHDRMEBTETBIEDTIIRNEHIITL., SEIDHERE X 3 (Cd/z> TORIL S (F54 ULz,

BR#(C. S[EID SR TIFRER(C NCPAP TEIBZMIGL. MIRRENELL T, HIRY/R— h2ZEE
LIeF— 2 3 L TLVRUL 28D, TNCPAP %2 BIsA (CITIRIREEDE(LH S Bi-level CPAP 22D
NIPPV [CEE T D EDOMRFIRE AT EIRIZNIRIN /R . TOEIR(EIZMERDFIRTICERSND] &
U7z,

NIPPV / Bi-levelCPAP vs NCPAP [C$(} 3

IRER(ICTIRMFEEN ZE T DRERCHUT. IREROBEEPPSINZ FEHI DI(C(d NIPPV ZEiRIT D
EEIERT D, (550 )\, {KUL) CoE)

Bi-level CPAP (CDUVYT NCPAP &EEEBRUTEBZNEIEAREATH D, ZTDEIR(IZMERDHIRTICZERSND,
(85U \HESZ, FERE(TMEL) CoE)

Z7=. NCPAP % Riia% (CIFIRIREEDE(L S Bi-level CPAP #EE NIPPV (CEE T 3 T E DR (IR

MR CERIZFBINIR . TOEIR(FBHEERDHIETICERSND,

CQ206-2.3 [NIV-NAVA & NCPAP, NIPPV &ODLEE]

RER. IHBENITFIREIRENNERREIR(CH T D NIV-NAVA DBEIMECDNTIE. 2016 FICHRRS
17z Cochrane Review (Goel 2020) (CHWLT S RMTHONTLD. LML, CD SR TIE. 2 /DS
S MEOOXA—)\—5ER DHDEETDIREIRD THED . MOIHMSENIFIRETE & LB U TERFR DR
RIRABREENBRCEN DA (FAFE N=1, JWREEL n=8. MD —4.29 [95%EFEXH (CI)
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—5.47, -3.11]) . FETOATFREREZE UISABRAMEICEENRNWEWDSRERTH > 12, SED
HERVERRIC T2 0. REANR T RO AIC DWTHRET I BTz FHRIC SR &1To 1,
ST >572 SR TF RCT (FORA—/\—FTHA > ZR<) ZMRE U TXIMRRZITL. 2 RDIAF

(96 fiEf) MERTDIREIRD o, ATBTOIER, RER(SHRENITIREEZE I DRER(ICH LT
NIV-NAVA %3&R9 B &(CKD. CLD. E|SE IVH (N=2, n=96, RR1.67, [95%CI 0.42-6.60]; 1&
CoA)Y°> NEC (N=2, n=96, RR1.67, [95%CI 0.23-12.00]; 1& CoA). PDA(N=2, n=96, RR0.87,
[95%CI 0.66-1.14]; /& CoE). &f¥(N=1, n=26, RR0.33, [95%CI 0.01-7.50]; 1& CoA)/x & DEXATR
7O M ALERESED EVORIZARILITRSNIEN Dz, UM U, NIV-NAVA BHCHB W TEEREIC
LZBREENERICR(N=2, n=96, RR0.29, [95%CI 0.10-0.81]; 1K CoA). 1fthdDIHSEEHIITIRIE
EEER U CBREREET I EIA8ENREINE, e, SREBBOEMBEICE T S 3HMRERN
BSNIEMDIET EX0. WRERDTEREND IR D fe Z ENSTERGBER X IBEL DT ) (1 RDELY

(NCPAP vs NIPPV) (CKBDUTIIL—THMIEMTETRN DI,

R ERDZ RCT (& 2 WX DH TVNINETSZTILHA XDINENEDT, MHRIED 95%SREX I

Lo Tz, Fio. BIRDIHBENIFIRESEZ LR T D EVVDSHAROFFENS. NADEIRMEHIRE#ETH
D RN\ A AU DTDFHIEENEDERD . FERELT. LWITNDI7I MAALICHWTE,
TEF>XDEEREELUTE MR ~ FEECE] EWSHEL.

B ELD. SED SR THREBDRER(CH IS NIV-NAVA (. CLD &M, NEC REDREREH
REICH I RBEMEGTRESNN D IZEDD, ABBERRCIZIBIEELZERIEIAEENRE SN, T
EF>XOBEEHEUTHEWCEZERLT. [BIFEZFHIDENT NIV-NAVA ZEHAIT DI EE
RET D, (FBULHEE, KL CoE) 1Z/2U. MhDIERENITIREEDERZEE T DEDTIFRL, 1z
BOANTHFREROEERRCEU TEEEZERT D, | EVLWSHERORRICEDT.
$kE4d NIV-NAVA vs NCPAP, NIPPV (CH(T 345
BEEZTHIDENT NIV-NAVA ZEAITDICEZRET D, (F5LHEERE, KU CoE)

JEfZ U, thDIHEENIFIREEDEREBE I DEDTIFRL . HEREOAN TIFREEDEERIRICIE LT
BEEZIEIRT D,

CQ206-2 [REXRDIFFIENIFIREEDE L8H(CQ206-2. 1,2,3 3 DD CoSTR ERDIF L))
LFROLD7E 3 DOLLBDERZIEFRX T, FaLD K SIHHB TS RIDHERAEKICED T,

IREROIMFEMIFIREIE S LT, HFNC (X NCPAP KD ERHEEFRS IMHEEE DT MOLTD
BAIMEFERD T, WE(C NIPPV X2 NIV-NAVA (& NCPAP &EEEART, IREBOEFIRAEDUR YD, BIFE.
air leak DENEZBRITHS UTZ, Bi-levelCPAP & NCPAP Z LB UTTIZE(FWVL I ND T T MO LADFER
EEREZROH TV, CLD PIETREREIRESHIEFRIE(CE U TIEET NCPAP £ZDMHd NIV £D
LEE THRREZROIIN DT,
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BEMS, MREROIFHEENIFIRER S L TE. NIPPV 1 NIV-NAVA DFERZREYTS. 1 LH
U. EEBF7DT MHLCERENMN RS, Feo HINC DABSEBRIED U X INDIRNT EMNS, RAED
58 TR S MHHIRFEENEEDE(CH U T HFNC (FBREEZ 5ND. BMERORELTVST /(A RADES
BHT. INSETOERLD. IEEVLEMERORITICEDE T HFNC, NCPAP, Bi-levelCPAP &
WD TEABDIHMREENIFINEIRZEIRT S EZBEIT DEDTEFRN] LIRET D L(CUT,
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SEIDHIEHIE

CQ206-2 IRERDIFFENITINEIE LD L8H(CQ206-2. 1,2,3)

RTINS BIFE U X INBEVEEZISNDIREIRTIE. IRER(C NIPPV(Nasal intermittent
positive pressure ventilation)&/z(& NIV-NAVA(Non-Invasive Neurally Adjusted Ventilatory Assist)
ZEAITDCLZERT D, (BHULER, EVWIEFT > XOMEEM)

212U, BEDPEBROIRITICENDE T High Flow Nasal Cannula (HFNC). Nasal Continuous
Positive Airway Pressure (NCPAP). Bi-level CPAP &\ fefthdDIFRENITINEIRZ&IRIT D E2h
EITDEDTIFRL,

TET Y ADSHEREA
Summary of judgements

£ 2 DLEEICDWTO Summary of judgement (E. 2NEND CoSTR &8

HEBNEOEZ TS
CQ206-2.1,2,3 @ 3 DLtBERFR=F L

IRERDIHMRENTINEIR(CDULVT. NIPPV. NIV-NAVA. BilevelCPAP, HFNC M EDIFIREIEMN K
DENTULBMNTDUVTHANRT Network Meta-analysis  (ITRIELRL. ©DIzs,. CQ206-2.1-3. &
N5 3 DOLERDERZTICERDEND D,

IRERDIFZENIFIREIRE LT, HFNC (& NCPAP KD EE2RBE(ERS INEEEFT D MHATD
BAIMEFERE T, W5 NIPPV 2 NIV-NAVA (& NCPAP &LEART., IREZOMTIRAEDU XD, BiFE.
air leak DENIEZBRITHS Uz, Bi-levelCPAP & NCPAP Z LB UTZIBEEWN I ND T MO LDFER
HEAEREZRO TR, CLD IRTREREIRESHAEFAE(CEI U T(EET NCPAP & EDMD NIV &D
b TEREZRDIIN DI,

PEMS. MREZROIHMFENIFIREIR S U TIE. NIPPV X2 NIV-NAVA DFERAZRETD. 1 UM
U. FB7D MACERENRL,. F£2. HENC DANDEFEEED U R ITNRVRNT EMNS. RKED
58 < IR IFIRFEENBTREDR(CH U T HFNC (FBREEZ 5ND, BHEEROERFLTVDIT /A ADES
BHT. INSE2TOERLD. [FBEVDRMEEOIRTICENDTE T HFNC. NCPAP. Bi-levelCPAP &
WD TEMBDIHMEENIFIREIRZIEIRT D EZBEIT DEDTIFRWN « LIERT D,

Knowledge gap
+ X SR T(& HFNC & NCPAP ZEE& U TR Z#iE LTz, EBRIE NIPPV. NIV-NAVA. Bi-levelCPAP

ERQIRIERADOYR— MBS, S, CQ206-2 &L TEA & NCPAP &DLEIRET %7 EhE U Tz fo b HEEE
EUTHERERZEHI CEFE# UL, SRIIEERZHMET D Network Meta-analysis FEDIREIMNHET
550
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(HFNC vs. NCPAP)

(CoSTR: Consensus of science and treatment recommendation)
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Clinical Question (CQ)

RE®%. IFHERENIFIREIENNEREEIR(CX LT, High Flow Nasal Cannula(HFNC) BI2&{T75 2 &
(E. EEFE®D Nasal Continuous Positive Airway Pressure (NCPAP)IHIREIEZTD & LU T, 4
RIEMAMRERREOEHEZT RV S EDN ?

PICOT
Population:
—EHRIKIEREE (CKDATLTRERZEL., IRETIEE/IRRR SR D 212/ 37 BRGEDRE

o
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Intervention:
SRE8H 1 SiEEE(High Flow Nasal Cannula; HFNC)

Comparators:
REMIFERETIREL (Nasal Continuous Positive Airway Pressure; NCPAP)

Outcomes:
NICU "5DETHERE. FHERIEBUMESR. BiEE. ABERH. <N, T|IEEREX (Necrotizing
Enterocolitis; NEC)/ BR /5 ¥ B3 & L (Focal intestinal perforation; FIP). 3k #4 2 #@ B& fiE

(Retinopathy of Prematurity; ROP). EEMNZ=MIHMM(severe Intraventricular Hemorrhage;

SIVH). BMZEREFERZEE{LAE(Periventricular Leukomalacia; PVL). SEEES

Type of studies (study designs), Language, Time, etc.:
S5 > IMEERREER. REE

Definitions, other notes for PICOT:

¥4 R IE MR B (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)) :{EIEiE%%
36 BCHVWTHEERIEST® CPAP > N TIFIRES (C K DIFIRFEINNEINREE. X FETICELDT
— A DIFEDERIC(E JEBNeo DERE(ICHED,

BEFE | 1RER 7 BURNOBEE,

BER  BAROERICKEDS. IkER 7 BUADBER., (BELOEFERFEE. 7> r—>
A, HIES/R— bDig{bies)

EEARATHIIRAE (severe ROP): EPE$E T Stage3 MU E

SEMMEARLM (sIVH): Papile grades I1I E/z(& IV

IEIEMEREA (NEC): Bell JRHA4ET 2a ML Lk

A= EE B EEICE (PVL): REMMRE (CRE I SMESR D= EFEZER

BEIFDHELE:
T IRISMHAMEEDOZEIES (BRET 2hR) (C(E. IRERDOIHZEMIFIREIRDOFERICET &k (T/ah >
Iz
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SElIDHELE

IRERODIFFENIFIREES4DF £ H(CQ206-2. 1,2,3) :

RAEDIFIRARENSBRE U AINEVWEEZISNDRER T, 1RE®(C NIPPV (Nasal
intermittent positive pressure ventilation) Z7z(& NIV-NAVA (Non-Invasive Neurally Adjusted
Ventilatory Assist) ZFER I3 EZIRET D, (B5LVHEE, BOIEFT > ADHEEM)

2120, BEDPEIEROIRCENE T High Flow Nasal Cannula (HFNC) . Nasal Continuous
Positive Airway Pressure (NCPAP) . Bi-level CPAP &L \D FefiDIFZEEMIFINEIRZIBIRIT D&%
BEITDEDTIIIRLN,

Evidence update CoSTR summary

CQ206 (RERDIHREMNIFIREIRPAZER DR 2R TH DM, NIPPV. NIV-NAVA. Bi-level
CPAP. HFNC OWITNDHIREIEN K DEBNTULDIMC DUV TR Network Meta-analysis MRS (&
TR\, HEIEST CQ206-2 ZVERR I B (CdHT=D. CQ206-2. 1(HFNC vs. NCPAP), 2(NIPPV vs. NCPAP),
3(NIV-NAVA vs. NCPAP/NIPPV) . 15 3 DD SR DFERZBHLE UTERA U, KCoSTR (&,
5M>5%5 HFNC (CR8T 8177 SR B KUED T T7 — MEMTDFEER(CQ206-2.1:HFNC vs. NCPAP)%Z
FERED ELTHER LT,

RER. IHBENTFIREENNERREEIR(CHT D HFNC DBZEICDULTIE. 2016 FICRERINE
Cochrane Review (Wilkinson 2016) (C3UL\T S RATHNTULVD., D SR Tl IREZDOIIRH R
— hi#EIRE UTHFNC & NCPAP ZEEE L CTH D JAEKREI(N=5, n=786, RR 1.21, [95%CI 0.95-
1.55]). CLD % (N=5, n=893, RR 0.96,[95%CI 0.78-1.18]). ZET-(N=5, n=896, RR
0.77,[95%CI 0.43-1.36])(CHNTHER(CEZRHT . TERIBEGRICFHME Lz BT IV —THT(CEL)
TERKRICET D MOAICBREZRDIEN DI, EFEEDOFIER(E HFNC TE < (N=4, n=645, RR
0.64, [95%CI 0.51-0.79]) . BATHDEHESINTLE, ZZURE SR (FBRERZXNRE UEAR
PR SERDIBENBEEEZ BN,

SEIAA RSAAERKRICHIZD . ZdD Wilkinson 2016 D77y J7— RN B#ETZ{T D 12, IBIIDX
MAMRZR(ICK D, 3A3E(Yengkhom(2021) 128 fiEfl. Chen(2020)94 %iEfI. Soonsawad(2017)49 fiE
Bl). &t 271 FEGISERATISR (CBIMME Nz, BF T HFFEL TV 28 Bk, 28 B E 32
BRI, 328U ED 3BCHIFIEBTTIL—TFERICMRA T, FBEFINOALATHDFELE. EREN
FEER. JAEKR. BIEREECDVWTRBEREERNEN (TERiBE 28 BRI £) D28 CH T T T
=T EEmUT.

121 3R ZEBNM U REBEEDARDORRTTIE. FET(N=8, n=1073, RR 0.80, [95% CI 0.46-
1.40];4% CoE) . ¥tERIEMAERE(N=9, n=1204, RR 1.03, [95%CI 0.84-1.25);:{& CoE). BiFE=
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(N=8, n=1165, RR 0.87, [95%CI 0.67-1.12]; & CoE)DWL\ I NI(CH\TEmEFE BRI (CE TN
ol Fe. BREENEMNT—INESHTIERICH TS GA<28wk. GAZ28wk)DH TJJ)L—T#Eif
(CBNWTEENTNDT DI MAACHEEE IR, SERETEERROBR TH D1z, H—EBRKNE (A
MDF—7%4 : N=8, n=1057, RR 1.19, [95% CI 0.96-1.48];7 CoE)ICBALTIZ. TERE <28AT
1.25[0.94,1.66]. 28-323E0.96[0.60,1.52]. 23234 1.12[0.57,2.17]&. 28 BRGEMCHULNT
NCPAP DA MK DR MERMN G D 1z, BREE(CHUVT HENC (& NCPAP &EEER U TIRERDBE®ILZ
B BN RSNz, EFRBIEICREALTE. Wilkinson 2016 EE#RIC(N=7, n=916, RR
0.44[95%CI 0.28-0.68]; 5 CoA)& HFNC B TA RS Tz, ZDED. sIVH (N=3, n=271,
RR1.12[95%CI0.54-2.23]; 1& CoE). ROP(N=5, n=614, RR0.90[95%CI 0.61-1.34];/& CoA) (CH
W CHIEE (CEEH DN D 1z, Air leak (F(N=8, n=1083, RR0.35[95%CI 0.11-1.08];% CoA)&
HENC T o e, B EZ BRI IRIG(CMRWVZHBMIMENASH EFEX RV EEB R T,
Wilkinson 2016 Tl&. NEC FfE RR0.52[0.24,1.11]1EMEFR (CZE(FRM > T2, SEfT 7Y 7 —
NOOfFEAT T 0.50[0.03,0.88]& HFNC B (CHULVT NEC BEEXRNMNBR(CIEMN DTz, Wilkinson 2016 (C
BFENTUVVZEAFE TIE NEC/FIP FEAEERNS 5%KiE KL D (S U T, SEEIEN/Z Chen2020 (&
HFNC 8% 5/48 (10.4%) vs NCPAP &% 13/46 (28%) &iREHT NEC/FIP BEXRNE L. HF(C
NCPAP B¥([CEWVWTHRAERMIERICEN DIz, COMBREMBTCMR LN, BRICASEELIZEE
ZBNJz. Chen2020 (F. NEC OZMEENBERT/\A 7 XU X TEFE AT TH D zfzs. Chen &k
WEREDTZEEMRI DE. N=7, n=1017, RR0.59[0.29-1.19]EBRBEIFBERXLTHD. Chen2020
ZEOEHROBERIFMEFFTETRANVEZE X NEC (CH I DEMMECDVWTIFHER(C(IRRES BN DT,
2RELT, Wilkinson 2016 EElk. SEIDF W T 5 — MMETOIERZTIC, BIEFEZHETZH(THR
BROMIRHR— h & LT HFNC D NCPAP WINOVZIEIRT INET THD E(FMETERL. KA
BVWEEEERIEEE T DMEAN D> ENSE. MDKRFEN T IREFIIFIRIREEN R E/IAE
BIC (3 NCPAP Z IR B+ (CRFAUTTIRRE TIRE I3, HIEEMIIREALZEL TS EL\D
TTRERI (XE2EEEZ PP I BT HENC ZBIRT D, REDFEVWDITZIRFT I D L(FBATHDEE
Z BNz,
IREH#D HFNC vs NCPAP [CH(F a5 : IRER(CMTIREIZE I DFET(CH LT, HFNC & NCPAP
WINHZHRE T DIRIZIIRILTZ U< IREROZEBFIDIREEZ A THEERDHIMICERSND, (55
VSRR, BLWITEF > ROHEM) /2720, HFNC (FEFEEREN IRz, IRERFOIFIRIAREN L
BNTZELTCVDIGA, FATIZEZRETD. (BUHERE, hEETES > XDEEN)
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BEFD SR [CEAULT (HFNC vs. NCPAP)
BXFd SR @ Citation

Authors. : Dominic Wilkinson, Chad Andersen, Colm PF O'Donnell, Antonio G De Paoli, Brett ]
Manley

Title. : High flow nasal cannula for respiratory support in preterm infants

Journal name. : Cochrane Database Syst Rev.

Year : 2016

Volume(Issue)/Pages. : 2(2)  (Wilkinson 2017)

Bl D SR OEH
s HFENC (FE/NSWVW 2 ALBEDF 1 —TZHA LU CTHER/FLFHEREEI EDEEHRZ 1L/5
tORETHIEL. RERDIHMRENIFIESR— hE U TERESND ZENE LB TE TS,

B : RBEROIFIRS/R— &L THFNC EZDEFNDIHMSENITIRERZ LR L, B2, BEER
IR

753k : Cochrane Neonatal Review Group DRAERRMRZREERZ AL T 1966 F£15 2016 F1 H 1 H
FTOHAMI(CHLYT MEDLINE(PubMed). EMBASE. CINAHL M&FT —AIXR—AZRR U, £, 8
PRERERT — INR—XPRF R, RREUZHXDEEXIY X b2 AWTEERLHER S EBERERERZ
BREUZ, RPEROEZRBIAFZ(IRERMITRY/R— & LT HFNC EADIHSEEMIFIR S 7R— b2z EEER
UTIeBERLBR F /o (FERIERLERBREXNRE LT —S 7. BT, RAELC. BREFEE

(MD) . Z#E(LF9Z% (SMD) . DXL (RR) & 95% XM (CI) TFRUL. GRADE 7JO—F%
EALUTIET > XOHEERMZ M LTz,

&R : 6 1A, 934 EMBINIIZREIRD . HENC & CPAP MLEE T, FEF7 D MO AICERE(FRDOIN
S7z. BET (BiFE=5, N=896, RR 0.77, [95%CI 0.43-1.36]). CLD (#i%%=5, N=893, RR 0.96,
[95%CI 0.78-1.18]). A (Fi35=5, N=786, RR 1.21, [95%CI 0.95-1.55]). Bi&E (M3c=6,
N=934, RR 0.91, [95%CI 0.68-1.20]). HFNC B&¥ TEEE4E (TR Uz (FAFE=4, N=645, RR 0.64,
[95%CI 0.51-0.79]; RD —0.14, [95%CI —0.20-—0.08]). SMFAEZR(E HFNC B¥F CA UMM RESN
1z (A58 5, N=896, RR 0.35, [95%CI 0.11-1.06]; RD —0.02, [95%CI —0.03--0.00]). 1ERaiEZA!
(5% L7z Subgroup analysis (CBWTHEEZREET I MHOAICEEREER L,
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& REROIRERZDOFIRY/R—~EULT, HENC (& 2FaEERV e, [RDOVU IO EE
ZHEEMN DD, SE. BREERZXWRTD. €U THFNC & ZDEFEHNDIHBEMMITIR D R— NELEER T

BT DIMRENZE DS SRDIBERLHBRNVETH D,

17D SR D AMST AR 2 FHif&ER

1 PICO M= YES

2 FEDAIR Partial YES
3 EIREAE YES

4 HEFRR) SCRMRER PY

5 AFER YES

6 T —Shih YES

7 BRYMATE YES

8 AR DF DR Partial YES
9 C CDRRFTRDI\A 77 AU XI5 RCT YES

10 | &SR YES

11 ASDHFE RCT YES

12 | XFDH)NA 77U XI5 YES

13 | BREBFR/ AT AU DER YES

14 E8% YES

15 HhR) N1 77 X YES

16 | FI@ER YES

AMSTAR 2 TIZ 15IEHH 0 I#EA' [Nol . ERIER 7IEETI(E [Nol OfERFEM DT,

BEfFD SR D PICOT

Population:

—EHRRA TR ER E 2T /21Ehs 37 BREDRE
Intervention:

HFNC (>1L/53)

cm

Comparators:
ZD(FNDIHZEEMIFIR T 7R— b~
Outcomes:

FEFPIUMNDA
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NICU ABz-R@dDIET-. CLD

BIXR7O MO L

JAERRE. BIFEE. air leak. SMHEE. BUMAE. NEC/FIP. ROP. {HEEIRHAM. IHIEENITIREIREA
. ABcHAR. (AEIENN. EAEREMEIIHAR

Type of studies (study designs), Language, Time, etc.:

S >4 IMEBREREHER

XEMRFERIR - %A

MERT —4/~N—2RZ : CENTRAL. MEDLINE. CINAHL. CENTRAL

®%H: 2016 F 181 H

BIfFD SR DF&ER

S[Ed EvUp Sheet Tld. A SR OFERICHATZICHR EIRD TZARZMA TR ZITL. FEHTHRERZ
ErZNC IS

<[ElD Update iENNGRXI(CBL T

Update D7z DX aRZRT

1. (oxygen OR positive pressure) AND (nasal cannula* OR nasal prong)

2. ((infant, newborn[MeSH] OR newborn OR neonate OR neonatal OR premature OR low birth
weight OR VLBW OR LBW or infan* or neonat*) AND (randomized controlled trial [pt] OR
controlled clinical trial [pt] OR Clinical Trial[ptyp] 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]))

3. (#1) OR (high flow nasal)

4. (#3) AND (#2)

5. (#3) AND (#2) from 2016/01/02-2022/09/30

BREBEFT—INR—X:

PubMed - MEDLINE

IRZREAR - IRRA:

2016 F1 H2H—-202249H30H

X EREm ST

&2 PICOT 288

XERR D) — =220 DFFHH

RERNEY MR : 215
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1RROU—=>7 :31

2RROY—-=>T 3

ERAREY(C 3 ARDFTZIAFTRZ BT (BN UL T2

(LRRDI—=Z2TN SRR UTEA 11 @ IFHRER T2 <YIEFERIC DUV TOATT)
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217 records identified through database searching

N

y

215 records

screened

v

\ 4

2 duplicated records excluded

\ 4

184 records excluded

31 records screened for full text assessment

\ 4

3 new studies included

POESTIEOES

&

28 records excluded due to not to meet criteria

which contain 11 initial respiratory support studies

SEDT Y T5— NTHIZISEMUZATRDFE LD

524 MELEEBEHER(RCT)

AR I D AR WRE A/ SR 7O NBLBOER FEHEFR (HARD
JTREEL (B8 (Absolute Event Rates, P value; OR or limitation)
v BEH) RR; & 95% CI)
RCT SR AR CLD: 10/24(40%) vs. 12/25(48%) CLD. 3BT, AR
Soonsawad S | N=49 GA<32wkGA, | HFENC RR 0,87 [95%CI 0.46-1.62] BRERTRLI FH
Single center BW<1500g (N=24) 4 R EHAE NEC/FIP,
Indian J in Thailand TBECEN: 8/24(33%) vs. 6/25(24%) ROP. sIVH. FF£IEH
Pediatr. (tertiary NICU) xTEREE: [GA<28wk 6/14(43%) vs. 4/15(27%) CHRVWTABRMTER
NCPAP RR 1.61 [95%CI 0.57-4.52] Z720.
2017 (N=25) GA228wk 2/10(20%) vs. 2/10(20%)] SERCBIR (3, 7ER4 28

RR 1.00 [95%CI 0.17-5.77]

EEE: 2/24(8.3%) vs. 2/25(8%)
RR 1.04 [95%CI 0.16-6.81]

NEC: 2/24(8.3%) vs. 2/25(8%)
RR 1.04 [95%CI 0.16-6.81]

ROP: 4/24(16%) vs. 7/25(28%)
RR 0.60 [95%CI 0.20-1.78]

sIVH: 2/24(8.3%) vs. 1/25(4%)
RR 2.08 [95%CI 0.20-21.5]

RR 0.38 [95%CI 0.14-1.03]

SfRE15: 4/24(16.7%) vs. 11/25(44%)

BRFBDOT I DI T
HCHEREENST,

A [CRIBIEEEEZ
EUS57E 258U TF
DIEFIFEFEAERR U,
(HFNC B#HCED TIFE
B2 L)

M—. SEEEGE
nCPAP B¥ & LEEILTH
RICHFNC 2F T >
Iz,
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RCT BPER T AEE: CLD: 16/48(33%) vs. 15/46(33%) FEVIMIALTHD
Chen ] N=94 GA<32wkGA, | HENC RR 1.02 [95%CI 0.57-1.82] CLD. ZET. JAERREZI®
Single center BW<1000g (N=48) BEERITRL.
Front in China SBEKB/BIEE: 11/48(23%) vs. ROP. sIVH &iAEEIH
Pediatr. (tertiary NICU) SHERAT: 11/46(24%) TERERU,
NCPAP RR 0.96 [95%CI 0.46-1.99] 1=12U NEC/FIP. SREE
2020 (N=46) 5(% NCPAP BF & HEBR L
NEC: 5/48(10%) vs. 13/46(28%) THEIC HFNC B¥ T
RR 0.37 [95%CI 0.14-0.95] morz.
ROP: 17/48(35%) vs. 18/46(39%) 7 S HLDZRIEED
RR 0.91 [95%CI 0.54-1.53] RESTT D TEERIZ D
Iz
SIVH: 7/48(15%) vs. 7/46(15%)
RR 0.96 [95%CI 0.36-2.52] NEC DFEREZSN (FH D
FELERUTESCHEL
SR8 3/48(6.3%) vs. 17/46(37%) | MZNUCDNTHERN
RR 0.17 [95%CI 0.05-0.54] Rt53.
RCT BER T AEE: CLD: 13/63(21%) vs. 10/65(15%) CLD. ZETC. JAHRREZ®
Yengkhom R | N=128 GA<37wkGA, | HFNC RR 1.34 [95%CI 0.63-2.83] BRELITRL FN
Single center 228wWkGA (N=63) e R EHHIE NEC/FIP.
J Trop in India FET-: 3/63(40%) vs. 4/65(48%) ROP. sIVH. (F(EF£IER
Pediatr. (tertiary NICU) XHERAT: RR 1.34 [95%CI 0.63-2.83] [CHEWTREBETAER
NCPAP =RU,
2020 (N=65) SRR 14/63(22%) vs. 12/65(19%) | SAmkiR(L. 7ERs 28-

[GA28-32wk 10/32(43%) vs.
7/32(27%)

RR 1.43 [95%CI 0.62-3.28]
GA>32wk 4/31(20%) vs. 5/33(20%)
RR 0.85 [95%CI 0.25-2.88]]

BiEFE: 12/63(19%) vs. 10/65(15%)
RR 1.24 [95%CI 0.58-2.66]

NEC: 2/63(3.2%) vs. 2/65(3.1%)
RR 1.03 [95%CI 0.15-7.10]

ROP: 5/65(7.9%) vs. 3/65(4.6%)
RR 1.72 [95%CI 0.43-6.90]

SIVH: 4/63(6.3%) vs. 4/65(6.2%)
RR 1.03 [95%CI 0.27-3.95]

BEIE(S: 4/63(6.3%) vs. 14/65(22%)
RR 0.29 [95%CI 0.10-0.85]

32 BDOYIT I — TR
M CTHERREENSTY,

H—. BEEAESE
nCPAP B & LEBLTH
RICHFNC BF T >
=

EN T ESESESESIOPIE
HMERE 28 B ETH
D. CLD Fh&EHEDY
RO
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RR: Risk ratios; BW: birth weight; N: number of units or patients; wkGA: weeks gestational age

Wilkinson 2016 MAFE THHRERXDSEIFES LT 6 73T

BRI D ARTH1> HHRE A/ 88 I NALBOER FEHEFR FAFRD
JTREEL (B8 (Absolute Event Rates, P value; OR or limitation)
v BEH) RR; & 95% CI)
RCT 2ER T AEE: CLD: 12/20(60%) vs. 3/20(15%) STERAEBIERD AR
Campbell DM HFNC RR 4.00 [95%CI 1.33-12.05]
N=40 GA<37wkGA, | (N=20) JBERARE, CLD TAR
] Single center BW<1250g SBERSE: 12/20(60%) vs. 3/20(15%) E(IBHDN. GBI
Perinatology | in Canada SHERAT: RR 4.00 [95%CI 1.33-12.05] PIRON,
NCPAP
2006 (N=20) NEC: 0/20 vs. 0/20 Not estimable
ROP: 2/20(10%) vs. 3/20(15%)
RR 0.67 [95%CI 0.12-3.57]
£#815: 0/20 vs. 0/20 Not estimable
RCT BER AR CLD: GA<28wk 14/30(47%) vs. FEVINIALTSD
Collins CL HFNC 16/29(55%), RR 0.85 [95%CI 0.51- % CLD. ZEL. A&
N=132 GA<32wkGA | (N=67) 1.40] KEOEIEERTT
J Pediatr. Single center in GA32=28wk 16/37(43%) vs. &<, NEC/FIP Y>
Australia XtHREE: 16/36(44%)], RR 0.97 [95%CI 0.58- air leak ©iAEAHH
2013 NCPAP 1.64] TEEER U,
(N=65)

FET: GA<28wk 1/30(3%) vs.
3/29(10%), RR 0.32 [95%CI 0.04-
2.92]

GA32228wk 0/37 vs. 0/36 Not

estimable

AR 15/67(22%) vs.
22/65(34%)

[GA<28wk 11/30(37%) vs.
15/29(52%)

RR 0.71 [95%CI 0.39-1.28]
GA32228wk 4/37(11%) vs.
7/36(19%)]

RR 0.56 [95%CI 0.18-1.741]

FEE | GA<28wk 5/30(17%) vs.
7/29(24%)
RR 0.69 [95%CI 0.25-1.93]
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GA32228wk 2/37(5%) vs. 1/36(3%)]
RR 1.95 [95%CI 0.18-20.53]]

Air leak: 0/67(0%) vs. 1/65(2%)
RR 0.32 [95%CI 0.01-7.8]

NEC: 2/63(3%) vs. 5/58(9%)
RR 0.37 [95%CI 0.07-1.83]

RCT BER VIPN::H CLD: GA<28wk 42/83(51%) vs. CLD. ZET. BiFE.
Manley BJ N=303 GA<32wkGA, | HFNC 41/91(45%), RR 1.12[95%CI 0.82-1.53] | FEIREMHE air
Multi-centers (N=152) GA28-32wk 5/69(7%) vs. 11/60(18%) leak, NEC/FIP,
NEIM in Australia RR 0.40 [95%CI 0.15-1.07] ROP. (FEALEDIEH
(tertiary NICUs) xR [CHEWTERERRITH
2013 nCPAP TEL": GA<28wk 4/83(5%) vs. 4/91(4%), | BERL.
(N=151) RR 1.410[95%CI 0.28-4.24]
GA28-32wk 1/69(1%) vs. 2/60(3%) SAEERBR (G, TERA
RR 0.43 [95%CI 0.04-4.68] <28 BDHTI)L—
THERICBNT
SAERSREL: GA<28wk 43/83(52%) vs. NCPAP OANWBRIC
32/91(35%), RR 1.47 [95%CI 1.04- Doz, TEhE 28-
2.09] 32 BTIFANRY MY
GA28-32wk 9/69(13%) vs. 7/60(12%) YR BREE >N
RR 1.12 [95%CI 0.44-2.82] oz,
B15E: GA<28wk 25/83(30%) vs. SFE15(3 nCPAP B
31/91(34%), RR 0.88 [95%CI 0.57- B UTHRRIIC
1.37] HFENC BT >
GA28-32wk 2/69(3%) vs. 7/60(12%) z
RR 0.25 [95%CI 0.05-1.15]
Air leak: 1/152(1%) vs. 4/151(3%)
RR 0.25 [95%CI 0.03-2.20]
NEC/FIP: 4/152(3%) vs. 9/151(6%)
RR 0.44 [95%CI 0.14-1.40]
ROP: 8/152(5%) vs. 8/151(5%)
RR 0.99 [95%CI 0.38-2.58]
BB 60/152(39%) vs. 82/151(54%)
RR 0.73 [95%CI 0.57-0.93]
RCT BER VIPN:H CLD: GA28-32wk 12/55(22%) vs. FEFIADLTHSD
Yoder BA HFNC 11/56(20%), RR 1.11 [95%CI 0.54- CLD. ZEL. JAERM
N=226 GA28- (N=107) 2.30] PEEEIZI TR,
Pediatrics Single center in 37wkGA GA>32wk 6/52(12%) vs. 8/61(13%)], NEC/FIP 1> air leak
USA FFEREYE: RR 0.87 [95%CI 0.32-2.33] AR CERER
2013 NCPAP Lo

(N=119)
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ET=: GA28-32wk 0/55(0%) vs.
2/58(3%), RR 0.21 [95%CI 0.01-4.29]
GA>32wk 0/52(0%) vs. 2/61(3%)], RR
0.23 [95%CI 0.01-4.77]

SEETREL: GA28-32wk 3/55(5%) vs.
3/58(5%), RR 1.05 [95%CI 0.22-5.00]
GA>32wk 8/52(15%) vs. 6/61(10%)],
RR 1.56 [95%CI 0.58-4.22]

R GA28-32wk 3/55(5%) vs.
5/56(9%), RR 0.61 [95%CI 0.15-2.43]
GA>32wk 8/52(15%) vs. 7/61(10%)],
RR 1.34 [95%CI 0.52-3.45]

Air leak: 0/107(0%) vs. 1/119(1%), RR
0.37 [95%CI 0.02-9.00]

NEC/FIP: 1/107(1%) vs. 4/119(3%), RR
0.28 [95%CI 0.03-2.45]

B8l 4/102(4%) vs. 15/115(13%),
RR 0.30 [95%CI 0.10-0.88]

TERBERIS T —
TR CERERIFED
Siano Tz,

SIS DA HFNC 3%
TER(CYRN T,

RCT BER N AEE: CLD: GA28-32wk 6/23(26%) vs. FEBFINIALTHD
Liu C HFNC 5/19(26%), RR 0.99 [95%CI 0.36-2.75] | CLD. 3ET-. SAEEKER
N=150 GA>32wkGA | (N=71) GA>32wk 4/48(8%) vs. 2/60(3%)], RR | 1EIEFERIFTRL.
Pediatrics Multi-center in 2.50 [95%CI 0.48-13.07] NEC/FIP X* air leak
China XERAE: AR CHRRER
2013 NCPAP FETC: GA28-32wk 5/23(22%) vs. Lo
(N=79) 6/19(32%), RR 0.69 [95%CI 0.25-1.91] | #ER&BEEBID I D)L —
GA>32wk 6/48 vs. 4/60, RR 1.88 TERMTHIEREED
[95%CI 0.56-6.27] 57,
BIFE | GA28-32wk 4/23(17%) vs.
6/19(32%)
RR 0.55 [95%CI 0.18-1.67]
GA>32wk 5/48(10%) vs. 7/60(12%)]
RR 0.89 [95%CI 0.30-2.64]]
Air leak: 1/71(0%) vs. 2/79(3%)
RR 0.56 [95%CI 0.05-6.00]
NEC: 2/71(3%) vs. 0/79(0%)
RR 5.56 [95%CI 0.27-113.80]
RCT BER T AEE: CLD: GA28-32wk 1/14(7%) vs. FBFUNILTHD
Mostafa- N=85 GA30-34wk HFNC 3/13(23%) CLD. ZET-. AKX
Gharehbaghi Singlecenter GA (N=42) RR 0.31 [95%CI 0.04-2.61] PEEERII TR

in Iran

FHPREE:

GA>32wk 0/28(0%) vs. 0/30(0%)]

Not estimable

NEC/FIP *® air leak
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Zahedan ] BW1250- NCPAP SBERIE CARER
Research in 2000g (N=43) FET-: GA28-32wk 0/14(0%) vs. Lo
Medical Science 0/13(0%), Not estimable
GA>32wk 0/28(0%) vs. 0/30(0%), Not TERRBERIT T DI —
2014 estimable TEEITCERERIFED
59,
JEERRRL: @ GA28-32wk 2/14(14%) vs.
4/13(31%) H—. SEEEHBE
RR 0.46 [95%CI 0.10-2.12] NCPAP B¥ & LEER LT
GA>32wk 3/28(0%) vs. 4/30(0%), RR BEI(C HFNC 8T
0.80 [95%CI 0.20-3.28] Mo,
H15E: GA28-32wk 2/14(14%) vs. AAR(EZEEEDN
4/13(31%) SH7ERE 30 B ET
RR 0.46 [95%CI 0.10-2.12] HD. CLD (FNEHIE
GA>32wk 3/28(0%) vs. 4/30(0%), RR DIRD[FPIR<ANR
0.80 [95%CI 0.20-3.28] DA CSYVAVIY
Air leak: 1/42(2%) vs. 3/43(7%)
RR 0.34 [95%CI 0.04-3.15]
SRS 14/42(33%) vs. 27/43(63%)
RR 0.53 [95%CI 0.33-0.86]
RO )\A 77 24
Study ID Experimental Comparator Outcome Weight DI D2 D3 D4 D5 Overal
Soonsawad, 2017  HFNC NCPAP L NA . . . . . . . Low risk
Soonawad 2017 HFNC NCPAP o NA . . . ! . @ ! Some concems
Soonsawad, 2017  HFNC NCPAP BEE NA . . . . . . . High risk
Soonsawad, 2017 HFNC NCPAP HERRR PR AR NA . . . . . .
Soonsawad, 2017  HFNC NCPAP airleak NA ® ® 6 6 6 . D1 Randomisation process
Soonsawad, 2017 HFNC NCPAP RiRiEE NA . . . . . . D2 Deviations from the intended interventions
Soonsawad, 2017  HFNC NCPAP NEC/FIP NA . . . . . . D3 Missing outcome data
Soonsawad, 2017 HFNC NCPAP sIVH NA . . . . . . D4  Measurement of the outcome
Soonsawad, 2017 HFNC NCPAP ROP NA . . . . . . D5 Selection of the reported result
Yengkhom, 2020 HFNC NCPAP L NA . . . . . .
Yengkhom, 2020  HFNC NCPAP oo NA . . . ! . @
Yengkhom, 2020  HFNC NCPAP BiEE NA . . . . ! @
Yengkhom,2020  HFNC NCPAP SRR/ B AEE A NA . . . . 1 @
Yengkhom, 2020 HFNC NCPAP air leak NA . . . . . .
Yengkhom, 2020 HFNC NCPAP nasal injury NA . . . . . .
Yengkhom, 2020  HFNC NCPAP sIVH NA . . . . . .
Yengkhom,2020  HFNC NCPAP NEC/FIP NA . . . . . .
Yengkhom, 2020  HFNC NCPAP, NIPPY ROP NA . . . . . .

* Chen, 2020 FAK(CBIL TIE. ITT TIFR< per protocol FATAMRA SN, S>24 MEESNIZEEZE S TN o TZEEBIN HENC 8% 58 IEBIDS S 10 %E

B, NCPAP &% 59 IEFIDS 5 13 EHI

b, BHOBAEER < ENSZRVTHETIESNTED. JSAAT7IAURTEFEL.




Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2024 Page 16 of 31



Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2024 Page 17 of 31

B D SR DR LBNERX DFEROME

Forest plot of comparison: HFNC vs. NCPAP
*Review Manager 5.4 IRZ{ER U TR

T

HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
1.2.1 <37wk(subgroup data not available)
Sognsawad 2017 0 24 0 5 Not estimable
Yengkhom 3 &3 4 65 14.4% 0.77 [0.18, 3.32] —_
Subtotal (95% CI) 87 90 14.4% 0.77 [0.18, 3.32] —eaii—
Total events 3 4
Heterogeneity: Not applicable
Test for overall effect: Z = (.35 (P = (.73}
1.2.2 <28wk
Collins 2013 28wk 1 30 3 29 6.3% 0.32 [0.04, 2.92] — T
Manley 2013 2Bwk 4 B3 4 P11 167% 1.10 [0.28, 4.24] D
Subtotal (95% CI) 113 120 23.0% 0.78 [0.25, 2.49] ~atll——
Total events 5 7
Heterogenetty: Tau® = 0.00; ChF = .87, df = 1 (P = .35} F = 0X
Test for overall effect: Z = (.41 (P = (.68}
1.2.3 28-32wk
Collins 2013 2Bwk 0 37 0 36 Not estimable
Liu 2014 5 23 & 189 20.4% 0.69 [0.25, 1.91] —
Manley 2013 25-3 2wk 1 &9 z &0 5.4X% 0.43 [0.04, 4.68] e R
mostafa-Gharehbaghl 2014 28-32wk 0 14 0 13 Not estimable
Yoder 2013 28-32wk 0 55 F4 58 3.4x 0.21 [0.01, 4.29]
Subtotal (95% CI) 198 186 38.2% 0.58 [0.24, 1.42] il
Total events & 10
Heterogenelty: Tau® = 0.00; Chi = 0.63, df = 2 (P = 0.73}; F = 0X
Test for overall effect: 2 = 1.10 (P = 0.23)
1.2.4 >32wk
Liu 2014 & 4B 4 &0 21.0% 1.8 [0.58, §.27] —
Mostafa-Gharehbaghl 2014 28-3 2wk 0 26 0 30 Not estimable
Yoder 2013 32wk 0 52 z 61 3ax 0.23 [0.01, 4.77]
Subtotal (95% CI) 128 151 24.4% 1.05 [0.16, 6.75] ——e
Total events & ]
Heterogenehty: Tau® = 0.87; ChE = 1.63, df = 1 {P = 0.20); F = 39X
Test for overall effect: Z = .05 (P = 0.06)
Total (95% CI) 526 547 100.0% 0.80 [0.46, 1.40]
Total events 20 27 7
Heterogenetty: Taw® = 0.00; ChE = 4.53, df = 7 (P = 0.72); F = 0X bo1 1 1 1o 100

Test for overall effiect: Z = {).77 (P = (.44}

0.
F HFNC] F. nCPAP;
Test for subgroup differences: ChE = 0.40, df = 3 (P = .04}, F = )X avours | 1 Favours [ !

EEEDSBE. T-INESNIERICT LT GA<28wk, GAZ28wk (CTH I )L — Ttk

HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.2.1 <28wk
Collins 2013 1 kD] 3 29 7.8% 0.32 [0.04, 2.92] -1
Manley 2013 4 B3 4 01 20.7% 1.10 [0.28, 4.24] R E—
Subtotal (95% CI) 113 120 2B.5% 0.78 [0.25, 2.49] il
Total events 5 7

Heterogenehty: Taw? = 0.00; ChE = 0.67, df = 1 {P = 0.35); F = 0X
Test for overall effect: Z = 0.41 (P = {.6H)

1.2.2 228wk

Collins 2013 0 37 0 3 Not estimable

Lu 2014 11 71 10 79 60.2% 1.22 [0.55, 2.71] ——
Manley 2013 1 69 2 &0 6.7% 0.43 [0.04, 4.68] - 1
Mostafa—Charehbaghl 2014 0 42 0 43 Not estimahle

Yoder 2013 0 107 4 119 4.5% 0.12 [0.01, 2.27] ¢

Subtotal (95% CI) 326 337  71.5% 0.71 [0.21, 2.40] i
Total events 12 16

Heterogenehy: Tau® = 0.44; ChE = 2.87, df = Z (P = 0.24); F = 30X

Test for overall effect: Z = 0.56 (P = 0.58)

Total (95% CI) 439 457 100.0% 0.91 [0.49, 1.68] 7
Total events 17 23

Heterogenehy: Tau® = 0.00; ChE = 3.0, df = 4 (P = 0.43); F = 0% bot o 1 0 100

Test for overall effect: 2 = 0.31 (P = 0.76)

Favours [HENC] nCPAP
Test for subgroup differences: ChE = 0.01, df = 1 (P = 0.00), F = 0X avours [HFNC]  Favours [nCPAF]
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CLD

HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.3.1 <37wk(subgroup data not available)
Yengkhom 13 &3 10 &5 &5% 1.34 [0.63, 2.83] T
Soqnsawad 2017 10 24 12 25 BSX 0.87 [0.46, 1.62] -/
Chen 2020 16 4B 15 46 10.2% 1.02 [0.57, 1.52] ——
Campbell 2006 12 20 I W 11X 4.00 [1.33, 12.05]
Subtotal (95% CI) 155 156 28.8% 1.29 [0.76, 2.17] -
Towl events 51 4)
Heterogeneity: Taw® = 0.14; Che = §.18, df = 3 (P = 0.10); F = 51X
Test for overall effect: Z = .95 (P = (.34}
1.3.2 >28wk
Manley 2013 28wk 42 B3 41 081 25.BX% 1.12 [0.82, 1.53] -
Collins 2013 28wk 14 30 16§ 20 128X 0.85 [0.51, 1.40] -
Subtotal (95% Cl) 113 120 38.6% 1.04 [0.80, 1.35] r 3
Total events 56 57
Heterogeneity: Taw® = 0.00; ChE = 0.B8, df = 1 (P = 0.35); F = X
Test for overall effec: Z = 0.26 (P = 0.78)
1.3.3 28-32wk
Yoder 2013 28-32wk 12 55 11 56 &.BX 1.11 [0.54, 2.30] l
Mostafa-Gharehbaghl 2014 32wk 1 14 3 13 0.0x 0.31 [0.04, 2.61] i m
Manley 2013 28-3 2wk 5 &9 11 &0 3.BX 0.40 [0.15, 1.07] -
Liu 2014 & 23 5 19 16X 0.99 [0.34, 2.75] -1
Collins 2013 28-3 2wk & 37 16 36 12.2% 0.97 [0.58, 1.54] -
Subtotal (95% Cl) 198 184 27.3% 0.87 [0.60, 1.25]
Total events 4) 48
Heterogeneity: Tau® = 0.00; ChE = 4,07, df = 4 (P = 0.40); = 2%
Test for overall effect: Z = .76 (P = 0.44)
1.3.4 >32wk
Yoder 2013 32wk & 52 B &0 1EX 0.87 [0.32, 2.33] T
Mostafa-Gharehbaghl 2014 0 28 0 30 Not estimahble
Liu 2014 4 4R 2 B0 14X 2.50 [0.48, 13.07] —]
Subtotal (95% Cl) 128 150 5.3% 1.19 [0.46, 3.08]
Towl events 10 10
Heterogeneity: Tau® = 0.08; ChE = 1,17, df = 1 (P = .28); F = 14X
Test for overall effect: Z = 0.35 (P = (.72}
Total (95% CI) 594 610 100.0% 1.03 [0.84, 1.25]
Towl events 157 153
Heterogeneity: Taw® = 0.02; Che = 13.54, df = 12 {P = 0.33); F = 11% Ii) oL 011 i 150 100:

Test for overall effect: Z = .26 (P = .80}

Favours [HFNC] F nCPAP)
Test for subgroup diferences: Chi = 1.65, df = 3 (P = 0.65), F = OX avours [HFNC]  Favours [nCPAP]

EEEDSBE. T—INESNIERICT LT GA<28wk, GAZ28wk (CTH I )L — Ttk

HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CIl M-H, Random, 95% CI
1.3.1 <28wk
Collins 2013 14 30 16 29 17.4% 0.85 [0.51, 1.40]
Mankey 2013 42 B3 41 01 42.40% 1.12 [0.82, 1.53]
Subtotal (95% CI) 113 120 59.4% 1.04 [0.80, 1.35]
Total events 56 57

Hetzrogenehy: Tau® = 0.00; ChE = 0.BB, df = 1 {P = 0.35); F = 0X
Test for overall effect: Z = .25 (P = (.78}

1.3.2 =28wk

Collins 2013 16 37 16 36 16.5% 0.97 [0.58, 1.64] ——

Liu 2014 0 71 7 79 5.5% 1.59 [0.64, 3.05] -
Manley 2013 5 &0 11 &0 4.6% 0.40 [0.15, 1.07] —_—
Mastafa-Charehbaght 2014 1 42 3 43 0.0% 0.34 [0.04, 3.15] .
Yoder 2013 18 104 19 116 13.0% 1.06 [0.59, 1.90] -0
Subtotal (95% CI) 323 334  40.6% 0.92 [0.62, 1.38]

Total events 50 56

Heterogenetty: Tauw® = 0.05; ChE = 516, df = 4 (P = 0.27); £ = 22%
Test for overall effect: Z = .30 (P = (.70}

Total (95% CI) 436 454 100.0% 0.99 [0.80, 1.24]
Total events 106 113
Heterogenety: Taw = 0.00; ChE = §.25, df = & (P = 0.40); ¥ = 4% 5.01 0:1 i 1:0 100:

Test for overall effect: Z = .05 {P = 0.96}

Favours [HFNC] F: NnCPAP)
Test for subgroup differences: ChE = .23, df = 1 (P = 0.63), K = 0X avours | 1 Favours | !
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AR B (HIRARRERAL /e Esa(b)

HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 <37wk(subgroup data not available)
Campbell 2008 12 20 3 20 2.B% 4.00[1.33, 12.05]
Chen 2020 11 4K 11 46 10.3%  0.96 [0.46, 1.99] .
Subtotal (95% CI) 68 66 13.1% 1.60 [0.90, 2.85] +d
Total events 23 14

Heterogenehy: ChiE = 4 54, df = 1 {P = D.03); F = 7BX
Test for overall effect: 2 = 1.50 (P = .11}

1.1.2 GA<28wk

Collins 2013 28wk 11 0 15 0 140X 0.71 [0.30, 1.2K] —=
Manlkey 2013 2Bwk 43 B3 3z 81 2E.1X 147 [1.04, z.09] Bl
Soonsward 2Ewk 2017 & 14 4 15 36X 1.61 [0.57, 4.52] B
Subtotal (95% CI) 127 135 45.6% 1.25 [0.94, 1.66] »
Total events. &0 51

Heterogenehty: ChiE = 4 67, df = 2 {P = (.10} F = 57X
Test for overall effect: £ = 1.53 (P = (.13}

1.1.3 GAZ2B-32wk

Collins 2013 26-32wk 4 3z H 36 &6.5% 0.56 [0.1B, 1.74] —_—
Manley 2013 2B-32wk ] &9 7 &0 6.0% 1.12 [D.44, 2.82] e —
Maostafa—Gharehbaghl 2014 28-32wk 2 14 4 13 1.6 0.46 [0.10, 2.12] _—
Soonsward 28-32wk 2017 2 10 2 10 1.6 1.00 [0.17,5.77] —_—
Yengkhom 28-32 2020 10 3z 7 3z 64X 1.43 [0.62, 3.26] -1
Yoder 2013 2B-32wk 3 55 3 58 2.7% 1.05 [0.22, 5.00] I —
Subtotal (95% CI) 217 209 28.2%  0.96 [0.60, 1.52] <<

Toml events 0 k1]

Heterogenelty: ChiE = 2 76, df = 5 (P = 0_74}; F = OX

Test for overall effect: Z = 0.10 (P = (.85}

1.1.4 GA>32wk

Mostafa—Gharehbaghl 2014 3 2B 4 30 36X 0.80[0.20, 3.28] —_—
Yengkhom 32wk 2020 4 3 5 33 45X  0.85 [0.25, 2.68] e
Yoder 2013 32wk B 52 & &1 5.1% 1.56 [0.58, 4.22] s
Subtotal (95% CI) 111 124 13.1% 1.12 [0.57, 2.17] e
Total events 15 15

Heterogenelty: ChEE = 0 B4, df = 2 {P = 0_66); F = OX

Test for overall effect: Z = 0.32 (P = (.75}

Total (95% CI) 523 534 100.0% 1.19 [0.96, 1.48] »

Toml events 128 110

Heterogenelty: ChE = 14.07, df = 13 (P = 0.37); P = BX bor o't i i 100

Test for overall effect: 2 = 1.63 (P = (.10}

Favours [HFNC] F NCPAP,
Test for subgroup differences: ChEE = 2.00, df = 3 (P = .57}, F = X avours | 1 Favours | ]



Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2024 Page 20 of 31

FRDS5, F—INESNERICH LT GA<28wk, GAZ28wk [CTHT )L — T H#if

HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M=H, Random, 95% CI
1.1.1 <28wk
Collins 2013 11 30 15 29 15.4X 0.71 [0.39, 1.28] b
Mankey 2013 43 B3 32 01 43.0% 1.47 [1.04, 2.09] HE-
Sogrnsward 2017 & 14 4 15 5.0% 1.61 [0.57, 4.52] —
Subtotal (95% CI) 127 135 64.3% 1.16 [0.69, 1.98] L
Total events &0 51

Heterogenehy: Taw = 0.12; ChiE = 4.67, df = 2 (P = 0.10); ¥ = 57%
Test for overall effect: Z = .56 (P = .57}

1.1.2 =28wk
Collins 2013 4 37 7 3 41% 0.56 [0.18, 1.74] e
Manley 2013 2 &9 7 60 &6.2% 1.12 [.44, 2.82] —_—r
Mostafa—Charehbaghl 2014 5 42 B 43 5.0% .64 [0.23, 1.80] I
Soomsward 2017 2 1 2 10 1.7% 1.00 [0.17, 5.77] —_—t
Yengkhom 2020 14 &3 12 &5 11.2x 1.20 [0.60, 2.40] ——
Yoder 2013 11 107 8 111 7.5% 1.27 [0.55, 2.94] —
Subtotal (95% CI) 328 325 35.7% 1.00 [0.68, 1.47] <9
Total events 45 45
Heterogenehy: Taw? = 0.00; ChiE = 2.38, df = 5 (P = 0.79); F = 0%
Test for overall effect Z = 0.01 (P = (.90}
Total (95% CI) 455 460 100.0% 1.15 [0.91, 1.45]
Total events 2 a 105 96 a r
Heterogenehty: Taw® = 0.00; ChE = 7 5D, df = B (P = 0.44); F = (X Ih o1 051 1 150 100’
Test for overall effect Z = 1.19 (P = 0.23} Favours [HFNC] Favours [nCPAP]
Test for subgroup differences: ChEE = 0.21, df = 1 (P = 0.65), F = 0X
BEE

HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.4.1 <37wk({subgroup data not available)
Chen 2020 11 48 11 46 12.5% 0.96 [0.48, 1.99] —t
Soonsawad 2017 2 24 2 25 1.9% 1.04 [0.16, 6.81] —
Yengkhom 1z &3 10 &5 11.4% 1.24 [0.58, 2.66] S
Subtotal (95% CI) 135 136 25.8% 1.08 [0.65, 1.80] 1.-
Towl events 25 23
Heterogenetty: Taw® = 0.00; ChF = 0.23, df = 2 (P = 0.E9); F = 0%
Test for overall effect: Z = .30 (P = 0.77)
1.4.2 <28wk
Collins 2013 28wk 5 kL] 7 28 63X 0.690 [0.25, 1.03] I
Manley 2013 2Bwk 25 B3 31 81 35.4% 0.88 [0.57, 1.37] :
Subtotal (95% CI) 113 120 41.7% 0.85 [0.57, 1.27]
Towl events 30 3B
Heterogenehty: Taw? = 0.00; ChE¥ = 0.19, df = 1 (P = (.66); F = 0%
Test for overall effect: Z = 0.79 (P = 0.43)
1.4.3 28-32wk
Colling 2013 2E-32wk 2 iz 1 36 1.2% 1.05 [0.18, 20.53]
Lu 2014 4 23 & 19 5.4% 0.55 [0.1E, 1.67] 1
Mankey 2013 28-3 2wk 2 &9 7 &0 2.8% 0.25 [0.05, 1.15] EE—
Mostafa-Gharehbaghl 2014 32wk 2 14 4 13 2.9% 0.46 [0.10, 2.12] e
Yoder 2013 268-32wk 3 55 5 56 3.5% 0. 61 [0.15, 2.43] 1
Subtotal (95% CI) 198 184 15.9% 0.52 [0.27, 1.00] ‘-
Towl events 13 z23
Hetmrogenely: Tau® = 0.00; ChE = 21K, df = 4 (P = 0.70); F = 0%
Test for overall effect 2 = 1.97 (P = .05}
1.4.4 >32wk
Lu 2014 5 48 7 &0 5.7% 0.80 [0.30, 2.64] —_—
Mostafa—Gharehbaghl 2014 3 2B 4 0 3.4% 0.80 [0.20, 3.28] s m—
Yoder 2013 32wk B 52 7 &1 75% 1.34 [0.52, 3.45] —_
Subtotal (95% CI) 128 151 16.6% 1.05 [0.56, 1.98] 4’-
Total events 1& 18
Hemrogenehy: Tau® = 0.00; ChE = 04K, df = 2 {P = 0.70); F = 0%
Test for overall effect 2 = 0.15 (P = (.58}
Total (95% CI) 574 591 100.0% 0.87 [0.67, 1.12]
Towl events B4 102
Hetzrogenehty: Tau® = 0.00; ChE = §.53, df = 12 (P = (.ED}; K = 0% b o1 011 i 110

Test for overall effect: Z = 1.08 (P = 0.2E)

Favours [HFNC] F NCPAPI
Test for subgroup differences: ChE = 3.44, df = 3 (P = 0.33), F = 12.7% avours [ 1 Favours [ 1
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FERDSE, T—ANESNIZAEMICH LT GA<28wk, GAZ28wk (CTH I J)L— T

HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% ClI M=H, Random, 95% CI
1.4.1 <28wk
Collins 2013 5 30 7 29 B.6X 0.69 [0.25, 1.93] —
Mankey 2013 25 B3 31 01 4B.2% 0.8BE [0.57, 1.37]
Subtotal (95% CI) 113 120 56.9% 0.85 [0.57, 1.27]
Total events

30 3B
Hetzrogeneity: Tau® = 0.00; ChE = .19, df = 1 {P = .66); F = 0X
Test for overall effect: Z = (.79 (P = .43}

1.4.2 =28wk

Collins 2013 2z iz 1 36 1.6% 1.95 [0.1B, 20.53] —

Lu 2014 ] 51 10 4% 139X 0.86 [0.38, 1.95] —r
Mankey 2013 2 & 7 ED 3.0% 0.25 [0.05, 1.15] —
Mostafa—Charehbaghl 2014 5 42 B 43 B.5% 0.64 [0.23, 1.80] —_—T
Yoder 2013 11 197 12 117 15.2% 1.00 [0.46, 2.18] —_—
Subtotal (95% CI) 306 305 43.1% 0.79 [0.50, 1.25] <
Total events 29 k1]

Heterogenetty: Taw = 0.00; ChE = 3.34, df = 4 (P = {).50); F = 0%
Test for overall effect: Z = 1.00 (P = .32}

Total (95% CI) 419 425 100.0% 0.82 [0.61, 1.12]
Total events 59 76
Heterogenehy: Taw? = 0.00; ChE = 3.580, df = & (P = 0.73); F = 0% b o1 051 ) 150 100=
Test for overall effect: Z = 1.25 (P = .21} Favours [HENC] Favours [nCPAP]
Test for subgroup differences: ChE = 0.06, df = 1 (P = 0.1}, F = 0%
=] I=yi=
SEEE
HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Campbell 2006 0 20 0 20 Not estimable
Chen 2020 3 4B 17 45 103X 0.17 [0.05, 0.54]
Manley 2013 60 152 Bz 151 302X 0.73 [0.57, 0.93] -
Maostafa—Gharehbaghl 2014 14 42 27 43 z23.0% 0.53 [0.33, 0.56] -
Soonsawad 2017 4 24 11 25 12.5% 0.3 [0.14, 1.03] —
Yengkhom 4 63 14 65 11.7% 0.20 [0.10, 0.85] I —
Yoder 2013 4 102 15 115 11.5% 0.30 [0.10, 0.5A&] —
Total (95% CI) 451 465 100.0% 0.44 [0.28, 0.68] -
Total events Bo 166
Heterogenehy: Taw® = 0.16; ChP = 12.35, <df = 5 (P = 0.03); F = GDX b1 o1 ] 1o
Test for overall effect: Z = 3.64 (P = 0.0003) ’ Favours [HFNC] Favours [nCPAP]
NEC/FIP
HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Campbell 2006 0 20 0 20 Mot estimable
Chen 2020 5 48 13 45 35.6% 0.37 [0.14, 0.95] — &
Collins 2013 2z &3 5 58 12.5% 0.37 [0.07, 1.83] —
Llu 2014 2 71 0 i ] 3.5% 5.56[0.27, 113.80] +
Manlkey 2013 4 152 9 151 240X 0.44 [(.14, 1.49] — T
Soonsawad 2017 2 24 2 25 0.1% 1.04 [0.16, 6.81] —1
Yengkhom 2z &3 2z &5 B.6X 1.03 [0.15, 7.10] 1
Yoder 2013 1 1907 4 118 6.8% 0.28 [0.03, 2.45] e
Total (95% CI) 548 563 100.0% 0.50 [0.28, 0.88] -
Total events 1B a5
Heterogeneity: Tau® = 0.00; ChF = 4.45, df = & (P = 0.652); F = 0X 'b o1 051 1 150 1005

Test for overall effect: £ = 2.41 (P = .02} Favours [HENC] Favours [nCPAP]
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SIVH
HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Chen 2020 7 4B 7 46 58.2% 0.96 [0.36, 2.52]
Soonsawad 2017 2 24 1 25 10.1% 2.08 [0.20, 21.50]
Yengkhom 4 &3 4 &5 307X 1.03 [0.27, 3.95]
Total (95% CI) 135 136 100.0% 1.06 [0.50, 2.23]
Total events 13 12
Heterogeneity: Taw = 0.00; Chif = 0.37, df = 2 (P = 0.B3); F = 0X Ii) f t {
N1 01 | 10 100
Test for overall effect: Z = 0.16 (P = 0.8B} Favours [HFNC] Favours [nCPAP]
Air leak(5Ui9)
HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI| M-H, Random, 95% CI
Collins 2013 28wk 0 &7 1 &5 12.6% 0.32 [0.01, 7.80]
Liu 2014 1 71 4 79 225X 0.56 [0.05, §.00] - =
Manley 2013 28wk 1 152 4 151 26.8% 0.25 [0.03, 2.20] I ——
Mostafa-Gharehbaghl 2014 28-3 2wk 1 a2 3 43 257X 0.34 [0.04, 3.15] —_—
Seonsawad 2017 0 24 ] 25 Not estimable
Yengkhom 0 &3 0 &5 Not estimable
Yoder 2013 2B-32wk 0 107 1 118 12.5% 0.37 [0.02, 8.00]
Total (95% CI) 526 547 100.0% 0.35 [0.11, 1.08] i
Total events 3 11
Hetzrogenelty: Taw* = 0.00; ChE = .25, df = 4 (P = .00}, F = 0X 0 20 t t 1
005 01 1 10 200
Test for overall effect Z = 1.52 (P = 0.07)} Favours [HFNC] Favours [nCPAP]
ROP
HFNC nCPAP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Campbell 2006 2 20 3 20 55K 0.67 [0.12, 3.57] ir
Chen 2020 17 4B 1B 46 56.3X 0.91 [0.54, 1.53]
Manley 2013 2Bwk B 152 B 151 17.1% 0.98 [0.3K, 2.58] I B
Soomsawad 2017 4 24 7 25 13.0% 0.60 [0.20, 1.78] i
Yengkhom 5 &3 1 &5 B.1% 1.72 [0.43, 6.90] T
Total (95% CI) 307 307 100.0% 0.90 [0.61, 1.34]
Total events 36 39
Heterogenelty: Tau® = 0.00; ChE = 1.55, df = 4 (P = 0.82); F = 0X h o1 051 i 150 100’

Test for overall effect: Z = (.51 {P = .51} Favours [HENC] Favours [nCPAP]
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BN Mk%Z&E DX /= Grade EP table

HEseE
e 3 (7R IF—RE IFEIE AARTE HFNC NCPAP Hx
> FHA2 UZxo B (95% CI) (95% CI)

Treatment failure

8 S5 MME EZITIRY EZITIRUY EZITIRY ) @ 12U 128/523 110/534 RR 1.19 39 more per 1,000 ®eO BE
SHER (24.5%) (20.6%) (0.96 to 1.48) | (from 8 fewer to 99 more) hEE

Treatment failure -

2 S MME EZITIR 3l EZITIRY SIS ) 23/68 14/66 RR 1.60 127 more per 1,000 15 0@) E=E:3
FER (33.8%) | (21.2%) (0.90 to 2.85) | (from 21 fewer to 392 more) [ &\

Treatment failure - GA<28wk

3 S>AME | ERTRL = ZFATRVL | FEA e U 60/127 51/135 RR 1.25 94 more per 1,000 110e) B5E
SHER (47.2%) (37.8%) (0.94 to 1.66) | (from 23 fewer to 249 more) | &L\

Treatment failure - GA28-32wk

6 S MME R © EZITRR EZITRRU IERTFAI? | RL 30/217 30/209 RR 0.96 6 fewer per 1,000 ®&000O BB
FER (13.8%) | (14.4%) (0.60 to 1.52) | (from 57 fewer to 75 more) IEE (TR

Treatment failure - GA>32wk

3 S>AIME A © EZITIRON EZITIRON FEBITEAI® | IRL 15/111 15/124 RR 1.12 15 more per 1,000 100®) gE
Bk (13.5%) (12.1%) (0.57 to 2.17) | (from 52 fewer to 142 more) | JEFE(TEWL

Death
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HERMDFM (Certainty assessment)

5iE NP R I—EiE R HFNC NCPAP Hxt
4 URD (95% CI) (95% CI)

S>AME FEZITIRU FEZITIRN FEZITIRN IEB(CHFAI® | 1L 20/526 27/547 RR 0.80 10 fewer per 1,000 1 0@) BEX
FER (3.8%) (4.9%) (0.46 to 1.40) | (from 27 fewer to 20 more) LivA

Death — No GA data

2 S5 MME EZITIRY EZITIRUY EZITIRY IER(TFEA? | U 3/87 4/90 RR 0.77 10 fewer per 1,000 epO0O BX
SHER (3.4%) (4.4%) (0.18 to 3.32) | (from 36 fewer to 103 more) | &L\

Death - <28wk

2 S>4IME EZITIR EZITIR EZITIR IERFAI? | RL 5/113 7/120 RR 0.78 13 fewer per 1,000 15 0@) BX
FER (4.4%) (5.8%) (0.25 to 2.49) | (from 44 fewer to 87 more) LIivA

Death - 28-32wk

5 S ME EZITIRY EZITIRN EZITIRY IER(TFEA? | U 6/198 10/186 RR 0.58 23 fewer per 1,000 =12 0@) BX
SHER (3.0%) (5.4%) (0.24 to 1.42) | (from 41 fewer to 23 more) &Ly

Death - >32wk

3 S>45IME EZITRR EZITRR EZITRR IER(CTFAI® | IR 6/128 6/151 RR 1.05 2 more per 1,000 15 0@) BX
FER (4.7%) (4.0%) (0.16 to 6.75) | (from 33 fewer to 228 more) | &\

BPD

9 S>AIME A © EZITIRON EZITIRON EA @ AN 147/594 141/610 RR 1.04 9 more per 1,000 OO BX
Bk (24.7%) (23.1%) (0.84 to 1.30) | (from 37 fewer to 69 more) LY
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HEseE
e 3 (7R IF—RE IFEIE AARTE HFNC NCPAP Hx
> FHA2 UZxo B (95% CI) (95% CI)

BPD - No GA data

4 S>4IME ) © w7 ° EZITIRON IER(CHFAI® | I”RL 41/155 28/156 RR 1.55 99 more per 1,000 eO00O BX
FER (26.5%) | (17.9%) (0.78 to 3.09) | (from 39 fewer to 375 more) | FEEI(T/ELY

BPD - >28wk

2 S>AME | BA© RZTIRN RATRL | FA e W) 56/113 57/120 RR 1.04 19 more per 1,000 ®e00 BEX
SHER (49.6%) (47.5%) (0.80 to 1.35) | (from 95 fewer to 166 more) | &L\

BPD - 28-32wk

5 S MME 2 © EZITRR EZITRRU 2 @ AN 40/198 46/184 RR 0.87 33 fewer per 1,000 15 0@) 'X
FER (20.2%) | (25.0%) (0.60 to 1.25) | (from 100 fewer to 63 more) | &\

BPD - >32wk

3 S ME R © EZITIRN RZTIRN IER(TFEA? | U 10/128 10/150 RR 1.19 13 more per 1,000 eO0O BX
SHER (7.8%) (6.7%) (0.46 to 3.08) | (from 36 fewer to 139 more) | Very low

Intubation

8 S MME EZITRRUN EZITRRUN EZITRRUN 2 @ N 84/574 102/591 RR 0.87 22 fewer per 1,000 &DDO ESE2)
FER (14.6%) | (17.3%) (0.67 to 1.12) | (from 57 fewer to 21 more) Moderate

Intubation — NO GA data
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3% £ (7R IF—RE IFEIE 1 HFNC NCPAP Hx @
> FHA2 Uxo B (95% CI) (95% CI)

S2AME | FRITRU FEZITIRN RATRL | IEESEAI? | 2L 25/135 23/136 RR 1.08 14 more per 1,000 1 0@) BE
FER (18.5%) | (16.9%) (0.65 to 1.80) | (from 59 fewer to 135 more) | Low

Intubation - <28wk

2 S5 ME EZITIRY EZITIRUY EZITIRY FEBTHEA® | RL 30/113 38/120 RR 0.85 48 fewer per 1,000 epO0O 5E
SHER (26.5%) (31.7%) (0.57 to 1.27) | (from 136 fewer to 86 more) | Low

Intubation - 28-32wk

5 S>4IME EZITIRON EZITIRON EZITIRON S ) 13/198 23/184 RR 0.52 60 fewer per 1,000 ®000 EZE:)
FER (6.6%) (12.5%) (0.27 to 1.00) | (from 91 fewer to 0 fewer) Moderate

Intubation - >32wk

3 S5 ME EZITIRY EZITIRN EZITIRY IER(TFEA? | U 16/128 18/151 RR 1.05 6 more per 1,000 21100) 5E
SHER (12.5%) (11.9%) (0.56 to 1.98) | (from 52 fewer to 117 more) | Low

air leak

8 S>45IME EZITIRON EZITIRON EZITIRON S AN 0/87 0/90 not pooled see comment ePdO BX
SHER (0.0%) (0.0%) Moderate

nasal injury
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INAFPR IF—RE IFEIE 1 HFNC NCPAP Hx @
Uxo B (95% CI) (95% CI)

7 S5 ME FEZITIRU w7 ° FEZITIRN EZITIRUY U 89/451 166/465 RR 0.44 200 fewer per 1,000 ®000 BE

FER (19.7%) | (35.7%) (0.28t0 0.68) | (from 257 fewer to 114 Moderate
fewer)

NEC/FIP

8 S MME IER(TFEA ¢ RZ TR EZITIRY EZITIRY RU 18/548 35/563 RR 0.50 31 fewer per 1,000 110l®) BX
SHER (3.3%) (6.2%) (0.28 t0 0.88) | (from 45 fewer to 7 fewer) Low

sIVH

3 S>4IME EZITIR EZITIR EZITIR IEBTFAI? | RL 14/135 12/136 RR 1.12 11 more per 1,000 1 0@) BEXL
FER (10.4%) | (8.8%) (0.54 to 2.34) | (from 41 fewer to 118 more) | Low

ROP

5 S IME RZTIR RZ TR RZTIRN IEB(CTHFEA | 2L 36/307 39/307 RR 0.90 13 fewer per 1,000 epO0O BX
SHER (11.7%) (12.7%) (0.61 to 1.34) | (from 50 fewer to 43 more) Low

a. EEXMNALEL, (1R MIHIRN)

b. ESNIHEROERN—EL TLVRL

c. NAOERIENTERZ8 outcome DRIENREMN (CIRXDED
d. ZHDOEERIEBRN DS > 45 LMEBDNTANDIIEHAEL]
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SEIDHEEEI

RERDOIFHRENITFIRERSM4ADE £8(CQ206-2. 1,2,3) :
REDIFIRRENSBRE U AINEVWEERSNDIRERTIE, RE®(C NIPPV (Nasal
intermittent positive pressure ventilation) ZE7z(& NIV-NAVA (Non-Invasive Neurally Adjusted
Ventilatory Assist) Z{FERITCEZIERTD. (B5VHEER, BOIEST > XDHEEMN)

212U, BEDPEROIRITCENE T High Flow Nasal Cannula (HFNC) . Nasal Continuous
Positive Airway Pressure (NCPAP) . Bi-level CPAP &\ \D fefiDIFEEERIITINEIRZRIRIT D&%
BETDEDTIFARL,

TEF > RADSHERA
Summary of judgements
HFNC & NCPAP MEEERICDULNT

JUDGEMENT
Gil=] ARV < LR HE5LK. W (F0Y TFESFE DBIRN
LFULVHR DI/ NEK th RE0 TFESFE DBIRN
LHULRVR REL & INE0N bah [SE-S=¥-S DHSIEN
TES > RAOMEY FEH (IR & 7 =) BRI L

EELOAEENSE | EERTERETL | EZ0MEEE
ZEsDEmn | RESDER>BES | FEdsD=

EELEYAINTESIEES

fdEBDEHD
KElds D <BRU (@720
> o | BB TS | AAGHERREL _ )
BREDONS> 2 S NADEG | =x2x SHBIR0N
< BT TEEBITRN
_ MRT=3EFEDT ‘
PESER AERIRN | PHEEOIZ N \ EEORRM | A=omE | cxaE BIBIRN
2 N,
VESRRICETS B -
" IR (AR & = ST AN
T 2R
> | ERAB TS | MABHBHRE | BTSLAAN o _
BEFITNR BN BT , - , PANMER | EEeE | IRPmERL
< fBfT FNBEITRL (=2vi
‘ ‘ HTEIBOR )
3 BTEHB BTSPERL B x3 | sxE IBIRN
>

AIAM-4 HES< LWWZ HT5L, [Fn [ TFESF DMBIRN
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JUDGEMENT

SEATRIHENE

WEANESEEXS

SEIDHERVERK (Cd Iz TIRER. IHZENITIRERNNELRREIR(CX I D HFNC OBECET D
SR T#&% 3 Wilkinson 2016 77w 57— hMNCB#ETZ{T D 1.

Wilkinson 2016 (CEr7z/a 3 AR ZEBIM USRI TIE. BT, FEREBEHMER. BEEZEDONT
NDOT7I SHACSVWTCTEMEE TENECE IR DIz, Fiz. BRENEHN(T—FHEBSNIZRERIC
HlF3 GA<28wk, GAZ28WK)DB T JIL—THEMICHBNTEENENDT D MAAICEREFRL, B
7D SR EERRDIER TH oz, ME—BERKREERICEAU T, 725 28 BRIEDIERI(C5 LT NCPAP D75
WNRDIRVMEEN DD, BRER(CHUT HFNC (& NCPAP & L& U TIRER DAE Rt = E I D6
RSNz, BEEECREA LU TIE HENC ¥ TAMah o 1z,

2R EL T, Wilkinson 2016 EElgR. SEIDF v T — METOIERZTIC. BIEEZHTzH(TIK
BREROIRHR— ~ & LT HFNC D NCPAP WINOVZIEIRT INZT THD E(FMETERL. KA
BEVWEEEERIEEE S DMEEN D Iz EMNS. MORREN T+ /RBRE R IFRIREN TR ER
REBI(C (& NCPAP Z3 IR L. BN +93 (CRRFAUTTIRRE TR E 95, HDIEEMIIRRBILZEL TLD LU
D TAERBI (S EMEEEZ TR I BT HFENC Z38IRT 5. IREDFEVDITZIRTIT DL FBERATHD &
EZZ BN,

IRE®D HFNC vs NCPAP ([C BT D&

IRER(CITIREE ZE T DRER(CH LT, HFNC & NCPAP WINhVEHER I 3RIFMRILEZ U <.
IREROZIEFIODIREZ HEH CHEERDOHI(CERSND (BVER. BLIEFT > XOEEME) . 22
L. HFNC (I8FHEERENIIRVEH. IREFOITIIRENLERNZE L TL\DIHE. AT EE
REID (PR, PEETES > XOEEY) .

Knowledge gap

- K SR TI& HFNC & NCPAP ZLEBR UTeiRFRZEfE LTz, EBR(E NIPPV, NIV-NAVA. Bi-levelCPAP
FRRR IO YIR— MY D, SE. CQ206-2 &L TEL & NCPAP EDLEEIRET 7 Ehte U Tz fzsbitEsE
EUTHERERZEHI CEFE# UL, SERIEEERZHMET D Network Meta-analysis EDIREINHET
HBDo

- REAF#R EUT. MRRRERE(CDVTEID MaLAZHE L IZEDM Mo 1z,
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CQ 206-2.2 Evidence Update CoSTR: IRE&DIEREER) IR EIH
(NIPPV & Bi-level CPAP vs. NCPAP)

(CoSTR: Consensus of science and treatment recommendation)
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Conflict of interest (COI: FIZER):
BRI ANE COI /XU,

Clinical question (CQ)

RE®. IHRENITIREIRENNEIREER(CX U T, Nasal intermittent positive pressure ventilation
(NIPPV)(C KD EEAZITD Z &(F. @BED Nasal Continuous Positive Airway Pressure (NCPAP)MIRE
BEITDOCEERUT, SERBEHMERIREOESHEZ RIS EDIN ?
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PICOT
Population:
—EHEKERERE - ALMREERZEL, IRECTETDIREN DS, IKRER(CIHZENITIRERZIT
o IERER(TERRIBE 37 BRI CHIA)
Intervention:
NIPPV (Bi-level, F58/3EE5E)
Comparators:
NCPAP
Outcomes :
NICU n5DETRE. FERBHMER. BEHE (RER 1 BEMUA) | #BKE— FEE(NIV
failure. 1kRE# 1:ERBILUA). K. EIEMAEZ (Necrotizing Enterocolitis; NEC)/BREMHEZETL
(Focal intestinal perforation; FIP). RZA\ZHEIRAE(Retinopathy of Prematurity; ROP). fH#E5
iZPEZE (neurodevelopmental impairment; NDI)
Type of studies (study designs), Language, Time, etc:
S5> 4 MELEEERER (RCT) [, SEMEIRL
Definitions, other notes for PICOT:
REMFRSUEMREM (Nasal continuous positive airway pressure : NCPAP) : 201>/
ZJT LT CPAP Z17 D,
REMNBIRIIGERS (Nasal intermittent positive pressure ventilation : NIPPV) : 270>
DN U TCTAIMHRZITD, T/ A XDOBRE(C KDY T I IL—THERCHNWTHRZRTLZ L TLD
HBEZRE ATFIReRZ AU \Z3ED NIPPV & Bi-level CPAP Ol A= ST, e T JIL—THE
ICHVWTEREH L TLV\DIHEZREEHR/IFRREZ DR,
MR SUER MR (Bi-level continuous positive airway pressure : Bi-level CPAP) : 3F
SEERITIR S H A O Z F L\ Z1814D CPAP,
¥4 R IE MR (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{E1EE£%
36 JBICEWTHEERIGSY® CPAP o A TIIRER (C K DR NEIMREE, A TFET(CLDT
— S DIREDER(C(F JEBNeo DEEICHED,
BIREE(RER 7 HUAOBHEE)
Z=IE MRS A (Necrotising Enterocolitis (NEC)): Bell 78EA$ET 2a MUt

HIRFOEREZE (neurodevelopmental impairment(NDI): B4ERRE. REIEE, HE - BEEEE)
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BITF DHESE:

MREBDOITEARREDEREIL. IREXBZRHDTEDIZHIC. n-CPAP. n-IPPV Z{ERT D2 EMNEDH SN
21 (BHlOfEN < B)
FERISMARROZERER (ET 2R) % 2 EQREEE LIRERIEBDT )7

SO

IRERODIFFENIFIREESM4ADF L H(CQ206-2. 1,2,3) :

RAEDIFIRRENSBREU XAINEVWEEZISNDRER TIE. 1kE®R(C NIPPV (Nasal
intermittent positive pressure ventilation) Z7z(& NIV-NAVA (Non-Invasive Neurally Adjusted
Ventilatory Assist) ZFERITCEZIERTD. (BBVHEER, BOIES > XDMHEEMN)

212U, BEDPEBEROIRIICENTE T High Flow Nasal Cannula (HFNC) . Nasal Continuous
Positive Airway Pressure (NCPAP) . Bi-level CPAP &\ \D fefiDIFEEERITINEIRZRIRIT D&%
BEITDEDTIFIRL,

Evidence update CoSTR summary

CQ206 (FIERDIHRENIFIREIRPARZEN DR D IZHEZ TH DM, NIPPV. NIV-NAVA. Bi-level
CPAP. HFNC OWITNDHIREIEN K DEBNTULDIMCDULTHNTZ Network Meta-analysis MRS (&
TR, HEEEZ CQ206-2 Z/ER T DICHI=D. CQ206-2. 1(HFNC vs. NCPAP), 2(NIPPV vs. NCPAP),
3(NIV-NAVA vs. NCPAP/NIPPV) . Ct15 3 DD SR DFERZR#LE UTERRALZ. K CoSTR Tl 3
DODLEED S5 NIPPV (CB§T D Full SR ##FTDFER(CQ206-2.2:NIPPV & Bi-level CPAP vs. NCPAP)Z
FERED ELUTERT D

T REMMMREROZEIEET (SET 2MR) DIEE(E. 2001 £F(C Daivs 5I(C K> TITHOMN Cochrane
Database of Systematic Reviews (CUN&E =117z Systematic Review (SR) (Davis 2001) ZiR#LlE L
TULVZ. SEIOHERERICERUT. kRER. IMRENITFIREENNELRRER(CHX T D NIPPV & Bi-level
CPAP MBMNH(CEE TS SR &LT. 2017 &(C Lemyre 5(C K> T Cochrane Database of
Systematic Reviews (CUXE=1/z SR (Lemyre 2017) H K. E SR D 2023 FE(Z{THONJE update
EULVD SR BEREENTLYZ (Lemyre 2023) o KSR (EFTITHFHTULYSR Tholclzeb. SEIDHEREIE
B (CHB U T Update DI&ZRIFITHT . TDEFHERZEH .

Lemyre 2023 M SR (C(& 19 @ RCT AAEENTLVZ. NCPAP ELEB U T, NIPPV (JIRERDOMHIRASE
DYURUEERL (N=19, 372/1385 vs. 492/1353, RR 0.75, [95%CI 0.67-0.84]; moderate-
certainty evidence) U. Bi#FE (N=17, 360/1315 vs. 460/1293, RR 0.78, [95%CI 0.70-0.87];
moderate-certainty evidence) & air leak (N=13, 30/1213 vs. 53/1191, RR 0.57, [95%CI 0.37-
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0.87]; low-certainty evidence) =@ a7z, ULMUL. CLD (N=9, 360/998 vs.382/1003, RR
0.93, [95%CI 0.84-1.05];moderate-certainty evidence) . JET-2 (N=11, 85/1141 vs. 99/1117,
RR 0.81, [95%CI 0.61-1.07]; low-certainty evidence) (& NCPAP EBRBIREZRDHIIN DI,
Lemyre 2023 T (3TERBEEIC K DT T TIL—THEITEATON TV D eht. SEIDHERIERICIRL T
Lemyre 2023 [(CEFNCHARZMRE U THMRICTERIBE(C KD BT D)L - T#ErEEmUiz, TIE
EEZN 28 IBRBDIATRDHZEINRE UTe BT I IL—TFERICB VW TEIRERDOTIRAEZDURD. B
BEORI I RSN,

U EDOFERMNS HRERCTFIRHEHNZE T DIRERICH U T, IREROBREESINZ FHI D(CE
NIPPV ZBIRT D LZIRET DI LU, LML, SEOD SR (CEFNIEHAERFERIEARZETEH D2
ZE BROESDENHENIZCEREIDITEFT > ADOEERE MEWIEST > XOEEEY] &0
=

Fz. IRENMTIREIR(CAVET /A XOEHEIC KDY T J)IL— T T ATITRER(C KD NIPPV (&
IRERDWFIRALZRS I algeEN =LY (N=14, 89/525 vs. 181/532, RR 0.49, [95%CI 0.40-0.62];
moderate-certainty evidence)'. Bi-level CPAP (RR 0.95, [95%CI 0.77-1.17]) . ATIMRER(CK
% NIPPV & Bi-level OmiAZ#HEAFENDETZHES (RR 0.87, [95%CI 0.73-1.02]) ([CIHEENBERE
DR DIz, ZOFERMNS [Bi-level CPAP (CDULVT NCPAP ELEBRUTEBMEIABA TSR D, 2D
RFBMEZOHIRTICERSND] & UT,

A& (C. S[ElD SR TIHRER(C NCPAP TEEZMIGL. MIRIKENRILL T, KRS /R— hEZEEL
e =S 3L TR ZES.  TNCPAP ZBiia# (CITEIRIRREDEILHNS Bi-level CPAP Z 533 NIPPV
(CEET D EOMRFIREFRTIEIRIFZRRINR S . ZDBERIGR R DOFIRF (CEROSND] UK.
IREHRD NIPPV vs NCPAP (35T :

NCPAP 751 (CIFIRARREDEIL NS Bi-level CPAP Z53 NIPPV (CEE J 3 EDOMR(FIRFLATI(E
RIZFRRILOYR <. T DOBREBMEROFIRT CERSND

BEFD SR [CEAULT (NIPPV vs NCPAP)

BEFd SR D Citation

Authors. : Brigitte Lemyre , Marc-Olivier Deguise , Paige Benson , Haresh Kirpalani , Antonio G
De Paoli , Peter G Davis

Title. : Nasal intermittent positive pressure ventilation (NIPPV) versus nasal continuous positive
airway pressure (NCPAP) for preterm neonates after extubation.

Journal name. : Cochrane Database Syst Rev.

Year : 2023

Volume(Issue)/Pages. : 7(7)
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(Lemyre 2023)

X7 SR DEH

4o .,
BX .

RENFHESUERBE (NCPAP) (. IREZOWIREEIICER TS %, RENBIXRNEBERS (NIPPV) (&,
2700 U TATHIRRCKIDIRZITDZET NCPAP 21889 3 N TES,

B8 :
EIRMREIRTEZICIRE UTEBEIR(CHITD NCPAP & NIPPV (CKBEHDOEE(CDULWTHSHICT D,

FE

Cochrane Neonatal DIRZERIMRREEEZ FALNT. 2023 £ 1AF TOHAMT. CENTRAL. MEDLINE,
Embase. ProQuest Dissertations and Theses. Web of Science Core Collection &5 —IX— %
BREUZ.

S[ERE(CLD AWK EE 21T D 212k 37 EXRBORER(CH VT, IRERD NIPPV F2ld
NCPAP (CKRDERZE US> 5 MERBRE KUES > A AMuHBRZ S,

Cochrane OEERICEDNT/ A T ADYRDZFHEL. HIRAE, [SENEERE. E8En. BRE
FL. BIEMERGR. FAIRIEMEMER. air leak. FET"E, ABTHAR. EITIRS KURIR. HEREREZ
RIT LTz, TEF > XDEEM%Z GRADE T3 L7z,

FER .

19 OFER (2738 N) WE&FNz. ERMESNIZHER (R < . FHliENZ7 D MOAICETZIIET > X

DE(FFEENSELNILTH DT,

NCPAP &EEER LT, NIPPV (JIREEBDMIRAEDY X U7 8T dageENE < (N=19, 372/1385

vs. 492/1353, RR 0.75, [95%CI 0.67-0.84]; moderate-certainty evidence) . Bi&FE (N=17,

360/1315 vs. 460/1293, RR 0.78, [95%CI 0.70-0.87]; moderate-certainty evidence) & air leak
(N=13, 30/1213 vs. 53/1191, RR 0.57, [95%CI 0.37-0.87]; low-certainty evidence) Zi&> 9 A]

REMEN' DD,

NIPPV TI(&HILEZFL (N=8, 35/765 vs. 39/713, RR 0.89, [95%CI 0.58-1.38]; low-certainty

evidence) . NEC (N=10, 79/1047 vs. 90/1022, RR 0.86, [95%CI 0.65-1.15]; moderate-

certainty evidence) . CLD (N=9, 360/998 vs.382/1003, RR 0.93, [95%CI 0.84-
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1.05];moderate-certainty evidence) . JET-% (N=11, 85/1141 vs. 99/1117, RR 0.81, [95%CI
0.61-1.07]; low-certainty evidence) (XEFEAEENEN DT,

HIJJ)L—TErTIEREEARND NIPPV (N=5, 15/140 vs. 58/132, RR 0.25, [95%CI 0.15-0.41]). 3F
EHAND NIPPV (N=13, 201/822 vs. 252/799, RR 0.79, [95%CI 0.68-0.93]) (moderate-
certainty evidence) &EBSSEMTIRAEDU R TZ RS UTz. BHIR®D NIPPV (& CLD (N=3, 26/93
vs. 38/88, RR 0.64, [95%CI 0.44-0.95]; low-certainty evidence) %5 3 aJae(ddH B,
ATHIRER(C KD NIPPV (FIRBERDFIRALZR S I gt =LY (N=14, 89/525 vs. 181/532, RR
0.49, [95%CI 0.40-0.62]; moderate-certainty evidence)?'. Bi-level CPAP (RR 0.95, [95%CI
0.77-1.17]) . AIMIEER(CKD NIPPV & Bi-levelCPAP Oy A=A EHOETZHES (RR 0.87,
[95%CI 0.73-1.02]) ([CIEFEAEENTR,

f&em

NIPPV (& NCPAP LD BIREEZDEIRAL EBEE. air leak TR ==z, UM UHEIEEZEFL. NEC.
CLD. SRR EDT D MAALATIEMECHETENEBRE(IROIMN Dz, ATHIRER(C KD NIPPV (&
Bi-level CPAP ([CEERTHIRAE EBEEZT RV S,

BEFD SR O AMSTR2 FHlifE5R

1 PICO D&z Yes
2 F3iEDRR Partial Yes
3 EIRESE Yes
4 HEFER SRR ER Yes
5 FAZTEIR Yes
6 T —/&Hht Yes
7 BROMATT Yes
8 IEAOEES 1 [ EwN Partial Yes
9 C CDRRFTRDI A 77 AU XI5 RCT Partial Yes
10 |&&R Yes
11 | X5 3FFE RCT Yes
12 | X931 77 AU XI5 Yes
13 | BREBR/ AT AU DER Yes
14 | EE&H% Yes
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15 HhR/ 17 R Yes
16 | FlIEZHE/R Yes
AMSTAR 2 T(IEEIEH 7 IEHZSSHETICELT [Nol DfERFRMNd 1.

BtfFd SR @ PICOT
Population:

ATHIREREENSIRE U T, IHREINIFINT/R— MaiTo 21tk 37 BREDSE

ol

Intervention:

NIPPV (CKBDEHE

Comparators:

NCPAP (C X2 EHE

Outcomes:
FEITOMIA
o IFIRAE (MRS R—2 R, BERFEOEN. BIFIROIBE X (FEEE(CK D> TEERSN. KE
# 1 BRIUAICATHIRERZENMT DHENHDED)
* HIRAE EQERBREOKEREE. WIRAETHREZHE LT T (TREMTA (CPAP 15 NIPPV A) (Z
BATCEMRZXB T BEHC. BlDI7I MHALEUTZ,
8RO S
o IRER 1 BELINOKIENBIFE
o XRZEME LI DIEEI
o JHILEZFL
o IRIEMREX (NEC)
o FTABIEMER (CLD)
o fiisUim
o JETEH
o ABzHAR
o1 B5fEdp 7z D DEEITIR S RARODFEESR
o 18~24 1 A RODOMHEFIERE
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Type of studies (study designs), Language, Time, etc.:
S5 MELEBERER K T2 (FHES >4 AMELEESERER & OO A —/)\—FIDT—F N AFaIgETHNE. —0O
AA—=)N—REREMZR, EFMRHIRL

XEkRFERIR - %A

IWHRFT —4SN—X : CENTRAL., MEDLINE. Embase. ProQuest Dissertations and Theses. Web of
Science Core Collection

RZRH 2023 F 1 8
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BITED SR DFER
Grade EP table (B¥fF®D S R)
NIPPV ([EIHA. 3EEIHA) & NCPAP DLEER

HER*EDFHE (Certainty assessment)
TITEF>RD

INA T RD : X R
JE—EM% JEERME HEhE _
DX g (95% CI) (95% CI)

Respiratory failure

19 PN FZ RATRL  [FATROL | 12U 372/1385 492/1353 RR 0.75 91 fewer per 1,000 8600 B
Bike (26.9%) (36.4%) (0.67 t0 0.84) | (120 fewer to 58 fewer) &

Respiratory failure - synchronized

5 PN EZTRVL [ BATRVL | FAITRLY | 1AL 15/140 58/132 RR 0.25 330 fewer per 1,000 o600 B
FER (10.7%) (43.9%) (0.15t0 0.41) | (373 fewer to 259 fewer) 2

Respiratory failure - non-synchronized

13 S5 ME | A 2 F © RATRV  [FATRWL | 12U 201/822 252/799 RR 0.79 66 fewer per 1,000 00 BE
FER (24.5%) (31.5%) (0.68 to 0.93) [ (101 fewer to 22 fewer) &

Respiratory failure - Mixed NIPPV

1 S5 ME | EH 2 RATRN  [FRATRVL |35 © N, 156/423 182/422 RR 0.86 60 fewer per 1,000 00 BE
FBR (36.9%) (43.1%) (0.72to 1.01) | (121 fewer to 4 more) &

Reintubation

18 S IME | R 2 FZ RATRL  [FRLTROL | 12U 369/1355 463/1323 RR 0.79 73 fewer per 1,000 epO0O B
Bike (27.2%) (35.0%) (0.71t0 0.89) | (101 fewer to 38 fewer) "
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HEREDFHE (Certainty assessment)

INA T RD
URD

Reintubation - synchronized

IF—B JEEHEIE

Page 11 of 34

NIPPV NCPAP

LiEPS]
(95% CI)

et
(95% CI)

5 PRZINIAP: 2 EZTRV [ RATRL | FAITRLY | 1AL 14/140 41/132 RR 0.33 208 fewer per 1,000 o800 BE
FER (10.0%) (31.1%) (0.19 to 0.57) | (252 fewer to 134 fewer) 22

Reintubation - Non-synchronized

12 S5 ME | R 2 RATRV  [FATRL |RATRL | RU 199/792 240/769 RR 0.83 53 fewer per 1,000 8000 BE
FER (25.1%) (31.2%) (0.71 t0 0.97) | (91 fewer to 9 fewer) 22

Reintubation - Mixed

1 S5 IME | A 2 RATRV  [FRATRVL |3 © 2L 156/423 182/422 RR 0.86 60 fewer per 1,000 5:100) BE
SHER (36.9%) (43.1%) (0.72 to 1.01) | (121 fewer to 4 more) &

Abdominal distension requiring cessation of feeds

6 S5 IME | R 2 EZTRV | BATRY | FEBISEL C | 2L 36/396 29/392 RR 1.24 18 more per 1,000 e0O00 BE
SHER (9.1%) (7.4%) (0.81to 1.89) | (14 fewer to 66 more) IR

Abdominal distension requiring cessation of feeds - Synchronized

3 PN EZTRV [ BATRWY | FEEISELC | 2L 11/70 6/66 (9.1%) |RR 1.76 69 more per 1,000 e0O00 BE
FER (15.7%) (0.77 to 4.05) | (21 fewer to 277 more) IEFE(TIK

Abdominal distension requiring cessation of feeds - Non-synchronized

3 S IME | R 2 EZTRLY | RATRY | FEBISEA C | AL 25/326 23/326 RR 1.09 6 more per 1,000 e0O00 BE
FER (7.7%) (7.1%) (0.66 to 1.78) | (24 fewer to 55 more) IEE(TIK

Gastrointestinal perforation
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HEREDFHE (Certainty assessment)

INA T RD iEPo) et
JE—Bit B A _ NIPPV NCPAP
URD 5 (95% CI) (95% CI)

7 S5 IME | R RATRN  [FATROL | IEBISRA © |12 U 35/688 39/713 RR 0.89 6 fewer per 1,000 eOO00O BX
FHER (5.1%) (5.5%) (0.58 to 1.38) | (23 fewer to 21 more) IERITK

Gastrointestinal perforation - Synchronized

3 S5 IME | A 2 RATRV  [FATRL |RATRGL | RU 0/83 (0.0%) | 0/76 (0.0%) | 3EFEE OX> R 8000 BX
Bike h

Gastrointestinal perforation - Non-synchronized

4 PN EZTRVL [ BATRY | FERISEL C | 12U 2/175 4/208 RR 0.48 10 fewer per 1,000 e0O00 E=pN
Bike (1.1%) (1.9%) (0.09 to 2.58) | (18 fewer to 30 more) IEE (TR

Gastrointestinal perforation - Mixed

1 S5 IME | R 2 EZTRV [ BATRWY | FEEISELC | 2L 33/430 35/429 RR 0.94 5 fewer per 1,000 000 E=pN
FER (7.7%) (8.2%) (0.60 to 1.48) | (33 fewer to 39 more) IEFE(TIK

Necrotising enterocolitis

10 PN FRAITIRW | RBZITRL [ERISERAC | 12U 79/1047 90/1022 RR 0.86 12 fewer per 1,000 o000 BX
FER (7.5%) (8.8%) (0.65to 1.15) | (31 fewer to 13 more) IEFE(TIK

Necrotising enterocolitis - Synchronized

4 PAZINIAP:2 FEZTIRN [ BAITRL | FERISEL C | 12U 10/145 12/143 RR 0.84 13 fewer per 1,000 e0O00 E=pN
sER (6.9%) (8.4%) (0.38t0 1.88) | (52 fewer to 74 more) BT

Necrotising enterocolitis - Non-synchronized
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HEREDFHE (Certainty assessment)

Page 13 of 34

VAS I 0] ABxt Xt
I—BE B A NIPPV NCPAP
XD (95% CI) (95% CI)

5 S INIAN SR FELRTROY |FERTRY | IEBSER C | 2L 14/472 16/450 RR 0.80 7 fewer per 1,000 e000 EEPN
FBR (3.0%) (3.6%) (0.40to 1.61) | (21 fewer to 22 more) IEE (TR

Necrotising enterocolitis - Mixed

1 S5 IME | A 2 ATV | RBZITRL [ 3ERISERAC | 7aL 55/430 62/429 RR 0.89 16 fewer per 1,000 OO0 BX
Bike (12.8%) (14.5%) (0.63 to 1.24) | (53 fewer to 35 more) IEE (TR

Chronic lung disease

9 AN RATRW [FRATRL |5 © N, 355/982 377/987 RR 0.93 27 fewer per 1,000 o000 E=pN
Bike (36.2%) (38.2%) (0.83to 1.04) | (65 fewer to 15 more) &

Chronic lung disease - Synchronized

3 S5 IME | R 2 FEATR |FEATRO BEATRWY (12U 26/93 38/88 RR 0.64 155 fewer per 1,000 0000 E=pN
FER (28.0%) (43.2%) (0.44 to 0.95) [ (242 fewer to 22 fewer) 2

Chronic lung disease - Non-synchronized

5 S5 ME | EH 2 FATRL  FEATRL | B © U 190/511 214/535 RR 0.91 36 fewer per 1,000 00 EX
FER (37.2%) (40.0%) (0.78 to 1.05) | (88 fewer to 20 more) &

Chronic lung disease - Mixed

1 PAZINIAP:2 RATRV  [FATRD | FERBISRA © | IRL 139/378 125/364 RR 1.07 24 more per 1,000 o000 E=pN
Bt (36.8%) (34.3%) (0.88to 1.30) | (41 fewer to 103 more) IEE (TR

Pulmonary air leak
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HEREDFHE (Certainty assessment)

Page 14 of 34

VAS I 0] ABxt Xt
IF—E B A NIPPV NCPAP
XD (95% CI) (95% CI)

13 PR INIAN:S RATRW  [FRATRVL |3 © AN, 45/1210 59/1187 RR 0.70 15 fewer per 1,000 epO0O BX
FBR (3.7%) (5.0%) (0.48 to 1.00) | (26 fewer to O fewer) &

Pulmonary air leak - Synchronized

2 S5 IME | A 2 RATRV  [FATRL |RATRGL | RU 5/57 (8.8%) | 14/56 RR 0.35 163 fewer per 1,000 8000 BX
Bike (25.0%) (0.14 t0 0.90) | (215 fewer to 25 fewer) h

Pulmonary air leak - Non-synchronized

10 AN RATRV  [FATRO | IERISREL © |12 U 29/729 27/705 RR 0.91 3 fewer per 1,000 000 E=pN
Bike (4.0%) (3.8%) (0.56 to 1.47) | (17 fewer to 18 more) IEE (TR

Pulmonary air leak - Mixed

1 AN EZTRV [ BATRWY | FEEISELC | 2L 11/424 18/426 RR 0.61 16 fewer per 1,000 000 E=pN
FER (2.6%) (4.2%) (0.29 to 1.28) | (30 fewer to 12 more) IEFE(TIK

Mortality

11 PN AT | RBHITIRG 3 © N, 85/1141 99/1117 RR 0.81 17 fewer per 1,000 00 BX
FER (7.4%) (8.9%) (0.61 to 1.07) | (35 fewer to 6 more) &

Mortality - Synchronized

2 S5 ME | A 2 FEZITIRY | ZBATRVLY | FERISEAC | 12U 3/56 (5.4%) | 3/55 (5.5%) | RR 0.97 2 fewer per 1,000 OO0 BX
FBR (0.21 to 4.44) | (43 fewer to 188 more) IEE(TIK

Mortality - Non-synchronized
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HEREDFHE (Certainty assessment)

A TZD ; e
F—E JFEE Frste _ NIPPV NCPAP
) CELXe)) (95% CI)

8 S NME | #EA 2 EZTRLY | ZBATRVY | FEBISEAC | 2L 47/655 55/632 RR 0.77 20 fewer per 1,000 100®) BX
FER (7.2%) (8.7%) (0.53t0 1.12) [ (M5 41 fewer to 10 more) IEE (TR

Mortality - Mixed

1 S5 IME | A 2 RATRV  [FATROL | IERISRA © | 1RL 35/430 41/430 RR 0.85 14 fewer per 1,000 o000 BX
SHER (8.1%) (9.5%) (0.55to 1.31) | (h5 43 fewer to 30 more) IER (TR
CI: S38XR; RR: UX ULt
B

a. k=AU TWD . BRIENRE#TH D,
b. 127" 40% M £

c. EHEXENERICEREICEBELTLD

d. SEFIEEHVAM RN
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NIPPV (ANIMKZR(C KD NIPPV & Biphasic) & NCPAP (DLEER

IEF>RD
Hxt

SAFRD ] FeseiE
mre | —m | JrEmn BT NIPPV NCPAP
UZY (95% CI) (95% CI)

Respiratory failure

19 SN | FA w7 ° EZITRVL |FEZITRRW U 372/1385 492/1353 RR 0.75 91 fewer per 1,000 OO BE
bR (26.9%) (36.4%) (0.67 to 0.84) | (75 120 fewer to 58 fewer) |{&

Respiratory failure - Ventilator-generated

14 SN | FA w7 ° EZITRVL |FEZITRW U 89/525 181/532 RR 0.49 174 fewer per 1,000 OO BE
bR (17.0%) (34.0%) (0.40 to 0.62) | (75 204 fewer to 129 fewer) |{&

Respiratory failure - Bilevel

3 SN | B 37 FZITRVY | IERISEA © AN 119/357 126/359 RR 0.95 18 fewer per 1,000 6000 5=
iR (33.3%) (35.1%) (0.77 to 1.17) | (75 81 fewer to 60 more) IER TR

Respiratory failure - Mixed

2 SN | B FAITIAN | RZITIRY | RA € U 164/503 185/462 RR 0.87 52 fewer per 1,000 e000 5=
iR (32.6%) (40.0%) (0.73t0 1.02) | (75 108 fewer to 8 more) &5

Reintubation

18 SN | B3R I EAITRV | EZITIRWN 2] 369/1355 463/1323 RR 0.79 73 fewer per 1,000 o000 LY
{EatBR (27.2%) (35.0%) (0.71t0 0.89) [ (Mm% 101 fewer to 38 fewer) |[1K

Reintubation - Ventilator-generated

13 SN | B EZTRUL |SFZLTRG | FRITRU AN 86/495 152/502 RR 0.57 130 fewer per 1,000 ®00O BE
bR (17.4%) (30.3%) (0.45t0 0.72) | (M5 167 fewer to 85 fewer) |
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VAN 2 {0))
I—EM (I=F; 35 R )
UZxo B

Reintubation - Bilevel

HEEREDFHE (Certainty assessment)

Page 17 of 34

Lo
(95% CI)

NIPPV NCPAP

(95% CI)

IEF>RD
ek

3 S2AN | FA F=Z RAITRR | FER(SRA © 72U 119/357 126/359 RR 0.95 18 fewer per 1,000 00®) B
bR (33.3%) (35.1%) (0.77 to 1.17) | (75 81 fewer to 60 more) IR

Reintubation - Mixed

2 S>AN | FA RATRRV |RAITRRVY 53R © N 164/503 185/462 RR 0.87 52 fewer per 1,000 10e) BE
{bitER (32.6%) (40.0%) (0.73t0 1.02) | (»5 108 fewer to 8 more) &

Abdominal distension requiring cessation of feeds

6 SN | FAe RATRW |RRITIRVY | SERE(SEA © AN, 36/396 29/392 RR 1.24 18 more per 1,000 ®&000O B
{EsBR (9.1%) (7.4%) (0.81t0 1.89) | (H5 14 fewer to 66 more) FER(TIK

Abdominal distension requiring cessation of feeds - Ventilator-generated

4 SN | B EZTRL |SFRAITRW | IER(SFEAI © NG 25/106 19/102 RR 1.31 58 more per 1,000 ®&O000O BE
bR (23.6%) (18.6%) (0.80 to 2.12) [ (H5 37 fewer to 209 more) | FEREITE

Abdominal distension requiring cessation of feeds - Bilevel

2 SN | FEA e FATRY [ZBAITROY [ IER (TR © N 11/290 10/290 RR 1.10 3 more per 1,000 1000 BE
bR (3.8%) (3.4%) (0.48 to 2.53) [ (75 18 fewer to 53 more) BT

Gastrointestinal perforation

9 NS N FATRV ATV | IERE(TEA © U 35/804 39/741 RR 0.89 6 fewer per 1,000 ®O00O E-DN
{batER (4.4%) (5.3%) (0.58 t0 1.38) | (75 22 fewer to 20 more) BT

Gastrointestinal perforation - Ventilator-generated
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ERIEDE (Certainty assessment)

Page 18 of 34

IEF>RD
AP RAD Hxd TSR
F—HiE FFiEHEE T NIPPV NCPAP
UXo (95% CI) (95% CI)
SN RZATRV |RAITRRVY | 3ER (SR © N 2/294 4/272 RR 0.48 8 fewer per 1,000 OO0 BX
{bsBR (0.7%) (1.5%) (0.09 to 2.58) | (5 13 fewer to 23 more) IER(TIK
Gastrointestinal perforation - Mixed
2 SN | FAe RATRW |RRITRRY | SEE(SEA © AW 33/510 35/469 RR 0.94 4 fewer per 1,000 ®&000O E=pN
{b5BR (6.5%) (7.5%) (0.60 to 1.48) | (75 30 fewer to 36 more) IER(TIK
Necrotizing enterocolitis
10 SN | FAe RATRV |RRITRRVY | SERE(SEA © AW 79/1047 90/1022 RR 0.86 12 fewer per 1,000 ®&000O E=pN
bR (7.5%) (8.8%) (0.65 to 1.15) [ (#5 31 fewer to 13 more) IFE (T
Necrotizing enterocolitis - Ventilator-generated
6 SN | FA e FRAITIRW [ FRAITRV | IFE (SR © U 7/200 10/214 RR 0.64 17 fewer per 1,000 eO00O BX
bR (3.5%) (4.7%) (0.25to 1.64) | (75 35 fewer to 30 more) BT
Necrotizing enterocolitis - Bilevel
2 S>HN |FA FRAITIRW [ FRAITRV | IFE(SEA © N 16/337 17/339 RR 0.95 3 fewer per 1,000 eO00O E-PN
{bitER (4.7%) (5.0%) (0.49t0 1.84) | (75 26 fewer to 42 more) BT
Necrotising enterocolitis - Mixed
2 SN | FA RATRW |RAITIRVY | 3ER (SR © AN 56/510 63/469 RR 0.88 16 fewer per 1,000 e000 E=PN
bR (11.0%) (13.4%) (0.63t0 1.23) | (»5 50 fewer to 31 more) BT

Chronic lung disease
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ERIEDE (Certainty assessment)

Page 19 of 34

_ IEF>RD
A i (1)) TSR
F—HiE EiEE T _ NIPPV NCPAP
UXo H (95% CI) (95% CI)

SN RZATRRV | AT AN 371/1018 385/1011 RR 0.94 23 fewer per 1,000 =12 0@) E-PN
{EitER (36.4%) (38.1%) (0.84 to 1.05) | (75 61 fewer to 19 more) &

Chronic lung disease - Ventilator-generated

7 SN | FAe RATRN |RRITIRY 37K © N 79/306 95/313 RR 0.80 61 fewer per 1,000 ®e00 E=pN
{bitER (25.8%) (30.4%) (0.62t01.03) | (M5 115 fewer to 9 more) &

Chronic lung disease - Bilevel

2 SN | FAe RATRW |RRITIRY 7K © N 153/334 165/334 RR 0.93 35 fewer per 1,000 ®e00 E=pN
bR (45.8%) (49.4%) (0.79 to 1.09) | (H> 104 fewer to 44 more) | 1K

Chronic lung disease - Mixed

1 SN | FA e FRAITIRW [ FRAITRV | IFE (SR © U 139/378 125/364 RR 1.07 24 more per 1,000 100®) E-PN
bR (36.8%) (34.3%) (0.88 to 1.30) [ (H5 41 fewer to 103 more) | FEREITE

Pulmonary air leak

13 SN | FA e FRAITIRW [ FRZITRVL [ ZRZITRVL N 30/1213 53/1191 RR 0.57 19 fewer per 1,000 eea0 E=pN
{bitER (2.5%) (4.5%) (0.37t0 0.87) | (7S 28 fewer to 6 fewer) |

Pulmonary air leak - Ventilator-generated

8 SN | FRA 2 RATRW |RATIRVY [SRRITRN AN 9/352 25/366 RR 0.38 42 fewer per 1,000 o000 E=PN
{bsBR (2.6%) (6.8%) (0.19t0 0.77) | (75 55 fewer to 16 fewer) =8

Pulmonary air leak - Bilevel
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SHATRD st .
s—m | wmen | e ’ NIPPV |  NCPAP e
YRy i (95% CI) (95% CI)
/7'(;;('

SA N FA TR | FERITHEA © U 10/357 8/359 RR 1.25 6 more per 1,000 OO0 E-PN
{bsBR (2.8%) (2.2%) (0.50 to 3.12) | (H5 11 fewer to 47 more) IER(TIK

Pulmonary air leak - Mixed

2 SN | FA EZTIRV |FAITRV |3 © R 11/504 20/466 RR 0.53 20 fewer per 1,000 1 0@) BX
{b5BR (2.2%) (4.3%) (0.27 to 1.07) | (5 31 fewer to 3 more) 1K

Mortality

11 SN | FEA e EZTRV |RAITRV |3 © R 85/1141 99/1117 RR 0.81 17 fewer per 1,000 ®dOO EX
bR (7.4%) (8.9%) (0.61 to 1.07) [ (»5 35 fewer to 6 more) &

Mortality - Ventilator-generated

6 S>HN |FA # RATIRY | RZITIRN N 19/274 31/288 RR 0.57 46 fewer per 1,000 1210l@) E=pN
bR (6.9%) (10.8%) (0.34t0 0.98) | (M5 71 fewer to 2 fewer) 1K

Mortality - Bilevel

3 SN | B AT [FHITIRL [ FEECER AN 23/357 25/359 RR 0.92 6 fewer per 1,000 e000 PN
{eatBR (6.4%) (7.0%) (0.54to 1.60) | ("5 32 fewer to 42 more) IER TR

Mortality - Mixed

2 SSHN | F? ERTRL [BRTRL [IERSEN |2 43/510 43/470 RR 0.92 7 fewer per 1,000 000 EPN
{EatEa (8.4%) (9.1%) (0.61t0 1.39) | (h*5 36 fewer to 36 more) IER (IR

CI: {E%a[XM; RR: URTLE
&tEA
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a. IR EFER LTS, BRIENEE#TH S,
b. 12" 40% . &

c. EEXENBRICEBRECEBEVLTULD

d. fEROMEEH—EL TLVRL)
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X7 SR & AVZIEfFT DFER

CLD D)\ U R &322 D(E—HR(CIERA 28 BRIBDRER THSH. Lemyre 2023 D SR Tl TEAIE
BICKRDYT DI —THEMDEREESN TG DIz, BIFD SR OITRAFTN SRR C = 2XXBADHF T
Victor 2016 H'TERE 28 BRI TOMMEITD TUVE. TERA 28 BREDIRE KR (L NIPPV 47/157
(30%) vs NCPAP 44/147 (30%) , OR1.01 (95% CI 0.61-1.67) , P=0.97 LBEZE(IBHIIN D

oo £CT. SED SR [CEFENTZATD S E Mean GA HEAR 28 IBXRBDEDZEIRELTH T I)L—
TR ZE T DIz, 19 MRk 7 XERDY Mean GA HMERE 28 BRE T oz CNSDYTTIL—T(CEH )
THIRAL EBRERIERCHL UTULED, CLD 2REXRTIFEREZRDMN 2. Btz eEh
5126 28 BRBDRICHENTH. Lemyre 2023 DERHRZIR E UTZET EERROER TH D 2 EHRS
niz

IENNAEFTDOI R TR D TR
Barrington 2001

WRTT1> RCT
JTEREEL NIPPV/NCPAP N=27/27
ttyrFa 20 Single center in USA

Mean GA: NIPPV 26.1 (SD 1.4) . CPAP 26.1 (SD 1.7)

IRERFHE : : NIPPV 6.8 . NCPAP 7.9

{AEE<12519,4#%<6 8, IREEE (L SIMV THIRE#R <18 [B] & 3R <35%
RERICT =) I+ > =EM

Prongs: Hudson nasal prongs

NCPAP settings: NCPAP 6 cmH20

NIPPV settings: ventilator rate 12 breaths/min, PIP 16 cmH20, PEEP 6

MRE

A -3d>bhO-Jb _ _
cmH20, PIP increased to achieve measured pressure = 12 cmH20

(BEDEEHD) o )
Synchronisation: synchronised NIPPV
NIPPV group: nSIMV; Graseby capsule on Infant Star ventilator(n=27)
NCPAP group: Infant Star ventilator(n=27)
. MEIRA%:4/27 vs 12/27 RR0.33[0.12,0.90]
I MAOLT EDFER

B :3/27 vs 3/27 RR1.00[0.22,4.52]

CLD:12/27 vs 15/27 RR0.80[0.47,1.37]
fEmTHRERIE:10/27 vs 6/27 RR1.67[0.71,3.94]
EEBEILEES5E0

NCPAP B¥(IE#&EERI(C NIPPV Zi L TUL\D,

NIPPV (JHRE#D 72 BRI TIREXRBDFH(CHRNTH D,

NIPPV vs NCPAP
(Absolute Event Rates, P
value; OR/RR; 95% CI)

FEHEFER
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Estay 2020

METT 1> RCT

IEREZL NIPPV/NCPAP N=112/108

v >0 Multicenter 9 In Chile,Argentina,Paraguay,Peru and Uruguay
Mean GA: NIPPV 27.8 (SD 2.0) . CPAP 27.9 (SD 1.9)
IRERFRiim : NIPPV 2.3 (SD 2.7) . CPAP 2.1 (SD 2.7)
IRETIRE L E X SNDHEMRE 400~1500g DT

MRE

IREE%E(L Fi02=0.5, PIP=18cmH20. RR=20. pHz7.25.
FeZREAIE 288%. pCO2=65mmHg)
AFIFYF 25

A -3d>bO—-)L
(BREIDOEEHE)

Ventilators: NIPPV delivered in time-cycled pressure-limited ventilators in a
non-SIMV mode. NCPAP delivered by neonatal ventilators or Bubble NCPAP
system (Fisher & Pykel)

Prongs: Silmag binasal prongs

NCPAP settings: 5-6 cmH20

NIPPV settings: ventilator rate 20 breaths/min, PIP 12-15 cmH20 (for
infants < 1000 g) and 14-18 cmH20 (for infants 1000-1500 g), PEEP 5-6
cmH20

Synchronisation: non-synchronised

7O RALZS EDOFER
NIPPV vs NCPAP
(Absolute Event Rates, P
value; OR/RR; 95% CI)

IFIRA4:36/112 vs 35/108 RR0.99[0.68,1.45]
B85 :36/112 vs 35/108 RR0.99[0.68,1.45]
CLD:29/112 vs 28/108 RR1.00[0.64,1.56]
FET-2:10/112 vs 11/108 RR0.88[0.39,1.98]
JHIEEZEFL:2/112 vs 4/108 RR0.48[0.09,2.58]
air leak:2/112 vs 3/108 RR0.64[0.11,3.77]

VLBWI Tl&. NIPPV (& NCPAP &LE# LT RDS & D

FEDHEFR
IRERMHIZ D S BIA D Tz,
Khalaf 2001
MR 1> RCT
IREEL NIPPV/NCPAP N=34/30
ttyrFa >0 Single center In USA
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Mean GA: NIPPV 27.7 (SD 0.4) . NCPAP 27.6 (SD 0.6)

$REBSEES - NIPPV 4, NCPAP 2.5

BESNALIHIREN/Z RDS D1EAE 34 BXREHDIR

$RE(F PIPS16cmH20, PEEPS5cmH20, MEIREZL 15~25 [E/4). BAFRERE
35%3K%

=) TS

TA-3>bO-JL

Ventilators: NIPPV via Infant Star ventilator, NCPAP delivered via a Bear
Cub or Infant Star ventilator

Prongs: Argyle prongs

NCPAP settings: 4-6 cmH20

(BBDOEENE) , _ _ _
NIPPV settings: PEEP < 5 cmH20, with ventilator rate 15-25 breaths/min
and PIP set at 2-4 cmH20 above that used pre-extubation
Synchronisation: synchronised

. MR ANE:2/34 vs 12/30 RR0.15[0.04,0.60]
IO LZ EDFER

NIPPV vs NCPAP
(Absolute Event Rates, P
value; OR/RR; 95% CI)

F¥EE:2/34 vs 10/30 RR0.18[0.04,0.74]
CLD:12/34 vs 16/30 RR0.66[0.38,1.16]
B&i:1/21 vs 0/20 RR2.86[0.12,66.44]
HIEEZFILES5B1RL

FEHEFER

NIPPV (&, RDS DEDIKEHTR— MMIDULT NCPAP KD EMRNTH Tz

Kirpalani 2013

METT 1> RCT

FZREE NIPPV/NCPAP N=430/430

vy > Multicenter 34 In USA, Canada, Europe and Asia
Mean GA: NIPPV 26.1 (SD 1.5) . NCPAP 26.2 (SD 1.5) fz72L. &fl&&3
IRERFHE : NIPPV 3.4 . NCPAP 3.7

HRE

HAE 30 BRE THAEMREN 1000g KisDALR
SEH TRV, BT A 2HE < (TEDNTZ

TA - 3> bO-JL
(BEIDFBEHE)

Ventilators: various ventilators and bilevel devices
Prongs: various

NCPAP settings: guidelines provided

NIPPV settings: guidelines provided

Synchronisation: permitted, but not mandated




Evidence Update COSTR -JEBNeo - v 3.2- 16 July 2023

7O AL EDOFER
NIPPV vs NCPAP
(Absolute Event Rates, P
value; OR/RR; 95% CI)
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MFIRA%:156/423 182/422 RR0.0.86[0.72,1.01]
Bi§E:156/423 vs 182/422 RR0.0.86[0.72,1.01]
CLD:144/394 vs 130/380 RR1.07[0.88,1.29]
FET-#R:35/430 vs 41/430 RR0O.85[0.55,1.31]
JHIEEZEFL:33/430 vs 35/429 RR0.94[0.60,1.48]
NEC:55/430 vs 62/429 RR:0.89[0.63,1.24]

air leak:11/424 vs 18/426 RR:0.61[0.29,1.28]

FEHEFER

NIPPV & CPAP (3BEZERL

Moretti 2008

RETH 1> RCT
XIEREEL NIPPV/NCPAP N=32/31
v > Single center In Italy
Mean GA: NIPPV 26.9 (SD 1.7) . NCPAP 27.1 (SD 2.6)
IRERFEES : NIPPV 4 (range 1 to 14) . NCPAP 6(range 1 to 14)
HERE 12519 RiG T, £ 48 BFREILINICATITIRE HE & F D RDS ZFHIAE
L. &% 14 HEFTIOREDEEZRIZUIZR
WRE RERE  RRIRENEZEL TVBINIMEL TULT, A/CH PAV ZRIFTUD

Fi02=0.35. PIP=15cmH20. RR=15 [@/53&F/z(d pCO2=60mmHg Z#HF T D
TZHDIS AT AN 1 K

BRPREY R T (LM A (CRRGER DRV ; Hb=210.0g/dL

RERICHIT TA2&E

A ->bO—-J)L

Ventilators: NIPPV and NCPAP via Giulia ventilator
Prongs: short nasal prongs
NCPAP settings: 3-5 cmH20; flow rate 6-10 L/min

NIPPV settings: same settings as pre-extubation on the ventilator. PEEP 3-

(BEIDFEHE)
5 cmH20, PIP titrated according to infant from 10 cmH20 to 20 cmH20,
flow rate 6-10 L/min
Synchronisation: synchronised
IIRA%:2/32 vs 12/31 RR0.16[0.04,0.66]
7O RADALZS EDFER FBEE:2/32 vs 12/31 RR0.16[0.04,0.66]

NIPPV vs NCPAP
(Absolute Event Rates, P
value; OR/RR; 95% CI)

CLD:2/32 vs 7/31 RR0.28[0.06,1.23]
FET-2R:3/32 vs 3/31 RR0.97[0.21,4.44]
NEC:2/32 vs 2/31 RR0.97[0.15,6.46]
air leak:1/32 vs 6/31 RR0.16[0.02,1.26]

FEHEFER

NIPPV OB BERERIEN DIz,
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O Brien 2012
WRFH1> RCT
XHEREEL NIPPV/NCPAP N=67/69
ttyrFa >0 Single center in Canada
Mean GA: NIPPV 27.3 (SD 1.9) . NCPAP 27.4 (SD 1.7)
RERFBES : 3
s HAERMAE 12509 U TDRT. RDS DeoiFESUREDREZHIZ LR

IREDEAE : RR<20 [EBl/43. PIP>16cmH20. Fi02>0.35, HFO DiH& : f9~
13Hz. #RIE<20%. MAP<8cmH20. Fi02<35%
£ENMER 1BBCHI T >2H5. RERDOEROBEEITRHA

A -3d>bO—-)L
(BREIDOEEHE)

Ventilators: Infant Flow SiPAP

Prongs: short prongs

NCPAP settings: CPAP with SiPAP. Level of CPAP predefined on the basis of
FiO2: 5 cmH20 if FiO2< 0.30;6 cmH20 if Fi0O2 0.30-0.50; and 7 cmH20 if
Fi02 > 0.50

NIPPV settings: ventilator rate 20 breaths/min, IT 1.0 second. Predefined
upper and lower CPAP based

on FiO2: 8 over 5 for FiO2 < 30%; 9 over 6 for FiO2 30-50%; and 10 over
7 for FiO2 > 50%

Synchronisation: NIPPV with SiPAP bilevel device, non-synchronised

7O RAALZS EDFER
NIPPV vs NCPAP
(Absolute Event Rates, P
value; OR/RR; 95% CI)

IIRAZE:22/67 vs 29/69 RR0.78[0.50,1.21]
P E:22/67 vs 29/69 RR0.78[0.50,1.21]
CLD:21/64 vs 22/64 RR0.95[0.59,1.55]
FET-Z:3/67 vs 5/69 RR0.62[0.15,2.48]
NEC:7/67 vs 7/69 RR1.03[0.38,2.78]

air leak (FEBE5ERL

NIPPV & CPAP (FBEZE/RL

FEHEFER
stage2 MA_EdD ROP (& NIPPV (CZ D7
Victor 2016
AR > RCT
XIEREEL NIPPV/NCPAP N=270/270
ttyrFa >0 Multicenter 8 In England
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Median GA: < 28 weeks: 26 (IQR 25-27), > 28 weeks: 28 (IQR 28-29) in
NCPAP group;

< 28 weeks: 26 (25-27), > 28 weeks: 29 (28-29) in NIPPV group

MERE Median age at extubation: 1 day of life in NIPPV group and NCPAP group
4% 30 BRES LU 28 BREDILR

MAP=7cmH20. Fi02=0.35 T AN pH>7.25, pCO2<7kPa

hIoxA> 85

Ventilators: infant flow advance

Prongs: not specified

TA-J>bO-)L NCPAP settings: NCPAP weaned from 6 cmH20 to 4 cmH20
(BEDEEHD) NIPPV settings: ventilator rate 30 breaths/min, IP 1 second, MAP 6 cmH20,

PIP 8 cmH20, PEEP 4 cmH20

Synchronisation: non-synchronised

MEIRARS2:92/270 vs 85/270 RR1.08[0.85,1.38]
F#E%:92/270 vs 85/270 RR1.08[0.85,1.38]
CLD:132/270 vs 143/270 RR0.92[0.78,1.09]
FET-2:18/270 vs 17/270 RR1.06[0.56,2.01]
fE5%:9/270 vs 6/270 RR1.50[0.54,4.16]
NEC:9/270 vs 10/270 RR0.90[0.37,2.18]

air leak:9/270 vs 5/270 RR1.80[0.61,5.30]

7O RAALZS EDFER
NIPPV vs NCPAP
(Absolute Event Rates, P
value; OR/RR; 95% CI)

FEHEER TR 30 BRI KU 28 KIS T NIPPV & CPAP (FBRER L

Forest Plot: NIPPV vs. NCPAP (T£R& 28 BKi)
* Review Manager 5.4 iRz {ER U TIERX

IRIRARS
NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI M-H, Fixed, 95% CI
Barrington 2001 4 27 12 27 3.3% 0.33[0.12,0.90) e
Estay 2020 36 112 35 108 9.7% 0.99 [0.68, 1.45] .
Khalaf 2001 2 34 12 30 3.5% 0.15[0.04, 0.60] -
Kirpalani 2013 156 423 182 422 495% 0.86[0.72,1.01] |
Moretti 2008 . 32 12 K}l 3.3% 0.16 [0.04, 0.66] -
O"Brien 2012 22 67 29 69 7.8% 0.78[0.50,1.21] -7
Victor 2016 92 270 85  2T0D 231% 1.08 [0.85,1.38] -
Total (95% CI) 965 957 100.0% 0.85 [0.75, 0.96] ]
Total events 314 367
Heterogeneity: Chi*=19.19, df= 6 (P = 0.004); = 69% I t t i
Test for overall effect Z= 2.62 (P = 0.009) MO s INPPVL Favours [iCPARY

RE®R 1 ERLUAOERNBRE
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NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Barrington 2001 3 27 3 27 0.8% 1.00[0.22, 4532]
Estay 2020 3B/ 112 35 108 10.0% 0.99 [0.68, 1.45] -
Khalaf 2001 2 34 10 30 3.0% 0.18[0.04,0.74]
Kirpalani 2013 156 423 182 422 51.0% 0.86[0.72,1.01] |
Moretti 2008 2 32 12 Ky 3.4% 0,16 [0.04, 0.66] —_—
O’Brien 2012 22 67 29 64 8.0% 0.78 [0.50,1.21] -7
Victor 2016 92 270 85 270 23.8% 1.08 [0.85,1.38] -
Total (95% CI) 965 957 100.0%  0.87[0.77,0.99] L
Total events 33 356
Heterogeneity: Chi*=14.02, df= 6 (P =0.03); F=57% u 0 011 110 100:
Test for overall effect Z= 216 (P = 0.03) ' Favours [NIPPV] Favours [NGPAP]
e lRIgMREE (CLD)
NIPPV ncCPAP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Barrington 2001 12 27 15 27 4T7% 0.80[0.47,1.37) B
Estay 2020 29 112 28 108  6.8% 1.00[0.64, 1.56) -
Khalaf 2001 12 34 16 30 43% 0.66[0.38,1.16] T
Kirpalani 2013 144 394 130 380 34.2% 1.07[0.88,1.29] Ll
Moretti 2008 2 32 7 K| 0.6% 0.28 [0.08,1.23] B
Q’Brien 2012 21 64 22 64 5.7% 0.95[0.59, 1.55) R
Victor 2016 132 270 143 270 438% 0.92[0.78,1.09) »
Total (95% CI) 933 910 100.0% 0.95 [0.85, 1.07] ‘
Total events 352 361
Heterogeneity: Tau= 0.00; Chi*= 6.21, df = 6 (P = 0.40); F= 3% :D o1 0?1 150 100:
Test for overall effect Z=0.85 (P = 0.39) ’ Faua'urs [NIPPV] Favours [NCPAP)]
FETE
NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Estay 2020 1o 112 11 108 147% 0.88 [0.35, 1.98] T
Kirpalani 2013 s 430 41 430 524% 0.85[0.55,1.31]
Moretti 2008 3 32 3 )| 42% 097 [0.21, 4.44] S B
O’Brien 2012 3 67 5 63  50% 0.62[0.15, 2.48] R
Victor 2016 18 270 17 270 237% 1.06 [0.56, 2.01]
Total (95% CI) 911 908 100.0% 0.89 [0.65, 1.22]
Total events 69 77
Heterogeneity: Tau®= 0.00; Chi*= 0.60, df= 4 (P = 0.96); F= 0% =D o1 011 7 1=0 100:
Testfor overall effect. Z=0.72 (P=0.47) ’ Favo'urs [NIPPV] Favours [nCPAP]
SHIEBEZETL
NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Estay 2020 2 12 4 108 69% 0.48[0.09, 2.58)
Kirpalani 2013 33 430 35 429 931% 0.94 [0.60, 1.48)
Total (95% CI) 542 537 100.0% 0.90 [0.58, 1.40]
Total events 35 39
Heterogeneity: Tau®= 0.00; Chi*= 0.57, df=1 (P = 0.45); F= 0% :D 01 0!1 ] 150 100:

Test for overall effect: 2= 048 (P=063)

Favours [NIPPV] Favours [NCPAP]
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NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Kirpalani 2013 55 430 G2 429 F73% 0.89[0.63,1.24]
Moretti 2008 2 32 2 K| 2.4% 0.97 [0.15, 6.46]
(0'Brien 2012 7 6¥ 7 69  8.9% 1.03[0.38, 2.78] R S
Yictor 2016 9 270 10 270 11.3% 0.90[0.37,2.18] —
Total (95% Cl) 799 799 100.0% 0.90 [0.67, 1.21] &
Total events 73 81
Heterogeneity: Tau®= 0.00; Chi*=0.09, df= 3 (P = 0.99); F= 0% ID 0 0}1 1 150 1DO=
Test for overall effect: Z= 0.69 (P = 0.49) : Fava'urs [NIPPV] Favours [NCPAP]
Air leak
NIPPV nCPAP Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Estay 2020 2 112 3 108 158% 0.64[0.11,3.77]
Kirpalani 2013 11 424 18 426 41.8% 0.61[0.29, 1.29] —
Moretti 2008 1 32 B 31 125% 0.16[0.02,1.26]
Victar 2016 9 270 5 270 299% 1.80[0.61,5.30] i
Total (95% CI) 838 835 100.0% 0.72[0.32, 1.62] e
Total events 23 32
Heterogeneity: Tau*=0.27, Chi*= 499, df=3{(FP=017), F= 40% '[]_I]1 I]!1 1'[] 1[][I'

Testfor overall effect: Z=0.79 (P = 0.43)

Favours [NIPPV] Favours [nCPAP]
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Grade EP table (EHNEEAT)

A 2 (1) Hxd
IE—BH 1= _ NIPPV NCPAP
URo &Y (95% CI) (95% CI)

Respiratory failure

7 S NME | R FZ EZITRN EZITIRY R 314/965 367/957 RR 0.85 58 fewer per 1,000 00 BE
FER (32.5%) (38.3%) (0.75t0 0.96) | (M5 96 fewer to 15 fewer) &

reintubation

7 S ME |32 Z= EZTRRN FRAITIRY N 313/965 356/957 RR 0.87 48 fewer per 1,000 epO0O BE
Bike (32.4%) (37.2%) (0.77t0 0.99) [ (M5 86 fewer to 4 fewer) &

Chronic lung disease

7 S2ANME | F=A e FRAITIR RAITIR R N 352/933 361/910 RR 0.95 20 fewer per 1,000 epO0O BX
Bike (37.7%) (39.7%) (0.85t0 1.07) [(H5 60 fewer to 28 more) "

Mortality

5 AN N RZTIRUN EZITIR IBCSHFEAC [72L 69/911 77/908 RR 0.89 9 fewer per 1,000 e0O00 E=pN
FER (7.6%) (8.5%) (0.65to 1.22) [ (M5 30 fewer to 19 more) IEFE(TIK

Gastrointestinal perforation

2 A INIAN N RZTIRUN FEZITIRN IBCSHFEAC [72L 35/542 39/537 RR 0.90 7 fewer per 1,000 e0O00 E=pN
SHER (6.5%) (7.3%) (0.58 to 1.40) [ (H'5 31 fewer to 29 more) IEB(CK

Necrotising enterocolitis

4 S>ANME | FA 2 EZITIRON FRZTIRN IFERTHFEAC | IrL 73/799 81/799 RR 0.90 10 fewer per 1,000 ®OO00O BX
Bike (9.1%) (10.1%) (0.67 to 1.21) [ (H5 33 fewer to 21 more) IEE(TIR
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ERHEDFHE (Certainty assessment)
SAFZD ZOMD EE
F—E JFiEE NIPPV NCPAP
Uy et (95% CI) (95% CI)

Pulmonary air leak

4 S AN | %A ST b EATRY | IEECERC B 23/838 32/835 RR 0.72 11 fewer per 1,000 e0O00 EpN
HER (2.7%) (3.8%) (0.32t0 1.62) | (h'5 26 fewer to 24 more) | JEE(CIE

CI: S38XR; RR: UX Ot

s8R

a. IR EERAL TL\DIEH. BERIENRETH B,
b. I2HY 40% L
c. EHEXBNERICEEE(CBEVLTWLDS
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SEIDHRFIS

REROIFRENIFIRERSMADE £H(CQ206-2. 1,2,3) :

EOIFIRRENSBIRE U R INBNEEZEZASNDIRERTIE 1k

Y

=]

Page 32 of 34

#I(Z NIPPV (Nasal

intermittent positive pressure ventilation) ZE7/z(& NIV-NAVA (Non-Invasive Neurally Adjusted

Ventilatory Assist) Z{ERTZ EZIRERT D,

(BBUVMEER, EVWITES > ADHEEM)

ZlEU. BEDPEEROIRR(ICEDE T High Flow Nasal Cannula (HFNC) . Nasal Continuous
Positive Airway Pressure (NCPAP) . Bi-level CPAP &\ \D FefidDIFHBEEMIFINEIRZIBIRT D&%

BETDEDTIIALN,

TEF > ADSHEEN

Summary of judgements

NIPPV & NCPAP dEEE(C DT

JUDGEMENT
BESL, LW \
8 (1A N HESLK. B (F0 TFESF DHSIEN
A
=2E JUTAYES ngMm hEN | REW TFESE pa7ANSYA A
LFEULRVHR RKEW Hh NE0 HbIh TFESFE DMSIEN
TE>ROMERE s & o = BRI L
BEELAER | EELOMERE | EERTEENE | SE0MERM
EFEZEES | FzEEsosE | FrEAFESDSE FrEE5DE
DEHD DEJEEMSD D BBES<RL (372U
- . - . MABLE SR !
HEBIEME | BRI S Z | BEBLNAN o .
BVWINBEM TTADMBAML CESSES DMHSIEN
fiI 5 <BfI B
TR
. mETEBEL . \
WEERS ARSROA N | hEEDOIR N ‘ PEEOER | ASRENR | FSF papa =Y A
DR MOHIR,
HEERE(CETD - B
o (IR 15 h = AR L
TITEF > RDMEERM
i X AT SR .
HERIEME | BRI S Z ( BTSLNAAN ) (
BRRIR BVWINGEMI NANMBALL | &FSFE BRAWRRU
fiI 5 <BfiI =l
TR
‘ ‘ HBESHEM a a )
AST S ) HES D HETELBORD BRD CESSES DS
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JUDGEMENT

SKITRIREME

Type of recommendation

Strong recommendation [Conditional Conditional Strong recommendation

against the intervention |recommendation against [recommendation for for the intervention
the intervention either the intervention or

the comparison

O O O

WRNEEDZERS

BXFD SR TIE NIPPV (& NCPAP ELEERT., IREBRDOTFIRAEDYU XD, BIFE, air leak DEIEZIHKS
L7z. UL, CLD PIRRTREHETENEREZRDN oIz, Fiz. £ 28 BKRETOYTIIL—T
FRAT (FIRERDOTFIRAZEDYU XD, BIHEERS IR TH DIz, NIPPV OFZEM(CRAL T, LFIF air
leak EHILEZFFLICRATIEEN D> 1eh. SEIIFURID ERZRHT . T LS air leak (FFA LTz,
SHIEBZFLICEAU THRAMEI LD D o', fEtENBEEFRDRN D1z,

BHA CIEEHAN(C DV T EE S EIRERDTIRAED XD EBIFEEZRS IfaR Chofc. BN
@ NIPPV (& CLD Zik /59 0] gek(Ed D0, SIEIMD SR TIEFH > TILEAI RNz, HER(Z (O
Dz,

Frz. AIIKRER(CELD NIPPV & Bi-level CPAP (CDWTOBIDIL—THFTIE. ATIHIRER(C LD
NIPPV (FIRERDIFIRALZRKS I alseME(EE UL, Bi-level CPAP, ATMIRER(C KD NIPPV & Bi-
level CPAP Oili 5 ZAHEND B TZIHZE (C (I ENBREZFROIEN Dz, Bi-level CPAP [CDWT (&
NCPAP ELER UTZBRMEFARATH Dz, Fio. ALIIRER(C KD NIPPV TIIFETRZIHS IFEaR Th
DAY HASNZ 6 XD S5 1 XEkDd NCPAP B CRUENEL . AREZRDI.

B EDFERMS [RAECIFIRARENSEEREEU X INENEEZEZI SNIRERTE, RERIC NIPPV Z
ERTDCEZRETD] EU. UM U, SEID SR (CEFENTHREERICI/REE TH>IeC &, #E
ROESDENHONZCERELDITEFT > ADOEERF MEWIET > XDEEM] &L,
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R&(C. SEID SR TIFHRER(C NCPAP TEEZMIEL. MIRKEAB(EL T, FIRS/R— hMZEEL
1= — S 3T U TULRLZE. NCPAP % Biia#& (CITEIRIREEDERILHN S Bi-level CPAP Z 43 NIPPV (C
EEI D EOMRFIREFRTEFRIZRRMNRN S, SEIDHEN S (IS LT,

IRE®D NIPPV vs NCPAP [CHTD a5 :

NCPAP Z Bi67%& (CIFIRARREDE(L VS Bi-level CPAP Z&E NIPPV (CEE I 2 EDOMR(FHFFATI(E
BIFBMRINR <. ZOEREEMROFIRTICERSND

Knowledge gap

- TEh& 28 BERBDT —F (C DN TIFSEID SR (CEFNIZXFRDF T, Mean GA HMERR 28 IBRFEDE
DTHI DI —THERZITD TULDIzeh, RROER ERNDAIREM (3D,

- HIREFOERE (CDWTET D M AZFHE LIZEDH R D fe.
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Non-invasive neurally-adjusted ventilatory assist in preterm infants after extubation.
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EBDOSEBRHEMEEE. NAVA D=0 3vITETEER] OA/\—-EUT, F(C 1~2 BEDT—
U2 avTE=ME - BEL TS, ARTRERE. BE 3 FHICHZOKRASH T UFEFLDESR
MZIBEZIT TS,

Clinical Question:

RER. IFRENITFINEENANERREEIR(CW LT, Non-Invasive Neurally Adjusted Ventilatory
Assist (NIV-NAVA) BIE(F, BRENEHEEEEZEL (NCPAP) WIHMZEMMIRINEELST (NIPPV) &
NIV-NAVA D9tz BV EIHREEMIFIREIRZ1TD & LB U T S RIEMMERQ EDESHIEZ R
cEdIM?

PICOT
Population:
RER (CIHEENIFINEEZ R I D18 37 BXREDEER
Intervention:
IRERDOMIRHEEN & U TD NIV-NAVA Z U\ ZIHMREER IR A
Comparators:
IREBOWFIRFHEN & U TORSNFFEEERE (NCPAP) YIHREMNMRNBERS (NIPPV) 72
& NIV-NAVA BiSte AU TZIHSEER IR R A
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Outcomes:

FhERIEMAER (CLD) . =|4E CLD. EAEMEALMM (IVH) |« RIEEMEX (NEC) . EIARER
#iE (PDA) . RAATHIRIE (ROP) . AEKE. <b

Type of studies (study designs), Language, Time, etc:

2TCDOS Y MELEEERER (RCT) ZXRET D,

JES A AMuteEERER. oOXA—/\—5E&. /Rk— NAZT. AEGIXTERIATE. BIELEEGHER. REHI
SRS, EFHRES. SEBEOUROHDIAT. BMERBROHDMAF(IFRINT D, REOHWERN D
BIRED . SETOFIFIIITOIRN,

Definitions, other notes for PICOT:

CLD; JEBNeo MEZE(CHED (FEIE 36 BRI TDEERIGS EI(FED/R— )

Y CLD; {EIE 36 i#8F2C FiO2 30% U _EDEERIRS F Iz (FETR— bk

EiE IVH; Papille’s classification, Grades III and IV

NEC; Bell’s criteria >Ila

PDA; treatment (> RXSZ 2712 EDFEYPEER® ligation 72 ESMIRYEE) ZE LTz PDA
ROP; BEZZEUIZED. FIZ(FEPRDZE III HILL &

JAEURRY; JaERHInE 72 BEIUAOBEE. ATWIKEEADEIT

BIfF D1
BAF OHER (&R U

SolDiHELE

IRERODIFFENIFIREES4DF L $H(CQ206-2. 1,2,3) :

RAEIFIRRENSBREU AINEVWEEZISNDRERTIE, 1RER(C NIPPV (Nasal
intermittent positive pressure ventilation) ZFE7z(& NIV-NAVA (Non-Invasive Neurally Adjusted
Ventilatory Assist) ZFER T3 EZIRET D, (B5LHEE, BOIEFT > XDHEEM)

ZI2L. BEDPEIEEROIRICENDE T High Flow Nasal Cannula (HFNC) . Nasal Continuous
Positive Airway Pressure (NCPAP) . Bi-level CPAP &L\ D JefBDIFZEENIFINEIRZIBIRT D&%
BEITDEDTIFIR.
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JEREEN) W AEIMBIIASR (NIV-NAVA : Noninvasive Neurally Adjusted Ventilatory
Assist) &(&

NAVA (. MR SEMREIRAGD DtEfRIEESAYEE) (Diaphragm Electrical Activity : EAdi) ZF
FUTHIREBIDS =20, IRTUE. IRSESHE. BREREZRAEITDIATLTREZE— RTHD. BE
DOMIRER (SIS U TZMIR#E Z1TD 2 ENTE, BE EATTRIEROIFFRAZIEIRT D Z EHEIFFEIN
5. NIV-NAVA (& NAVA ZFWEHIREIEDS S, [BEEZITNT (CEEDODBRWYRICEHDETAL
IEIREE BN Z 1T DIFIREIRETH D,

CoSTR summary

CQ206 (FIERDIHRENIFIREIRPARZEN DR D IZHEZ TH DM, NIPPV. NIV-NAVA. Bi-level
CPAP. HFNC OWITNDHIREIEN K DEBNTULDIMC DUV THNTZ Network Meta-analysis MRS (&
TRV, HEEEZ CQ206-2 Z/ER T DICHI=D. CQ206-2. 1(HFNC vs. NCPAP), 2(NIPPV vs. NCPAP),
3(NIV-NAVA vs. NCPAP/NIPPV) . CN5 3 DDIATY T4 wvIL E21— (SR) DFERZBHLE LT
FRAUZ, RXCoSTR (. CNS5DS5E NIV-NAVA (CBITF D SR DFEER(CQ206-2.3: NIV-NAVA vs.
NCPAP/NIPPV)ZFE/2EPD & U TR LT,

NIV-NAVA OFEZHE & ZE Mz MOIHMRENITIREENEZ LB U Tz Goel 5(C k2D 2020 FDITIS> L
E1—(Goel 2020)Tl&. 2 RWDS > LMEOOXA—)\—5RE& (Gibu 2017, Lee 2015) DHDFERI(C
DWTERSNTH D, NIV-NAVA T(IEDIHZREMIFIREE & LR U CTERFOERRABREENE
BTN DTN (TR N=1, HWREBEZ n=8. MD —4.29 [95%1EFEXfE (CI) —5.47, -3.11]) .
BETOATLFIRERZE UDBRABEC (EIHETEN(CARIREEIHSNIEM o T EZB/RELTND
(N=1. n=16. RR 0.33 [95%CI 0.02, 7.14]. RD —0.13 [95%CI -0.41, 0.16]. JEFE (KL
CoE) » LML, WINEIOXA—/\—HERIC K DIGHARRIFIREIRF I 70 MO LZEFERE USRS
T3HD. CLD REDERIANIRT T MAALICDNTIEHREIRDIATA RN D 12,
T T, SEIOHRERICIRLU T, MROMFTH A > % RCT DFHIRE LoIOXA—/\—5BRIEBRI U
51> T, FRICERRIORERICHT B NIV-NAVA(Noninvasive Neurally Adjusted
Ventilatory Assist )(C kD& & NCPAP(Nasal Continuous Positive Airway Pressure)Z /= (&
NIPPV(Noninvasive Positive-Pressure Ventilation)(C KB EEBZLE U AFTYTar v oL ED1—
(SR) &=Lz, 2024 £ 6 AFTOHAMZ MR E U THREFEMN/AXEMRZRZ1TD TIRSNIZE 278 iR
D55, BEEZRVE 150 7N 1 RRAOU-Z2TDMRERD, 27 wRDIITFASE21—Z1TD
1o ERFREY(CIRER D NIV-NAVA & NCPAP/NIPPV ZEEER UTZIAFE & LT 2 #RD RCT AMEBn. Cns
DT ZII R E LT CLD ZE5E NICU ABRHRDT7 D hALICDWT AN ZITD 2 (Makker 2020,
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Shin 2022) . Makker 2020 (& NIV-NAVA & NIPPV. Shin 2022 (& NIV-NAVA & NCPAP ZHEE U Tz
MR THD e, IRERDEE(CHUVT NIV-NAVA B T(d NCPAP/NIPPV B & LtEER U THET.. CLD. EfE
IVH ODW\WINDT DI MAALICDVWTEBREE>AM >N (CLD : N=1, n=26: RR 0.67 [95% CI
0.24, 1.82], RD -0.15 [-0.35, 0.38], CoE 3F&(C{&\L\/EfE CLD : N=1, n=70: RR 0.69 [95%CI
0.34, 1.41], RD 0.12 [-0.25, 0.15], CoE {&\L\/ZE%E IVH : N=2, n=123: RR 1.67 [95% CI 0.42,
6.60], RD 0.04 [-0.04, 0.34], CoE 1&.\) . JAEXRMICLDBEREZAR(CHI T E I ENRENE
(amEB : N=2, n=96: RR 0.29 [95%CI 0.10, 0.81], RD -0.21 [-0.26, -0.05], CoE {&\\) .
Ffz. NECH° PDA. ROP. SHIIXEDT T MHAICDWNTIFRETENIERREFIN >z, —A T,
AR (CEFENTZ 2 T/WOXXEEWINEH > TV ZHINE U RCT THRIED 95%EREXEBILNS
ENBIEFTXOEERMEE L TIE HMEWL] ~ [FEEICEV] &UT.
LERDHERMNS., IRERICITFIREREZE I DREIR(C T D NIV-NAVA (IBDIHSEEMIFIREE & EEE U
T. CLD X ERRRRMN (CEE R ZE X CHBERIED LV D TDRRIZENIRIN G D E(FEX /R0
LU, BERBICLDBRERZETIEI LV DI —EOBMEDIES > A REN/,
k&4 D HIV-NAVA vs NCPAP/NIPPV (3T B#E5H :
REVEDIFIRIREN SEIFEE U X INBNEEX SNIREIR TR, IKRERICBHEZFHI I8N T
NIV-NAVA Z{EAT D EZIRET D, (BBVEE, BOIET>ROEEM) 1212 UthdDIHREERIFIR
BEDERZEE I DEDTIFRL. B DATITIREZDERBEIRAICIH U TEREZEIRT D,

Methodological notes (75i%)

Inclusion & exclusion criteria

TEAREZE
IRER (IR ZE 9 D12 37 ERMODORE R (CH LT NIV-NAVA & ZDMOIHSEER TR
FEE B LTS IANTD RCT

PROMEZE -
DOXA—)\—5EROIES >4 AMELEEGHER. T7R— NAZT. FEGIXTERFAST. AIRLEEEHER. JES!
SRIRE. EARERE FECOBIREECESRULBWVWEDEFERIMN LT

REBEMRT —INR—X

CENTRAL, CINAHL, ClinicalTrials.gov, Embase, MEDLINE, PubMed, WHO ICTRP
BHRZRIICDULTIE Full SR 2588

S TN

20246 A 27H
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Consensus of Science (BZFHIBHLDE L&)
MR EW MR 278 5
1RROV)—>77 : 150 ;& (EEICLDFRM : 123 14)

2RROY—Z20

ERAEHER © 2 5

27 WX a I THFIASLEa—

XEMRZEIO—F v — b

Page 7 of 16

'Y

=

o Records identified through Additional records identified

E database searching through other sources

= (n=278) (n=0)

=1

=

[

z
— A 4 h 4

Duplicate records removed

o0 (n=128)

£

c

[

g

8 A 4

Records screened R Records excluded

PR (n=150) (n=123)

=

E A 4

o

‘oo Full-text articles assessed Full-text articles excluded

w for eligibility > (n=25)

(n=27)
'
A 4

E Studies included in

-g qualitative synthesis

E and meta-analysis

- (n=2)
—

g
HRAFTDE &
A/
=& tyF . .
3] POE a>kOo-ib EhaiEE (&) HEFE (g) EEREREE
HAREE 120

(HHREBEE)
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NIV-NAVA
Primary outcome:
single 1ERG 24 38~32 38 (n=13) 27 (25-28) 1000 (840-1120) e
Makker K tRERIN 120h
KE center  H4AE<1500g Vs Vs Vs
2020% CLD Yo5&5 L8y 72h
RCT DRER NIPPV 27 (26-30) 990 (690-1370) " -
(&E) [CBRERL
(n=13)
Primary outcome:
NIV-NAVA .
) 72h ORFEREN (BFE)
) single . (n=35) 26.6 (25-28) 880 (740-1110)
Shin SH 1ERA 30 JBRIED NIV-NAVA TERICDIR0
88E center Vs Vs Vs
2022 BER 3/35 (8.6) vs 10/35
RCT NCPAP 27.1 (26-29) 970 (740-1120)
(28.6), P=0.03
(n=35)

severe CLD (CEEERR UL

I\A 77 AU RO D

IR TDARFT TS > MEDTTERETDRREALIC DWW TR R U TH oz, BRIEICDVTIE. AR
DOFFE L. BT D ANTITIRSEOIETDE— REEECA LU TRERERMEE# LW EEBZX BN, BURD
EFH LTz, TOAMDIER(FVINOIAR TERI XTI TH DIz, ULEZHREL T, AFREMHARD/ A7 X
DX OFEYRT LUz,

Makker 2020

. . Elinding of paricipants and personnel {perfarmance bias)
. . Elinding of outcome assessment (detection bias)

® | @ | Selective reporting ireporting hias)

® | ® | other bias

® | ® | Incomplete outcome data (attrition bias)

® | ® | Random sequence generation (selection bias)
® | @ | #location concealment (selection bias)

Shin 2022
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GRADE Evidence profile table

IAC o {0 NIV- NCPAP WU I WU RI=E Certainty
FHEHEE
Uzo B NAVA /NIPPV (95% CI) (95% CI)
152 fewer per
RR 0.67 o000
4/13 6/13 1,000
CLD 1 RCT R © FEATRRO | FEATRV | FERITEA P AN, CRITICAL
(30.8%) (46.2%) (from 351 fewer
(0.24 to0 1.82) IR
to 378 more)
115 fewer per
RR 0.69 00
9/35 13/35 1,000
EJjE CLD 1 RCT FRTRO | FRTRW) | SBATRW | SEEISEA AN, CRITICAL
(25.7%) (37.1%) (from 245 fewer
(0.34to 1.41) &
to 152 more)
42 more per
RR 1.67 00
5/48 3/48 1,000
& IVH 2 RCT FATRO | FBATRO | FRTRVD | IERISER® U CRITICAL
(10.4%) (6.3%) (from 36 fewer to
(0.42 to 6.60) &
350 more)
14 more per
RR 1.67 o000
2/48 1/48 1,000
NEC 2 RCT FRTRO | FRTRW) | SBATRWL | SEEISEA AN, CRITICAL
(4.2%) (2.1%) (from 16 fewer to
(0.23 to 12.00) &
229 more)
84 fewer per
RR 0.87 000
27/48 31/48 1,000
PDA 2 RCT | © BTN | FHITRN ) AN CRITICAL
(56.3%) (64.6%) (from 220 fewer
(0.66 to 1.14) IR
to 90 more)
77 more per
RR 1.50 OO0
3/13 2/13 1,000
ROP 1 RCT RS2 FEATRR | EATRV) | ERITEA P U IMPORTANT
(23.1%) (15.4%) (from 108 fewer
(0.30 to 7.55) BT
to 1,000 more)
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207 fewer per

RR 0.29 00
4/48 14/48 1,000
Vet - g 2 RCT SAIN FEZITRY | FAITIRW F=Z R IMPORTANT
(8.3%) (29.2%) (from 263 fewer
(0.10 to0 0.81) &
to 55 fewer)
52 fewer per
RR 0.33 00
0/13 1/13 1,000
E=3,0) 1 RCT FEATIR | SERITRWD | SBRTRRLD | IEESEL P PAN IMPORTANT
(0.0%) (7.7%) (from 76 fewer to
(0.01 to 7.50) 1K

500 more)

CI: {=38Xf#; RR: UXJLL
Bl
a. Attrition bias was high risk. (-1), b. Wide 95%CI and small sample size. (-2),

c. Performance and detection bias were high risk because it is difficult to completely blind interventions. (-1), d. Small sample size. (-1)
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GRADE ¥l

TEF>AOWEMICDULT GRADE 7JO—FZ2AWCHiI Lz, /\AMT7RXURTICDWTIE. 7D
N LDFHHE (CXF U T AL IMPIREFOMIBEDE— REREDERIEN TERVNC LT, 2OFHMAIICEEZSX
S2EBKBA° CLD IR ED T I MAALATEURD EHMU. 1EBEI DT —RU. FEABHEEC
DWTC, FEAEIRTDT I MAALICHWTH TS ZXHNEL, EEBED SSWERXBEIL LB
WEECBERICKESBEDRICEMNS, 1V2EBBEFDTL—RUE. BMEMSWVWINDII MAIATE.
TEF AOHERME MEW] ~ [FERCTEV] EFHELTZ,

HERDF LD
Forest plot of comparison:NIV-NAVA vs NCPAP/NIPPV
x RevMan 5.4.1 hixZz{EFR U CTYER

CLD
7248 1, BE%1 26, RR 0.67 [95% CI 0.24, 1.82], RD -0.15 [-0.35, 0.38], CoE JE&S(TEL

Experimental

Control

Risk Ratio

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Makker 2020 4 13 4 13 100.0% 0.67[0.24,1.82] —
Total (95% Cl) 13 13 100.0% 0.67 [0.24,1.82] ~eatii——
Total events 4 A
Heterogeneity: Mot applicable I ; f i
o _ 0.01 01 10 100
Testior overall effect 2= 0.79 (=043 Favours [experimental] Favours [contral]
EJE CLD
HFEER 1, FEEL 70, RR 0.69 [95%CI 0.34, 1.41], RD 0.12 [-0.25, 0.15], CoE &L\
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Shin 2022 q 35 13 35 100.0% 0.69[0.34,1.41] —
Total (95% Cl) 35 35 100.0% 0.69 [0.34, 1.41] B
Total events g 13
Heterogeneity: Mot applicable Y o A 100

Testfor overall effect Z=1.02 (F=0.31)

EJE IVH

Favours [experimental] Favours [control]

TR7T#L 2, BEEN 96, RR 1.67 [95% CI 0.42, 6.60], RD 0.04 [-0.04, 0.34], CoE {&W\
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
Makder 2020 1 13 1 13 333% 1.00[0.07, 14.34] 5
Shin 2022 4 a5 235 BET%  2.00[0.39, 1027 ——
Total {95% CI) 48 48 100.0% 1.67 [0.42, 6.60] ——ai——
Total events 4 3
ity Chi®= = = E= I ; t i
?ehta;ngenewl.l C? ¥219D ?I;-; EPD-42.EEJ, F= 0% Y 01 10 100
estior overall effect 2= 0.73 (F = 0.47) Favours [experimental] Favours [control]
NEC
THFCER 2, B/EH 96, RR 1.67 [95% CI 0.23, 12.00], RD 0.02 [-0.06, 0.10], CoE &L\
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
Malder 2020 1 13 1 13 BET% 1.00[0.07, 14.34] i
Shin 2022 1 35 1] 35 333%  3.00[013 71.23) =
Total {95% CI) 48 48 100.0% 1.67 [0.23, 12.00] e —
Total events 2 1
?ehta;ngenemrlil CQ ?g._??u 22:; EPuzﬁﬁl.EDj; = 0% N o 10 To0
estior overall effect 2= 0.51 (P = 0.67) Favours [experimental] Favours [control]

Bkl (BiFE)
TRT#L 2, B&EEN 96, RR 0.29 [95%CI 0.10, 0.81], RD -0.21 [-0.26, -0.05], CoE &\

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
Makbker 2020 1 13 1 13 286% 0.25[0.03,1.95] =
Shin 2022 3 a5 10 35 71.4%  0.30[0.08,1.00] —l—
Total {95% CI) 48 48 100.0% 0.28 [0.10, 0.81] ~ai-
Total events 4 14
?etnta;ngenmwl:l C? TE?EQ gi;:;EPn:ngBB};I = 0% T o 10 100
estfor overall effect 2= 2.37 (P = 0.02) Favours [experimental] Favours [control]
PDA
HTEN 2, FZEEN 96, RR 0.87 [95%CI 0.66, 1.14], RD -0.08 [-0.24, 0.08], CoE FFFE (/KL
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Makker 2020 2 13 2 13 A.5% 1.00 016, 6.07] 1
Shin 2022 25 a5 249 35 938% 0.86 06T, 1.12]
Total (95% CI) 48 48 100.0% 0.87 [0.66, 1.14]
Total events 27 a1
?etnta;ngenmwl:l CQ ?39?; EE:;EPnzggB?};I = 0% T 01 ] 10 o0
estfar overall effect 2=1.00 (P = 0.32) Favours [experimental] Favours [control]
ROP

fR7T# 1, BEEN 26, RR 1.50 [95%CI 0.30, 7.55], RD 0.08 [-0.22, 0.38], CoE 3F&E (KWL
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Evenis Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Makker 2020 3 13 2 13 100.0% 1.60[0.30, ¥.54]
Total {95% CI) 13 13 100.0%  1.50 [0.30, 7.55] ——el——
Total events 3 2
Heterageneity: Mot applicable F ; ; /
o _ n.01 01 10 100
Testior overall effect 2= 0.49 (F = 0.62) Favours [experimental] Favours [control]
sl
BHFER 1, B/EH 26, RR 0.33 [95%CI 0.01, 7.50], RD -0.08 [-0.27, 0.11], CoE {&u\
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Makker 2020 il 13 1 13 100.0% 0.33[0.01, 7.80]
Total (95% CI) 13 13 100.0% 0.33[0.01,7.50] e —
Total events 0 1
Heterogeneity: Mot applicable 01 0 10 o0

Test for overall effect: 2= 0.69 (P = 0.45)

SODHREES
REROIFRENIFIRERSM4ADE £8H(CQ206-2. 1,2,3) :

Favours [experimental] Favours [control]

RAVEFIAEN SBREUAINBNEEZISNDREIRTE. RER(C NIPPV (Nasal

intermittent positive pressure ventilation) ZE7z(& NIV-NAVA (Non-Invasive Neurally Adjusted
(B3R, RV ITEST > XDHEEM)
ZrEU. BEDPEEROIRR(ICEDE T High Flow Nasal Cannula (HFNC) . Nasal Continuous

Ventilatory Assist) Z{ERT 3 EZIRET D,

Positive Airway Pressure (NCPAP) . Bi-level CPAP &L \D JefBDIFHZEENIFINEIRZIBIRT D&%

BETDEDTIIALN,

TEF> XD SHEREA

Summary of judgements

FREDEEM

JUDGEMENT

EFULLHIE INEL

EFUSBRLHR

TESE

IERICEWN

IEF>RADERE
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JUDGEMENT
BEXIRAMESR
HEEEES
DEDuEEME
»h
: HESL
HRDINS >R ‘
TABDMENL
hEEMDIR
Y OYINSY A
~
WEERCETS =R
IEF > ADEEMY =RU
=R
ERXZHR
=R
HBESL
BERU
HES5L
[=4A
. BETS<
2l
(A
Type of recommendation
Strong recommendation Conditional recommendation | Conditional recommendation eIl HaleEIRNGI LG E R MStrong recommendation for the
against the intervention against the intervention for either the intervention or for the intervention intervention
the comparison
O O O [ ) O

WRCESIEERS

SEIDOHERIERK D Iz > TERRHDRER (CX 9 D NIV-NAVA(Noninvasive Neurally Adjusted
Ventilatory Assist )ICKDEHEE NCPAP(Nasal Continuous Positive Airway Pressure) &7z (&
NIPPV(Noninvasive Positive-Pressure Ventilation)(C K3 EIEZ LB LTz RCT DHEHRE UIES AT
NT1wPOLE1— (SR) Z#FMICEMUL. EREUTIRER(CHITD NIV-NAVA Z NCPAP/NIPPV
B LTz RCT2 @851, NS ZMHRE LT CLD Z&T NICU ABRHRD 7T RAALICDULNTRASY
T ZAT DTz, ATFEITDER. IRER(CIHEENIFINEEZE I DREIR (T LT NIV-NAVA ZiER
IDZEICKD. CLD. EJE IVH > NEC. PDA. [IRIREDEKRRT D MO LZBESEDEVDIRIE
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FIBRL I REN/EM D Tze LML NIV-NAVA B CHWTEBERICKDBIFENBR(ICRL, DIk
SEEMIFIRESE LR U CHIFERZE T B3 aMN RENIz, o, MREBEBDOIERIBZICRETS
FFHH/RBIRDESNIEN D e T &P WRETRD TZEmXXENNNIEN D e Z E M STERRIBE X ERRF D7 /\
-« RMDiELY (NCPAP vs NIPPV) (CKBY T UL —THEMAEERE TSN D I,

HREIRDTZ RCT (F 2 BIXDH THNINEH LTIV A ZXDINENED T, MRIMED 95%ESREXEH L
Molz. Fie. BRRDIIMERENITFIREEZ LR T D EVWDIATRDRENS. MADERIENERETHD.
WREY (Z)\A PRI RO DFHMEFENED Lo Tz, #ERELT. WINDT7I MAAICEWTE, ITE
FTOADEEEELUTIE ME] ~ [FEECE] EWSHELZ.

BlELD., SED SR THREZDRERICX TS NIV-NAVA (. CLD 1°5f. NEC 72 EDRERAEH
TE(CX T DBEMEFRESNEN D EEDD., AEREABICLDIBEFEEZERSED0EENRESNZ, T
EF>XDEEMEUTHMENWCEZER LT, [BEFEEZFHIDEMNT NIV-NAVA ZERATDI &
ZIRERITD. (B5LMEE, KU CoE) 122U, MDIHREMITIREEDERZEE T DEDT(F AL, i
HBOANTMTIRSEORERACIED TAREZERT D, | EVWDiEmDIERICED .

IREH#D NIV-NAVA vs NCPAP, NIPPV [CEHVT Bisam

HREEZ T I SE0T NIV-NAVA ZERI D EZ2RET D, (85L R, KLY CoE)

ZIZU. tOIHEEMNITFIREEDERZEE T 26D TIFRL, fisxEBDO AN TIFIRGEDEREIRIICEC T
AEEEIEIRYT D

Knowledge gap
o SED SR TEIMRXEN 2 HX EMR, WINEH > TILBAXDNEWNMREITH > fe &M
5. +9135>T)ILTA XD RCT MbEETIRD.
o NCPAP &SKU NIPPV [CK DB TU)L— T IIHREHED DI o e T ENSEBTETL VR
Wz, MEREFDEVC K DRI ESEIATFIND,
o RHIFRVPEBRAMMRICEIDII MAHLNZULL, REINRT A O—77y TR bEOFHiZE
EHEEDBEVRCT MV ETHD.

SENBUR b:
- Goel 2020: Goel D, Oei JL, Smyth ], Schindler T. Diaphragm-triggered non-invasive respiratory
support in preterm infants. Cochrane Database Syst Rev. 2020;3(3):Cd012935.
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- Minamitani 2024: Minamitani Y, Miyahara N, Saito K, Kanai M, Namba F, Ota E. Noninvasive
neurally-adjusted ventilatory assist in preterm infants: a systematic review and meta-analysis. J

Matern Fetal Neonatal Med. 2024 Dec;37(1):2415373.

- Lee 2015: Lee ], Kim HS, Jung YH, Shin SH, Choi CW, Kim EK, et al. Non-invasive neurally
adjusted ventilatory assist in preterm infants: a randomised phase II crossover trial. Arch Dis Child

Fetal Neonatal Ed. 2015;100(6):F507-13.

- Gibu 2017: Gibu CK, Cheng PY, Ward RJ, Castro B, Heldt GP. Feasibility and physiological effects of

noninvasive neurally adjusted ventilatory assist in preterm infants. Pediatr Res. 2017;82(4):650-7.

- Makker 2020: Makker K, Cortez J, Jha K, Shah S, Nandula P, Lowrie D, et al. Comparison of
extubation success using noninvasive positive pressure ventilation (NIPPV) versus noninvasive

neurally adjusted ventilatory assist (NI-NAVA). J Perinatol. 2020;40(8):1202-10.

- Shin 2022: Shin SH, Shin SH, Kim SH, Song IG, Jung YH, Kim EK, et al. Noninvasive Neurally
Adjusted Ventilation in Postextubation Stabilization of Preterm Infants: A Randomized Controlled

Study. ] Pediatr. 2022;247:53-9.e1.



Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2022 Page 1 of 41

CQ 207 Evidence Update CoSTR: BEIEEFRAEIS X5 A

(CoSTR: Consensus of science and treatment recommendation)

Contents
CQ 207 Evidence Update COSTR: BEIENESZRIAETS R T/n wrererrrrerrrsmrenmrni 1
(000101 0= 81 ST E R TR LT L E L LT L PP 1
(00 Lo 20 U0 1= T T U T TP 2
COSTR authors and affiliations: ««« s sereeerurrrrinmiiiieii ittt asaaaaens 2
VEISION & At +rrrrrrrrrrnraretttiatetteit ettt sttt sttt s st s s s et e s aae et aeaaeas e ar e 2
COSTR CILAtiON: +++errrrrererrsensruemneisrerteasserteissstteasserasasrerssasrsassasrsatsisreassiererssierieissinns 2
Conflict of interest (COT: FZSARRT )i +«++rrvrersrreersrreamtmtaatrta ittt 2
Clinical QUESEION (CQ) «+++++rrrrrrmssrrrrrrttt ettt 2
PICOT +evveeerreraesansnesnemnesssasssaerssssasssassassassasssaesassanssnsraesinsasssnssaemineassanerierissinsiemierinses 3
et v PP 4
B 0 PP 4
Evidence update COSTR SUMIMIGIY »««serrerrsrrssrssssss ettt e 4
BEFZ0D SR (T (U T vverererererenenenensneeessssssststatatetat et et et etat et et et e e a e e e e eaeaseeneeaananans 5
Grade EP taDI@ v errrrreeernmneentntateieit sttt tt e et s ts s a s ras 27
SEIDHEIE (ZT) FGHB ++reeererrnrieriiiiiiiei ittt ra it e aa e 29
R S a0 & s Lt 27 TP 29
KNOWIEAGE QA -+rrrrrrrrrrrrrsnsseesettte ettt 31
LI e maTe) N O T T T T LT T 32
v (D ST PP 35

Supp|ement (%ﬁE%*ﬁD ................................................................................................. 38



Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2022 Page 2 of 41

CoSTR title:
BERAN S AT AICKDIERBHEMRED T CDNT

CoSTR authors and affiliations:

BARLE TSIAIRFE/N-Z2D)\LBVNERL #r4E RS0
RRARFEFEMEREE /NNER

JtEED RRARFEFHMEREE /NNER

AHERSE MRS ERTE> Y — FERR

REFA RRARFEFEMERE /NNER

fhFH KIRAIIKRT, BEFHAF - KEREEZEZATR - BEFED

“Corresponding author (Ef&#&)

Version & date:
Version 1.0, 2024 £ 8 H 2 9 HE#h

CoSTR citation:

BAE : APAEH . tEED. AftRs, KEFA. HHHP

BEMERAES AT ALK DIEREBEMERDOFHICDOVNT. RERDEBUMERD T - JAERDIZEH
2% RS- > JEBNeo CoSTR CQ207. 2024 11 A.

ZEE : Kosuke Tanaka, Kitaoka Hiroki, Kuze Takashi, Shishido Masato, Aya Nakai. Prevention of

chronic lung disease in neonates using automated oxygen delivery. Japan Evidence Based

Neonatology (JEBNeo) CoSTR for the Guidelines for Clinical Practice Guidelines for Prevention

and Treatment of Chronic Lung Disease of Preterm Infants. (CQ207) Nov 2024.

Conflict of interest (COI: FI#f1HR):
RIS COI 7L,

Clinical Question (CQ)

MEIRHERERRE N D D IFIRY/R— hERTZ(FEFEEZVEEIDIRERCH U T, BBBRAEHS T A
(CKDIRAEREEDBEFRESZITD 2 &(E THRVNCEEERU T, 4 REBEHMEER>EOMEH
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PICOT
Population:
IFIRBEEEREEN G D RS /R— NEE(FBREEZVNE ST DIRER

Intervention:
BEERAG S AT AWK R— MR (FBEREE

Comparators:
I A BEZRIEE DF BN FAED

Outcomes:

NICU DNSDFETIREE, FERIEMEMEER, EAERATHRIE. SEMEALM,. MNERREER
{LRE. BESRAUEAHARE. NICU AFcHAfE. #HEFEF D bHA. HEI DHEREEHE (Sp02) EEH
(CHDEsfE. XY v IDiseE

Type of studies (study designs), Language, Time, etc.:
5> MEBRRRERB KOES >4 AMEERKRRER (S MEOOXA—/\-ARESD) . S5E
ARHIR L

Definitions, other notes for PICOT:

BEMRAMIATLA: ALHRSOCERHERE(CHAATN., /ULXAFS A KU
(Sp0,) FE(FERMIAFI AR (RBREZRDE; tcPO2) ZilE Uz EEDEEZREIE DHkHRY

IREZAUSTICL>TRMHEND T« — RN\ O LIS 0 TG SN 2 RIRE = B8 (CHRET

% (DO—-XRIL=T) >RF L

4R IEMAEE (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{&1E:E

# 36 BICHVTEEERIZSA® CPAP > A THIRER (C KD IFIRMHI NN EIPIREE, X FEETICLD

T — S DIFEDIR(C(E JEBNeo DERERICHKED,

EEARFARHIIRAE (severe Retinopathy of Prematurity(ROP)): ERS4ET Stage3 ML E

SENEALI (Severe Intraventricular Hemorrhage (sIVH)): Papile grades III &F/z(& IV

IZEIEHERE A (Necrotising Enterocolitis (NEC)): Bell /®EA34%8 T 2a Uk
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fMZEEB R EEILAE (Periventricular Leukomalacia (PVL)): REMMMAREDE(CHE 9 2 AKEISR_E DK
=[EHEER
IR FGEEE (Neurodevelopmental Impairment(NDI)): BMERFE. RANEE, HE - BEEE

BEIFDHESE:
ERIEMMEBOZEIEE (T 2M) (CIXBHHERAES A7 LADFERCET DTN DT,

SElDHESR

B8RS AT LANREREOFRZNETDEVSPERIEST > X (R0, BBEERAEHS XA
ZERATDINESMCONTI(E, BiIERDIRD - BEDIRNZHRELU TR I D EZRET D. (850
W, RVWIEF > XDOMEEM)

U, FPRICEAT DT —HYZEUARUE RCT HMRTEEITHR TH D/, BEBRAES AT AICETS
i (TN SOFRERICE D TEESNDAIRENN DD,

Evidence update CoSTR summary

BENEESRIAL S X7 LADBIMMEICBI U TIE. 2023 £(C Stafford 5(Z4&> TH71OM Cochrane Database
of Systematic Reviews (CUXEE=H/z SR H'3p D (Stafford 2023). AT (T3 (CEFTLLNES., SEID
HESZDVERK (CH LT update DXEMEZR (1T T, A SR DfEREZDFEFIET >R EULTERALRZ,

Stafford 2023 T(&. 18 DFER (27 #k. 457 AN) BWRERD, D55 134 (FLIB 339 A) HX
SFEICT — 7R LTz, RTEITRORRE 12 4 Tholz. BEBRIGS EBEOFHMRES
(16 1) . BEEERES EABEB([CKDFRERIKSDME 31MF) . 1 DOEBHZRTALAERIDER
L 24 O3D0BEFHMELZ. CNSORERDSSE 16 RN VOXA—/N—FFA2ZANTSH
D, FEAEDHRER(SIFE (CIEHAR (24 BSREILIA) THERESNZ. 6 FDRERIE. BEMRNHSEREDOR
IEEEAFC(IRFEEENSESRMZZIT TV

BERAGS AT AG. BEOFEBERAEG LB LT, BIREET D Sp0, #ENIICL\DERE (%) Z
@itz (N=11, n=284, MD 13.54%, 95%CI [11.69, 15.39], I*> = 80% ; HEEDHEEM) . U
MU, BEFRICET DT —FZIRE ULIHARKE 1 RK(n=39)DH T D. severe ROP, CLD. PVL DU
AOCFEAEFTRIELLFERS XN D= (severe ROP: RR 0.24, 95%CI [0.031, 1.94] ; 1K \F#&
E%. CLD: RR 0.80. 95%CI [0.39, 1.66]; 1R \FEXE4, PVL: RR 1.73, 95%CI[0.17, 17.59]; 3F&E
(TARVVERT) o BB, MEFEDERIC DUV CEHE U IZAAFEFIEM o 72,



Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2022 Page 5 of 41

R CEBBRAGS AT ACDVWTHREESNTLBRIET > RI(E. ZDEFEAENTIRALELT
EIEPRD SpO, IR ERRANANBIEEZRAVWCATR THD. BRI MIATH DTS CLD. severe
ROP. IVH. PVL. NEC, NDI &W\o /2 BEFRICET DMEIIFE(CRENTVD., BEEERAFH> X
FASBEOFHERAG SR U T, IR ZEZ T TOBRERICBVTEZE UL SpO, #iF(CHD
KEZH TS <IBINETEIN. COZENBEFROERECDRMDINEDIMNCDVWTIFERFATE
IRAFRIREN R ARATH D, Fio. BEFMERAES AT AFIREFRTE D/ \AIT> RATHIRER(C
DHEH=NTH D, BAICKRUTTEEROEADEFREH (IR ) MNEBRASVNCEEEET DIVE
N3,

—73. BEERAEHS AT AR BIED SpO, DELICIHGU CTiIsSHBREEZHRENIT DI LVWDSERRY Y
JOERZERT DI ENEFEIND., Stafford 2023 (CHWTEHE. EERSY W INHERAEZ1T DO
ZKIE(CHST (Number of manual adjustments during study: N=4, n=147, MD -10.81, 95%CI
[-13.37, -8.25]) T &MaReEnc. ERRXY Y JOEHEEROEZMA(E. MEROIRREFECLIDKRELLR
SNBEH. CORDEESICDVNTIEHDIBERMEROFIMICER SN EE X T,

U EDFERE D, IREFRTIEBERBAE S AT LA%ZHE HRT DRI, ERZEEIT DRUDNINE
ZzLlWhCEMs, #RBXEUTEPIZIGEWHEDORIBZIRA L. Fe. ACQIICEULT(E. HE 12
D RCT MEATHRTH D TNSD RCT DIRET DIERRE THREDSEMENZED D T SEIEENENSD
D, CNZHEFR. BLESZENMUIZ,

U EZBEFA T, FokdER & Uz,

BIFD SR [CAAULT

BEF D SR D Citation

Authors. : Isabella G Stafford, Nai Ming Lai, Kenneth Tan

Title. : Automated oxygen delivery for preterm infants with respiratory dysfunction.
Journal name. : Cochrane Database Syst Rev.

Year : 2023

Volume(Issue)/Pages. : 11(11)

A7 D SR DEH
AR Z<ORERE. BULSEBRIEEHT T DD CH M EnE LTS, BRL AN RESEH
ZTFED. FEFLODEEERMRERZSISRITIENMNSNTND, FF(ITHEREFEEE (NICU)
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TREYYINFRELTNDIEE. RARNDEFEREDRENRHE IR EARE LD, 1970 FHRLU
b, RARDOHIRMHIP(CEBBRIKSZITORENHERE SN, TONRZHM I DZHICERLZ IR NS A
TILMTONTEE.

BE) : IR CHBEREEZE ST DHIREEDRER(CH LT, BBBRIKSGS AT LADEEE
ZEHE T D L.

%i& 120234 1 A 23 HIC. CENTRAL. MEDLINE. CINAHL Z#&ZRUTZ, 1R 37 BLURTICHAE UZE
ERZMRIC. BBERNS EFEMRNSZ IR UIZBER bR DEIER(L OO A —/ (-5
BR. FE(FELDIEIEFIRSGIAT L BEERIERUSRBRZRNRE Ule. RENRI TS > DEEZE
RU. ER7T bAOAREFUVEEREIHE (Sp0,) SEEADKEFEODEIE (%)  EIERK 36 BFETD
BeAZE TR, EAERARTHEE (ROP) « SKIMELE 2 R COMBREFREFD MIATH O, #ERE
Fi9% (MD) . FREAEFIE (SMD) « URILE (RR) & 95%EFXR (CI) THRL. GRADE 77O
—FEERAUTCIET > ADEESZHEi Lz,

ER: 18 DA (27 #;kE. 457 N) ZWREL. CDDE 13 DIARK (339 A) aEsSNET—4F%
FEITICEERUTZ. iz 12 FDEITHROMRER/REL. BEERIRS LEBEOFHERRS (16
7). BFERES EBRUIERY Y J(CXDEFIHERIRS (HR) « XU 1 DOEHZRTA
ERIDEZ AT L (2FT) D 3 DO ZFHILZ. (FEAEDIARTE. X5y T EFERFHADER
b, AERIMERT —4F. SICBRNVMERBE(CEALT/I\A 7 XDURITMEL . FEDAFRTES
2 NINEFR AR KUOE D HTOMELICEL T/ 7 ADOYUXTMEWEFHEicnz,. UL, &0
AA—=)\—HEBR(CITFBEOERRMEK(ICHSNTIE. 16 DIOXA—/\—HEBRDS5. MADZERE (JOX
FA—)\—R1ER) (CEAUTRIZ DRERT —FZ R L TWZDE 2 DDHTH D Efesd. (FEAEDIRER
NEW AL T7RAURDEE=NT,

BENEERI SHHEEDOFBHRRIRS

BERRES(QBEOFIHHERINS LR U T, EF UL SpO, sEEEIRNDERE (%) ZiESE 306N
hép3 (N=11, n=284, MD 13.54%, 95%CI [11.69, 15.39], I* = 80% ; NEEDHEEM) . FEHE
CTE(CDVWTOFHiERN >z, BEERINSEEE ROPDURXTCEFEEAESGDIWVEEFEZSX L
WEJEEMENY8 D (severe ROP: N=1, n=39, RR 0.24, 95%CI [0.031, 1.94]; 1KV ViEEM) , HEFE
(CB8 T D770 MAACDVNTOFHME (F/EM D T2,

BEERE SRS NIEFRIEERS
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BENEEERAETS X5 A Lol UTZFEEEERAET (BAEDMFNEEZME/Z(IHAFTEFN FO, ZRE L. BF
DT TV ZBRIELNIVDT 72T D) EHBRUEEES. EF UL SpO, #FE (CUL\DEE (%) (CBRfE
REE>RNDE (N=2, n=19, MD 7.28%, 95%CI [-1.63, 16.19], I> = 0%; {RUL\VEEEM) . AT
K, BJE ROP. MEFED D MHAICET DFHEIEAN Dz,

CLAC fast 33 CLAC slow
FEROBBRANZITOIHENRLRDTVILTUILEE T 2EBHRAES X LAZHER Uz, CLAC fast
(& 1 BffidpTz DEK 120 ElOBEERAEIZ1TL). CLAC slow (F&X 20 BB &AL Z1T7o 7. CLAC fast
(& CLAC slow EHEE U TEF UL SpO, #BHEIRIDESRE (%) ([CEEAEFTZEEHEEZSIIAVFEEME
HH3d (N=1, n=19, MD 3.00%, 95% CI [-3.99,9.99] ; {KL \ViEE™) . FtASETZ. ZF|fE ROP. fH#
RFEDI’ D SAAICET DFHE IR D Tz,

OxyGenie 3§ CLiO2

EH—/ NIRRT NN S DT — & (FHIUE L UBAIEEFE TR SN TULEZed, AFT77FUS XTHEL T
RN 1z,

T . BEBERES(E. BEOFEBRES SR LT, WR#EIERZITTOBRERICSVTEFRLL
SpO, #FEN(CH DRMZIBISE DN D D. UL, CNHAEBRERKRNFIZR (C DN DN EDSH
(A THD D, ERERACHIRIER EDIRKERIFICREITDITEST > X FEEMEMEL . BHEOEFEFEA
ERM DIz, BIESNIEFERERIES EDLER. DU\ (& CLAC slow ELEE U Tz CLAC fast DBRNHE(C
BALTE ITEFT>ANTTDTHD, SEOMFRT(E, FETEK, BIE ROP. FEREMMER. HEA
i, ERFBBESCE. BRERFE. WA, REIBHEFRIED MOLAIREDEERFGIAS K
URIORKRERFZ M I RNE TH D, ZOFHIl[CHRBERATTH A > (&, MITEFRIBIERLLEERER T
HD. RARBRIRICHITDVY—RICIGUIZBRGZ M T D2H(C. FICFERSECHITDIRYY T
DL ZRECEEIR T DNEN DD, IRTTEITRD 12 DRFRDT —IHFIHRIRERICRNE, fERHE
N3EEEN B D.

BEfFdD SR D AMSTAR 2 5ilif&EER

1 PICO D= YES
2 FEDAR YES
3 EIREAE YES
4 HEFER SCRMRER PY

5 FEEIR YES
6 T —&Ht YES
7 BRIMATT YES
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8 GIESHOEES i [ EwmUN YES
9 C CDAFRD) A 77 AU R T5Hil RCT YES
10 | &ZR YES
11 | XFDHFE RCT YES
12 | XFDH)\A 77U XI5 YES
13 | BREFR/ AT AU RDERE YES
14 | EEH% YES
15 | AR/ N7 R YES
16 | Fl&EtER YES

AMSTAR 2 TIZ 15IEHH 0 I#EA' [Nol . ERIER 7IEETIE [Nol OfERFEM DTz,

4) MRAFRDESEXEI R /SR ERR UL EVWSITEEDEEHN RS

15) 7=z72U. METHODS (C(& publication bias MiHiidd7=& funnel plot Z/ERk LTz EDECik(EHDED
DI P (TREITULVRLY,

BEfF@d SR @ PICOT

Population:

MEIRPEEN D DI IRFEENE o (FERBE A Z B UICRER

Intervention:

sREE B ERE S X AZ AV CEREE

Comparators:

BEEE (RAMREEOFHRMICIDIBREE) . MOBREEBERE > AT LAZRAVWCEREEL
Outcomes:

EEFPIMNDLA

FLEIDIHREE (Sp0,) & (Cdp DI

BRI AL

{E1E 36 BE TDIRAEFETEK, ROP (Stagel LA L) . Severe ROP (Stage3 Bl t) . CLD. 775 —A
MTERFRFEZ(FEFE UL SpO2 EHESN T LIz, RFED SpO2 #EINTET UIzKE. Severe
IVH, PVL. BESREOEDHAR. ABcHAR, MEFEIDT MHA. BIIRERFE. Feed intolerance (#%FL
AtE) « NEC, MBRHAR/INSA—4, BR/MAKE, FEOHEE. XY IDiEEE

Type of studies (study designs), Language, Time, etc.:
S 25 MEBRRERBR D L UHES >4 AMEBRRGRER (5> AMEOVOXA—/I\—ARZSD)
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XakRFERRE - %R
XHRFT —4S/X—X : CENTRAL. MEDLINE. CINAHL

R%¥H : 20234 1H 23 H
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BIFD SR (CHITDHRAFTDE LD

Claure 2001

tvFa >

single site in USA

HRAE
TN/ (N)

14(cross-over study)

RE

RN SZHEET D VLBW, MV BT, SERIOEMBFRIEOTIEY — R

IR 7R— b

SIMV

AR (N)

B1ZE Sp0, /
5 B 88-96% / IEIRL
F)\1 X/ A5 /Ln | Draeger Babylog 8000
TA F10, B BhAER
PEREE F.O, FEHFRET (581k)
TS5V I~ LI DHERALIEEHE (CH DM (%) FH: 66.3£13.9%, BHEN:74.9£12.5%
VN (p<.05)
- Sp02>96%DEERE (%) F& : 14.9+14.3, EI&) : 9.9+9.5
THh2HFUTITN | - SpO2<88%DEFREI(%) F&) : 18.7+ 16.4, HEY : 16.5+12.4
VN - 9D Sp0, FF : 91.8+2.4%, HEY : 91.8+1.8%
- D FO, FEh:0.34+ 0.11, & : 0.34+0.12
- SEEIDREFREDIEY — RZ2IIRER(CH L. FHO, BENAE. BIREE(C SpO,
i/ AR ZHIFIT D LICHBNT, MK CEEROEEMICKL D FO, FHRE & RAFEDHRERND
DEERD
Claure 2009
ttyFa >0 single site in USA
POE PN

16(cross-over study)

MRE

MERIESEVEEITDRER, MV EIET, 8 B /4 h DEEZREBFEET (SpO.< 85%)
DIBY—R

IR 7R— b

SIMV

_ B 88-95% / 85-95%
7S5 —IGRTE
FINA X/ X7/ | AVEA
TA F,.0, B &AL
pajisy:ca F:0, FENFAER
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TS5ARUTIN | HLETDEREENE (Sp0,) #HE(CHDHFR (%) F8): 42+9%, BE : 58+10%

VN ( P<.001)
- Sp0,>95%MESR(%) F&h: 3148, B8 : 9+10 (P<.001)

) - Sp0,<88%MESRE (%) F& : 27+9, B8 : 33+7 (p=.003)

ThIAHITI S .

- - (KESREEDOIEY — R(Sp0,<88%), 210s) =F&): 15+5[@/h, B&) : 23+5[0l/h
(P=.001)
- 9 Sp0, FH : 93+1%, BE) : 91+2% (p<.001)

- - FO, B8 RENE. BERMIOREBZEBL DD, BT DEEN (CHEREMEZHIF I
DI ELEBMELUR,

Claure 2011

ttyFa >0 multiple site in USA

TFRAZEK

AR (A)

32(cross-over study)

ERE

MRitSZvEEIDRER, MV EET,
WHFCRAIART 24 BERELIAIC 4 B /8 h OEEZREIFNER T (SpO.< 80%)DIEY— R

IR 7R—

SIMV, SIMV+PS, AC

BiZ Sp0, /
) 87-93% / 85-94%
75— INERTE
FINA R/ AT x| AVEA
A F.0, B#hiAEN
pafiEpid F:O, FENiAED
TSATUT I~ LI DHMREBFNE (Sp0,) HHEICHDEFME (%) F&h:32+13%, BE) : 40+14%
HA (p<.001)

<V DZ AV wl
B

- Sp0,>93%MEEfE(%) F&):43+12, B : 28+ 21 (p<.001)

- Sp0,<87%MESR(%) F& : 2349, HE) : 32+12 (p<.001)

- RESFREDIEY — R(SpO, < 87%, 210s) F&) : 11+8@/h, B8 : 19+16 @/h
(p<.001)

- FHD SpO, FEh : I3WIEETHET, BE : 90%IEE

iam/ BRAR

FASREAANZ DAL Z B ZH DIRICH VT, BE) FO, BENE. F8) FO FAEI S LEERL. &
M 2EENCHERRINEZHITIDILZWMEL. MR T, B EREMEADRE®
EHNIREERRA. XYY IDHINERD=ET,
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Dijkman 2021

Ty

single site in the Netherlands

MFRAER
AT (A)

27(cross-over study)

RI%5(FI0, >0.25)ZwnE I DR EIR(<GA30:8)

5RE
HFNC &1 T
IR H7R— HFNC
e Spo_2 / 88-95% / 1AL
75— LRTE
FI\A X/ X5/ | Fabian
TA F,0, B&hiREN
pOLiEt:ES F10, FEh:REN
TS5ARUT7I L | HETDEREIE (Sp0,) #HEI(CHDEFR (%) PRICO(EEHN)>RMC(F&h)
H s MD 10.8% (95% CI 7.6-13.9 p<0.001)
- Sp0,>95%MisRE (%) F8 > BB MD 3.1 (95% CI 2.9-6.2) (p=0.048)
- Sp0,<88%MiFME (%) F8 > BB MD 7.6 (95% CI 4.2-11.0) (p<0.001)
) - YD SpO, FE: 91% EHEh: 91% MD 0.5 (95% CI 0.02-1.0) (p=0.057)
L 2DZ AV
A - YD F0, FE: 0.29 HE: 0.30 MD 0.019 (95% CI 0.006-0.030)
(p=0.003)
- 24 BRIz D DFE F,0, FEIEIE (B) EE) < F& MD 9 (95% CI 6-12)
(p<0.001)
HFNC (C K DMIRHR— hZEZIFTVDRERICH T, PRICO (CKD F0, BENAE S,
s/ BERR REERIEZDOEE I D& EBIC, FO, FEFRAMELERL. BRI DEEN(CEREMAZH

FIdZLllEBNTL

Gajdos 2019

tvFa >

single site in Germany

FHRAER
AR (A)

12(cross-over study)

MRIESEVELEITIREIR (<GA30i8) , NIV or MV BIET,

MRE
TRZTREMART 24 BREILIAIC 4 B E/8 h DEEREIFIEIR T (Sp0,< 80%)DITEY— R
IR R— & P-SIMV, CPAP, NIPPV/AC
) 88-96% / 87-97%
75— IFRTE
FI\A X/ A5\ | Sophie
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TA F.0, B Eh3REn
XPEREF FiO, FEhFREN
T3ARUTI N | HLET DEREAHELHEE (CH DR (%) FEh: 68.52 £ 7.7, BE: 77.83 £ 7.1
yaVAN (p=0.0012)

(<D Z AVl
yaVAN

- Sp0,>96%MSRI (%) F&: 5.88 + 3.6, B&): 4.05 + 3.8 (p=0.189)

- Sp0,<88%MHSR (%) F&: 25.61 + 7.6, EE: 18.12 + 6.4 (p=0.002)
EBMEETEY— R (Sp0,<88%, >60 s) F&: 90.5 @ (31-216), E&h: 34.6 [E
(6-72) (p<0.001)

- D Sp0, FH: 89.76 + 1.3%, EIEH: 90.5 + 1.0% (p=0.0198)

- 90D F0, FE: 0.292 + 0.09, BE: 0.305 + 0.1, (p=0.2)

- 1 ¥Rl D DFE) F O, ALREEL ([B) F&h: 7.5 (2.1-14.3), BEh: 0.5 (0-1)
(p<0.001)

e/ BRAR

FEZREBNRENL. FEFREI SR L. VLBW [E0#IRMELZREFEN TR U8 ERN (CH
DR EARICED. FHTHRRREEZRE I DdNREZER(CHAS=ET,
RO REME (B, Mg, BiR) (SEWNEROSNAN DT,

Hallenberger 2014

YT

multiple site in Germany

JFRAER
TN/ (A)

34(cross-over study)

MRE

MRS5S ZVEEITDRER (< 378) , NIV or MV

IR 7R—

MV, NCPAP

BZ Sp0, / Centre-specific* / Centre-specific *Center(1):90-95, (2):80-92, (3)83-93, (4)85-
75— INFHE 94
FINA X/ X5 /s | Leoni plus
TA F.0, B EhiREd
pOfiisyiss FiO, FEhFREN
TS54A4RVUT7IN | £ DHERENELHHICHDEME (%) FE: 61.0 (SD 15.2), BEh: 72.1 (SD 13.6)
yaJN (p<.001)
- Sp0, > BE ERDEFE (%) F&h: 16.0 (0.0-60.0), B&h: 15.9 (1.9-34.8)

. (p=0.108)
tTHh2HUTI K
P - Sp0, < EEFIROBSRI (%) F&: 15.0 (0.5-39.6), B&h: 9.1 (1.9-24.2)

(p=0.001)

- F8) FO, &L (B) SF&h: 77 (0-224), BHh: 52 (10-317) (p=.007)
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closed-loop F,0, B&AI(CLAC) (&, EEREHIEN' BRI UCEERN(CHDIEHDEIGZ R

e/ AR &. AFIC, BEREDIEY — ROz SEZ. DT &E. RNy RYA RDX
v ICELD (GBID) FO, FENRAEIDIRD EBHELTLV,

Kaltsogianni 2023

ttyFa >0 single site in UK

PUE PN

TN/ (N)

16 (cross-over study)

MV BIET(CH2D GA34 BEEDR (BFRot 1 F7 ) —EHEREER. XU HFO EIF

MRE
)

IR H7R— MV, NCPAP

ifff;; 92-96% / AL

FI\A X/ A5 /x| SLE6000

TA Fi0, B &hzAE

XJEREE Fi0, FEhzAEd

TSARIUTI N | LT DHERENEEFCH DM (%)

ysIN F&): 79.62 (21.36-99.85), E1&: 98.25 (91.82-99.95) (p=0.001)
- Sp0,<85%MEsfE (%) F&h: 0.11 (0.00-1.49) , B&h: 0.05 (0.00-3.38)

. (p=0.264)

THHFUTI S )

" - 6 Bl D DIREERAEDTEY — R(Sp0; < 92%)
F&): 17 [@ (3-87), E1&h: 30 @ (2-217) (p=0.069)
- 6 BERId 1= DDTHID F,0, FBI: 22% (21-42), E8h: 21% (21-30) (p=0.018)
MR B BRI X7 A&, TERE 34 BRARF(CH A LTz ATMIRERADR(ICHNT, Bk

- FFIEN BRI U IZEERN (CH DRHEDEISZEHTz. Fio, BERMAEERMADIA
BN CREZRS St KDVRVWFEIREET. BRIRANSDRIADBNRZ gL U
Iz

Lal 2016

ttyrFa >0 single site in UK

POE PN

AN/ (N)

27 (cross-over study)

MRE

MRSV ECIDRER, MVEERT

IR 7R—

AC
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B1%E Sp0, /

S g 90-95% / 89-96%

FTINA R/ X5 | AVEA

TA SOPA=EEGIE

XTEREE Fi0, FEN:RIET

TS54A4RVUT7IN | 7T DHEREEEE CH DM (%) FE: 59.6 (49.3-73.3), BHEh: 72.8 (58.8-

AL 82.6) (p=0.031), () IQR
- SpO,>96%MEER (%) F&: 10.1 (6.4-22.5), B1&): 4.8 (3.0-16.0) (p=0.026)
- Sp0,<90%MESR (%) F&h: 25.9 (17.8-30.7) , E3&h: 18.1 (12.7-23.6)

. (p=0.029)

wHh>HFUTI S .
AREESRAEMITEY — R/12h (Sp02<80%, =10 s) F&h: 42 [8] (14-67), BE)h: 20 [O]

Ah (4-59) (p=0.17)
- D FO, FE): 0.35 (0.29-0.43), E38): 0.34 (0.27-0.42) (p=0.31)
. E8) F,0, FEIE%/12h (B) F&h: 63 (26-107), E&h: 0 (0-2) (p=0.001)
HEREEREE. BRIESZTZVEETDIATTRGEETORER(CSNT, BIREERN

- (90-95%) (CEEREBFIE DM ZERICHE U, Fo. BERECSHMERIEA\DSE
BzBARCHBYEEZ, MR T, FETHEDIRL RO, DHREIZITORXIY JOEBHEEER
([CERR=E T,

Nair 2023

w10 single site in UK

RN

TN/ (A)

23/21 (randomised parallel trial)

HA% 72 BEILIAIIC MV BIE T &= (E NCPAP O 7R— M= TWLWDTEE 33 BKET

FFERE
HEUEEERER
MRS 7R— b~ MV (BFEDE— RICEATBDEMREL), NCPAP
BiE Sp02 /
_ 90-95% / 89-96%
S —INERTE
FINA R/ XF /s | AVEA
TA F:0, BEhFRAER
XTEREY F:0, FENFAER
- AREESRAEDIFR (%) (Sp02 < 80%) F#): 0.6 (0.2-2), HEh: 0.1 (0.07-0.7)
T54A4UT7 IS (p=0.03)
N - (REEZRAEN 5T 9 BEEL (B/8) F&h: 2 (0.6-6), B&h: 0.3 (0-2) (p=0.02)

() IQR
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- Sp0, > 97%MDERT (%) F&h: 0.9 (0.01-3) , E3&h: 0.07 (0.01-0.8) (p=0.24)
- LI DHMREVHEEH (CHDET(FTERGMNZE I (CEERELR(CHDEFE (%)

LHIAUTI N | F8: 83 (70-95), EE): 94 (75-99) (p=0.16)
s - BPD RER FH): 47.4%, B8 38.1% (p=0.75)
. S ROP FeAEEE FE): 21%, E8): 5% (p=0.18)
. PVLSER F8): 5.3%, EE): 9% (p=0.48)
- MEERBERES XA, BEEROFHRAEG LR L. EEOERBRIAEZ R IFHOINE
o af 5‘F”

BLU. BERREOFHRZARCRS BT,

Reynolds 2019

YT

multiple site in UK

HRAE
A/ (A)

30(cross-over study)

MRE

MRS ZvE LI DEEIR, NIV(high flow Dd+) ,12 BILL LD FiO2 SR ZE T D

RIS 7R— b HFNC
B4R Sp0, /
. 90-95% / 90-95%
75— INEE
FI\ARX/> A5/ | Vapotherm Precision Flow
TA F.0, B &N
XPBREE Fi0, FEh:REI
TS5A4UT7I N ML I DHEREIEEH (CHDEFE (%) FE: 49 (40-57), BEh: 80 (70-87)
2N (p<0.0001) ( ) IQR
- Sp0, > 95%MESRI (%) & 23 (15-41), E38): 12 (8.9-16) (p<0.0001)
- Sp0, < 90%MEFRT (%) F&: 28 (17-36), E18h: 12 (8.8-17) (p<0.0001)
R AREAREED I EY — R(Sp0,<80%, >60s) F&h: 5 O] (2.8-14), BEh: 0 [@] (0-1.3)
wHh>HFUTI S
- (p<0.0001)
CSEHID FO, FE): 29% (0.27-0.36), EE: 34% (0.29-0.38) (p<0.0001)
- 1 Bl DD FO, HAEREIER (Bl) F&h: 1.6 (1.1-2.4), BEh: 96 (93-101)
(p<0.0001)
FERBENFAES X7 AL BEROFEREI LB L. MREIIE Z BIREERN(CHFI D
fitiam/ BEAR CECBVWTHEICHRN TS DIz, FiT. BEFREDS KUGSERIMAEZ R 9 B2z iRk

[Shcy/=

Salverda 2022
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single site in the Netherland

MRAE
TN/ (A)

15(cross-over study)

RE

MRS EVE I DRER(GA24/0-29/6) , MV BIET or NIV H7R—

IR HR— MV (FEDE— RICEAIDE/RRL), CPAP
B1%E Sp0o, /
) 91%-95% E&ZR{IMN3B D, or 91%-100% EEZRIIN/ARL / WERL
7S —INGRTE
FI)\A4 X/ X5/ | SLE 6000, AVEA
TA FO, B#hiAET (OxyGenie by SLE6000)
POLiEEiE FO, BEhFEET (CLIO2 by AVEA)
HE I DEHREFE (SpO,) EHiF(CIH DM (91%-95% BEZR TN D, 91%-100% B
TS5A4RUT7I S | =GIRL)
AU 12 BDIHRIE(E OxyGenie control D(EDHY. 3 ZDFHRE (L CLIO2 control DIFDS
N BREMNENBREEN(CHDREMNMEN DT
- B#& SpO, & or B&zR{INN7Z B9 (CEZR LIR(CdD DK (%)
Oxygenie: 80.2 (72.6-82.4), CLiO2: 68.5 (56.7-79.3) (p=0.005)
- Sp0O, > 95%DKfE (%) Oxygenie: 6.3 (5.1-9.9), CLIO2: 15.9 (11.5-30.7)
(p=0.001)
1< DZ AVl - Sp0, < 91%MEFf (%) Oxygenie: 14.7 (11.8-17.2), CLiO2: 9.3 (8.2-12.6)
B (p=0.020)
ARBESREEDTEYV— R (/6h) (SpO, < 80%, > 30 s)
Oxygenie: 0 [A] (0-0), CLiO2: 0.2 [@ (0-0.5), (p=0.001)
- D F0, Oxygenie: 0.27 + 0.05, CLIO2: 0.26 + 0.08 (p=0.56)
- F8) F,0, FAL@EL (/) Oxygenie: 4 (MHRT 1 4), CLIO2: 16 (HRIE 9 &)
OxyGenie M77)LTU XA (F CLIO2 LEEER L. BEZREFIE 7 BiREERNCHIFI D &(C
- BNWT. KDMRNTHofE. Fo. BEDEEERIE (SpO, 80-90%) &LxDdDOINHR

BB DE00. SEERIMAE & BEEDKEEZRAE (SpO,
TR THho 1.

80%Kiit) ZBi< T &ICHN

Schwarz 2019

LR v

multiple sites in Germany

FHRAER
AR (A)

23 (cross-over study) * &xf&HI(C 19 %

HRE

MRS Z0E EITDIRER(< 348), NIV or MV, AFTHIAHT 8 BFELIRIC SpO, 80%
Kiis

IR 7R—

MV (FEDE— R(CBIFTBERL), NCPAP
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. ) center specific* / HE&E/QXL  * center (1)90-95%, (2)ERE%E(85-93% or 85-96%)
75— INERTE

FINA X/ X5 /s | Leoni plus

TA ® CLAC fast, @ CLAC slow

XPEREF ® F0, FEh:RE

HLETDHZREEME (SpO,) #HEI(CHDEFME (%)

T5A4UT7I CLAC fast : 68%=+11%, CLACs low : 65%+11%, RMC (F%h) 58%%11%
AP CLAC fast vs RMC : MD9.5 [95%CI 4.8 to 14.3] p=0.0001

CLAC fast vs CLAC slow : MD3.4 [95%CI —1.4 to 8.1] p=0.0005

- SpO, > BiR LPRDEFRE (%)

CLAC fast vs F&: MD 0.0 (95% CI -4.2-4.2, p=0.99)

CLAC fast vs CLAC slow: MD 1.2 (95% CI -3.0-5.5, p=0.55)

- Sp0O, < BIETPRDEFE (%)

CLAC fast vs F&): MD -9.1 (95% CI -13.5--4.6, p=0.0002)

CLAC fast vs CLAC slow: MD -3.1 (95% CI -7.6-1.3,p=0.16)

- 1 BB DDRBREDOIEY — R ([a) (Sp0, < 80%)

F&): 0.37 @ (0.00-0.63), CLAC fast: 0.12 [@] (0.00-0.57), CLAC slow: 0.23 [g]
(0.00-0.44)

- (REESRAE DFFHehFfE (s) (SpO2 < 80%)

F#h: 83 (70-104), CLAC fast: 84 (73-99), CLAC slow: 79 (75-94)

- 1 B¥fiidp 7z D D FiO2 FAEREER ([a)

F&h: 3.8 (2.1-5.4), CLAC fast: 2.7 (2.0-3.8), CLAC slow: 3.6 (1.0-6.1)

<2V dwl
yAVAN

U CLAC ZILOUXAICKDIREESNZBEEZRALE (L NIV HR— hEZ (T TNIE
iEEm/EEIR EROBRELEZNELE. 19/HBED 2 BETD FHO, BENEAEINTIEES D, T8
THRNTHDIZEMNM Do T,

Sturrock 2020

AR ) single site in UK
POE PN
24 (cross-over study)
A/ (N)
M5RE MRS ZVEEITIRER, ATTRSRERT EERR 6 NBXE
IR 7R— SIMV, AC

T 92-96% / FRETAL
75— INERTE

FI\A X/ X5/ | SLEG00O

TA F0, B8h:REN
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XTBREE Fi0, FEh5AEN
T5A4UT7I b
" ML I DHEREHEEH (CHDEFE (%) FH: 69.6, BEN: 88.3 (p<.001)
- Sp0, > EHE FIRDISRT (%) FE: 15.5, BEh: 3.2 (p<.001)
- Sp0, < EETFIRDESRT (%) F&: 15.6, E&h: 8.7 (p=.018)
- ARBSRAEDTIEY — R(Sp0,<85%, >60s) FE: 24.1 [0, B&h: 8.7 [@ (p=.002)
thoFUTI K - BESREDIEY — R(Sp0O, 85%, >60s) F&j: 152.6 [E], HEh: 240.7 [O]
AN (p=.045)
- D SpO, FE: 94%, BE: 93%
- 50 FO0, FEh: 0.3, BHEh: 0.31
- F#) F,0, F/EIEE (E)/12h FE: 11.29, B8 0.58 (p<.001)
FEREEHEAE. BEE TS SpO, DEENICHDEMZIENESED & EB(C. SpOL &
i/ AR THESIKBEEZRDEE. MRAR. BEL > M ARBOEMEIERICERINE (IR

YAV Y el

Urschitz 2004

Ly

single site in Germany

JFRAER
A/ (A)

12 (cross-over study)

MRE

BRI ZE ST DRER(< 3438), NIV(NCPAP)H7R— b

IR HR— & NCPAP
B1Z Sp02 /
i 87-96% / R/ L
75— INERTE
FINA X/ A5 /s | Leoni
A ® F0, BEhiAER
TEREE @ FO, F#hAET (&81E) @ FO, FENFHEE (BF)
HE I DELREBHEZEEH (C 3 D HFME (%)
TS54<TUT7O N | @ B&: 90.5 (59.0-99.4), @ F& (381k): 91.0 (41.4-99.3), @ F&) (BF): 81.7
AN (39.0-99.8)
® vs ® p=0.02
- BEEREOIEY—R (BE/H) ©4.7 @4 9.3
. - BEEREDIEY — REFGEIHEFE (s) © 10.1 @ 16.4 3 19.3
vhH> AU~ .
- ARBREDOIEY—R (B/h) ©®9.3 @8.7 & 12.7

RESRIEDTIEY — REFHEIFEIFY (s) © 12.4
- YD Sp02 ©92.3 @91.3 ®91.9

@ 16.4 3 19.0
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- 1 RS IZ D DFE FO, FRfi(El) © 0.3 @7.7 ® 3.0 (p<0.001)

fiam/ BRAR

FARBENEREN (L. HEY DMREHEDEHHEA (CH DR ZER(CIEIMSE .

van Kaam 2015

ttyFa >0 multiple sitesEurope (8 sites) and Canada (1 site)
THERAZ
40(Target range 89%-93%), 40(Target range 91%-95%) (cross-over study)
A/ (A)
POE =] RIS ZnE - DRER(< 3318) /4% 0.4 kg-4 kg, NIV H7R— bk or MV BIE T
RO 7R— b MV (FEDE— RICEHTDERMRL)
B4R Sp0, /
] Target range 89-93% / 88-94%, Target range 91-95% / 90-96%
75— INFHE
FINA R/ X5 | AVEA
ﬂl FIOZ gibgﬁlﬁﬁ
pOLiEt:ES F10, FEhFRIEN
_ LI DERAFEEE (CH DR (%)
TS54UT7I
- - Sp0, target 89%-93% F&h: 54 + 16, HEh: 62 + 17 (p <.001)
- SpO, target 91%-95% F&h: 58 + 15, HEh: 62 +£ 17 (p < .001)
- Sp0O, > BRR_LRDEFE (%)
(TR 89-93%) F&h: 25 + 10 BFh: 21 £ 13
(TR 91-95%) F&): 19 +8 BHH: 22 + 13
- Sp0, < BEE T BRODKFfH (%)
(TR 89-93%) F&h: 21 +£+8 HH: 17 + 11
(TR 91-95%) F&):23+9 HH: 17 £ 10
. ARBERIEDTIEY — R (Sp0,<80%, >60s)
LHh>HUT7T S
- (TR 89-93%) F&h: 15[ (5-24) BEh: 4 [0 (1-12)

(TR 91-95%) F&): 13 [ (3-24) BEh: 4 [E (1-11)
- 9D SpO,

(TR 89-93%) F&): 91.8 + 0.8%
(TR 91-95%) F&: 93.5 + 1.0%
- D F0,

(TR 89-93%) F&: 0.30 + 0.09 E&: 0.31 + 0.08
(TR 91-95%) F&: 0.33 + 0.09 E&: 0.35 + 0.11

B#): 91.9+ 1.3%
B#): 93.9 + 1.0%
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FiO, BEEENE. AT EREIIHRENIFIRY/R— bERITTVDIRERICHN

fitiam/ fRAR T. L 712SpO, &HE(CHeD SpO, F—5FF+ >4 (BEREHENBIEEHE (CH DT
f) ZEWMEITDEEBIC, REERMAEZERKU,

Waitz 2015

ttyrFa >0 single site in Germany

POE PN

A/ (A)

15 (cross-over study)

RIS EVEE I BRER(< 3038), NIV H/R—  or My,

5= TRFTRAMART 24 BRI 4 BIL_E/8 h DIREESRAE(SpO,< 80%)DIEY— R
IR H7R— NCPAP, NIPPV, P-SIMV
BZE Sp0, /
5 S B 88-96% / 87-97%
TINA R/ XTI | AVEA
TA F10, B &hzREN
pOfiisyiss F10, FEh:REN
T5AVUT7I L | FETDHMREFIEEHFCH DM (%) F8): 69.1 +£ 8.2, BE: 76.3 £9.2
AL (p<.01)
- Sp0, > BE FIRDESRI (%) F&: 10.4 + 3.3, B#): 6.6 + 4.4 (p=.02)
- Sp0, < BIE=TIRDER (%) F&: 20.5 + 6.8, H&): 17.2 £ 8.9 (p=.08)
ARBERAEDTIEY — R/24h (Sp0,<88%, >60 s)
tHh>FUT7ON | FE: 115 [@ (67-240), BEh: 54 [0 (7-184) (p<.01)
sJN - 9D SpO, FHN: 90.9 + 1.1%, E8h: 91.0 + 1.4% (p=.63)
- EHm FO, F#: 0.30 £ 0.12, HEY: 0.32 £ 0.15 (p=0.5)
- Bk DEEzR{E (KAK) AUC (%*s) below / above SctO, threshold
F&): 59.7 (17.2-208.3), E&h: 49.0 (4.3-193.7) (p=.36)
FESREBNEAENE. SpO, DZEENMEE(CHRCDRERICH VT, HMEROFHREI LR L.
i/ AR SpO, H'BiFEHEICH DM aBR(CESOT, Fi. R <EEBRIEODREZRIEL.
UL, KIdHEBEDEERIL (C BRI EQIRFSAN DTz,
Willinska 2015
ttyrFa >0 single site in Poland
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A/ (A)
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5 (cross-over study)

RE

MRitSZvEEITDRER, MVEET,
WHFRRAIARTIC 4 B E/8 h DEEZREBHIERT (SpO,< 80%)DIEY— R

IFIRH7R—

MV (FEDE— RICETDERRL)

B1%E Sp0o, /
) 87-93% / &L
7 S—LRE
FIA R/ RF [ | AVEA
A ® F,0, BEhAED
POLEEiE @ FO, Fahifen (581b) , ® FO, FENEEN (EE)
To5A4VUT7IN | HEIDERAEEF (CH DM (%)
HLA ® E%h: 66.3 (18.8), @ F& (3#t): 65.4 (15.8), ® F& (EH): 62.7 (14.9)
- Sp0, > BIZLRDIER (%) @ 0.2 (0.3), @ 1.3 (1.8), ® 1.7 (2.6)
- Sp0, < BEZTFIRDEM (%) @ 2.2 (2.3), @ 3.2 (2.9), ® 3.9 (4.0)
tLhH>FUTIN | - REREDIEY— R ([E)/1h (Sp02 < 80%) @ 3.1 (3.2), @ 2.6 (2.5), ® 3.1
HLA (3.2)
- 9 Sp0, @ 90.3 (2.4), @ 90.9 (0.8), ® 91.3 (1.1)
- 9D FO, © .317 (0.069), @ .333 (0.040), @ .326 (0.085)
BMREFEDRTHAHEDRISRBRVRERICSNT, 3 DOETH7IO—F(FHEH
T REES 7 ELEU. RO, BN hO—)LERUZ. BEREEMEDRKTHEECE

CHRERTEIEEN#HL. IDREBHILETDIZENLDERNIY hO—-JLICEND
KISCBONTZ.

Zapata 2014

YT

single site in Colombia

HRAEL
A/ (A)

10/10(RCT)

MRS HEVEE TS ELBW 2 (< 3038) , NIV HY7R— ~(nasal cannula),

FFERE .
FEREAFEIRT or EEEAREDOIEY—R
MRS 7R— b~ NIV
BiE Sp02 /
) 85-93% / 84-94%
75— INERTE
FINA X/ X5/ | stand-alone 02 blender
TA F:0, BEhFAER
POjiiepis: F:0, FENFAER
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TSATUTI

- LI DIHREATNEEH (CHDIFMHE (%) FEh: 33.7 £ 4.7, BF): 58 £ 4 (p<0.01)
- Sp0,>95%MDESRE (%) F&): 54.8, BE): 26.5 (p<0.01)

tHIAUTIR | - D SpO, FE): 92.2%, BE: 89.8% (p<0.05)

ysJN . 0D F,0, F8): 0.44, B8 0.37 (p<0.01)
- 1 BfEldp = D DF & F,0, FEENLEIER ([B) SF&h: 80, BHED: 0, (p<0.001)
MExREEFHEZAD & BEREBTIEADRE IV, BEE T IHRRENERTRIF

- (CHEFF. BIF(IC. Auto-Mixer )L U A IRF T DMERDIFHBEMNRBREIEDL<
SHDIEFRZEL. FO, DREBMERXSY ITDNTADRENZE R SEE. KDSEEEH
SR DERE DREEZRAE (SpO, 80-85%) Zf¥Do 7.

AC: Assist/Control

HFNC: High-Flow Nasal Cannula

MV: Mechanical Ventilation

NCPAP: Nasal Continuous Positive Airway Pressure

NIPPV: Non Invasive Positive Pressure Ventilation

NIV: Non Invasive Ventilation

SIMV: Synchronized intermittent mandatory ventilation
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X2 )\A 77 Z5HHifh
* Review Manager 5.4 iz {EHE U TYER

Random sequence generation (selection bias) _:l

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

Was the use of cross-over design appropriate?

Is it clear that the order of receiving treatments was randomised? l

Can it be assumed that the trial was not biased from carry-over effects?

Were data from the first period of intervention available separately?

0% 25% 50% 75%  100%
| [ Low risk of bias [Junclear risk of bias [l High risk of bias

Is it clear that the order of receiving treatments was randomised?

D DO D O @ ®|®|canitbeassumed that the trial was not biased from carry-over effects?

Allocation concealment (selection bias)

. Random sequence generation (selection bias)

Claure 2001 ? ?
Claure 2009 | 2
Claure 2011 2

Q@ -~

90~ @~
. =
. . . . . . . . . . . . . . . . . . Blinding of participants and personnel (performance bias)

Dijkman 2021

Gajdos 2019

® D P D ® ®| ®|® |slinding of outcome assessment (detection bias)
D D D D D @ ®|® |wasthe use of cross-over design appropriate?
-~

DO ODODOONOD DO D D D ®|®|Incomplete outcome data (attrition bias)
9D DO DO DD O O DD O D D O ®|®|selective reporting (reporting bias)

OO O DO DD ODO®OO DD D O D| B 0therbis

Hallenberger 2014 ?
Kaltsogianni 2023 ? ?
Lal 2016 @

Nair 2023

Reynolds 2019

Salverda 2022

Schwarz 2019

@O0 oo -

Sturrock 2020

Urschitz 2004

van Kaam 2015

JE
@

Waitz 2015

&
&

. . . . . . . . . . . . . . . . Were data from the first period of intervention available separately?

-~

Willinska 2015 | 2 ?

OSSO OO S|~

® 0O -

Zapata 2014 | ¢ ?

Page 24 of 41
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Forest plot of comparison: 1 BEIEERAEN vs. FENEERFAED
* Review Manager 5.4 iz {#H L TYERK

Time(%) in target oxygen saturation range

Automated Oxygen delivery

Routine manual oxygen delivery

Mean Difference

Page 25 of 41

Mean Difference

Study or Subgroup  Mean [10]  SD [10] Total Mean [10] SD [10] Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI
Claure 2009 58 10 16 42 9 16 7.9% 16.00[9.41, 22.59]

Claure 2011 40 14 32 32 13 32 7.8% 8.00 [1.38, 14.62]

Dijkman 2021 80.6 7.2231 15 67.5 7.8694 12 10.3% 13.10 [7.34, 18.86] e —
Gajdos 2019 77.83 7.1 12 68.5 7.7 12 9.8% 9.33 [3.40, 15.26] —_—
Hallenberger 2014 72.1 13.6 34 61 15.2 34 7.3% 11.10[4.24, 17.96]

Schwarz 2019 68 11 19 58 11 19 7.0% 10.00 [3.01, 16.99]

Sturrock 2020 90.7 6.1 13 66.7 17.6 11 2.9% 24.00[13.08, 34.92]

van Kaam 2015 62 17 40 58 14 40 7.4% 4.00 [-2.82, 10.82] -

van Kaam 2015 62 17 40 54 16 40 6.6% 8.00[0.77, 15.23]

Waitz 2015 76.3 9.2 15 69.1 8.2 15 8.8% 7.20[0.96, 13.44] —_—
Willinska 2015 66.3 18.8 62.7 14.9 5 0.8% 3.60[-17.43, 24.63]

Zapata 2014 58 4 10 33.7 4.7 10 23.5% 24.30[20.47, 28.13] -
Total (95% CI) 251 246 100.0% 13.54[11.69, 15.39] <*
Heterogeneity: Chi* = 55.17, df = 11 (P < 0.00001); I* = 80% _2?0 —10 ) 1=0 2?0

Test for overall effect: Z = 14.33 (P < 0.00001)

Severe ROP

Automated Oxygen delivery

Routine manual oxygen delivery

Risk Ratio

Favours routine manual Favours automated

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nair 2023 1 20 4 19 100.0% 0.24 [0.03, 1.94]
Total (95% CI) 20 19 100.0%  0.24 [0.03, 1.94] ——e N —
Total events 1 4
Heterogeneity: Not applicable ! t t J
0.01 0.1 10 100
Test for overall effect: 7 = 1.34 (P = 0.18) Favours automated Favours routine manual
Automated Oxygen delivery Routine manual oxygen delivery Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Nair 2023 8 21 9 19 100.0% 0.80 [0.39, 1.66]
Total (95% CI) 21 19 100.0% 0.80 [0.39, 1.66]
Total events 8 9
Heterogeneity: Not applicable I t j t i
) 0.01 0.1 1 10 100
Test for overall effect: Z = 0.59 (P = 0.55) Favours automated Favours routine manual
—+ R A SEES 43 SE AN
TOMOFER: BENEEERIAED vs. FEIEESRAED
= E S TT K Ex,
BENESRALT vs. FENFEZRAEN AzRER | BRER MD [95%CI]

HEn/F8

(Non-Invasive respiratory support)

oxygen saturation range, regardless of F;0O,

Time (%) above alarm limit or desired 2 45/43 -15.39[-22.11, -8.68]
oxygen saturation range, regardless of F;0O,

(Invasive respiratory support)

Time (%) above alarm limit or desired 6 141/138 | -2.31[-3.89, -0.72]
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Time (%) above alarm limit or desired 2 32/32 -16.00[-24.08, -7.92]
oxygen saturation range, excluding time in
room air

(Invasive respiratory support)

Time (%) above alarm limit or desired 3 99/99 -0.18[3.11, -2.75]
oxygen saturation range, excluding time in
room air

(Non-Invasive respiratory support)

Time (%) below alarm limit or desired 3 61/59 4.86[1.40, 8.32]
oxygen saturation range

(Invasive respiratory support)

Time (%) below alarm limit or desired 6 141/138 | -5.95[-7.98, -3.92]
oxygen saturation range

(Non-Invasive respiratory support)

Hypoxic episodes during study period 2 29/27 -2.19[4.29, -0.09]

Time (%) with oxygen saturation below 80% | 2 21/21 -1.45[-2.15, -0.75]

Average oxygen saturation (%) 2 29/27 -1.43[-2.26, -0.61]

(Invasive respiratory support)

Average oxygen saturation (%) 6 127/124 | 0.25[-0.03, 0.52]

(Non-Invasive respiratory support)

Average fraction of inspired oxygen 8 156/151 | 0.02[0.00, 0.04]

Number of manual adjustments during study | 4 76/71 -10.81[-13.37, -8.25]

B ENEEERIAED vs. FEFLSRFED e | BB RR [95%CI]
HEh/FE

PeriVentricular Leukomalacia(PVL) 1 22/19 1.73[0.17, 17.59]

R B ENGAAD CadMb UTEBRFHFAGTOLE. SR T7ILTUXLARBIDLEE (CLAC fast vs CLAC slow)
DFER(ICDNTIZ, SEOHERIERDOEBENSHNBIZHEIZ LT,
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Grade EP table

Automated oxygen delivery compared to routine manual delivery

IEF>RD

£ L TESeE
I—EM | FEEE | i EeREEHEAET | BREFEHEAED
(95% CI) (95% CI)

A —4wv k SpO, DEEFETdp > FekFfE

11 | S>2AAME | FA® | BT | BT | BT | U 251 246 - MD 13.54% &bl | 00O BE
FHER A A AN A A (11.69-15.39) s
E5YiF ROP
1 S2ANME | BAT | BT | FIT | EEIC | UL 1/20 4/19 RR 0.24 -160 per 1,000 | ®OO BX
HER A A AN ST P (5.0%) (21.1%) (0.03-1.94) (-204- 198) 1’
CLD
1 SANME | RLIT | B | FBKIT | R C | L 8/21 9/19 RR 0.80 -95 per 1,000 ®e00 BX
HER AN A (38.1%) (47.4%) (0.39-1.66) (-289-313) K

Avi = 8 ) R B R L E

1 | s>anfe | 3T | #ac | g | k38 | R 2/22 1/19 RR 1.73 38 per 1,000 000 E-pN
ER 720 o | E e (9.1%) (5.3%) (0.17 to 17.59) (-44- 873) IER (IR
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CI: confidence interval;, MD: mean difference; RR: risk ratio

Explanations

a. KEPDDOOXA—/)\—=FE T, JORA—/\—FiIED - DORFREAR DT —F /RN TN DTz,

b. 5% EREXEDEMNIFRE (CIL L. 1 DONFIRISIAFTD A NS T —F =t Uiz,

c. BRI 1 XERDH T DT

d. FERASEAN 1 SKERDFH TH 0. AR R 95%EFEX ML

*CLD. MMZ=REFEREECED [HEERMOFM] (CBIT MERIEEDEHFTHNICHFERT . 1 RSAAEKICHIZD. dHEZITO Iz, 2B, ENEN
DERIERZHRE Ul [TEF > XOHEMN] (CDOWTIERBXXDAN DL E—EH L TLD,
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SEIDHE (¥) B5

Page 29 of 41

B8RS AT LANREREOFRZNETDEVSPERIEST > X (R0, BBEERAEHS XA

ZERITDIMNESMCTDONTI(E, BNMEFRDIRN - BEDODRRNZHRL TR T DT EZRET D.

#eEE, BOIEST > XDMHEEM)
U FPRICEAT DT —FZESUARME RCT MREETH TH D, BEMERAGS AT ACEHTD
FHAEF NS OR—RICKD TEESNDATHREENH D,

TEF> XD SHEREA

Summary of judgements

(850

BAITR

HE5L, W | BESL, [ X
(A1AY-4 _ (={A SEXSES DS
(A4 A
nIH INEWN f =1 FEXES Ay NSV AN
= =8 INEWN bah FETES Paya S YAV
IEE (TR & =8 = FRAARRL
EEQRAESR | EELAEE
BERQAERE ) ] BEQRESR
| EFERES | EEEEES i
MEEEES MEEEES
DEDUEEE | DEFEHBZES
DEHD DEFRRL
»h <UL
N X N ] MTAB LB
BN | LEBSEE A i HBESL . .
KHELINE ) N ADMEAL [SEX=ES oAy ALY A
B HETSLEM TADMENL
BRI TR
BIRTE3(F
REED \ . . .
REROX S _— EDOTR MO | hEE DR | KERER | SFXSE PSRN
0D
IEE (TR & =8 = AWK L
N . N . MAB LB
BT IRAME | LEBT IR i HTs< \ X
KRHBELWINSE . TADMEAL [SEXES BERAMRZL
iz HESLEN TADMEAL
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= L |BESL _ .
P HT5LHD B2 TESFE Dh SR
AL b= p
_ HE5L, HE5L, A N

YAy (=4 TEIFE SH SR
(A4 (=4
HT5L, HTBL, .

AR _ (F0 SEXSES AHS5RN
(A1AY-4 (=3

FERBEBREIS X T AICDNT
K CQ [CBWTEDIRS BBEEFRA S R AL, BEMPERIYY J(CLDFEETOREMIEE
SOOI, BERAEEBOZELICIEU TREBCHIENDBRE (F0,) ZHBMN(CHREIT DS RT
LD ETHD. T4 —RINWIIL—TFICKDT SpO, DEZEEIRFEDEIRD SpO, DEANEDER(CE
D& FO, ZEHENICHELTH D, TDIRXFTLDMLEHEA LD Closed-loop automated oxygen control
(CLAC) &£EMEINTWSD. FIfHI7)ILT U XA EFEIBaN—R &I D THERE T DTz, BISMYICFET
DINAMBERIZEZRNT, ABDMTAL LU TEBREEZ RGN (CREE T DI ENTIETHD. AT
IPIRER 2 EF U TV IBPIMRENIKZEZ TR, 1 >FINR—Y-—NTHREEZZITTLDRE
REGEATREESNTUVD, AFTEARIREEREMAE L TIE. Inspiration Healthcare 18 SLE6000
(C¥EE =17z OxyGenie ¥ Vyaire Medical £t & AVEA (CIEEiaN/z Clio2 72 E AT MRS (CHEEicsNe
EDOREITEND.

WRANEEDZERA

SEl., BHLE U THRALZ SR (Stafford 2023) T(&. BHEIMERAS X ANEEOFBEERMAET Lt
BLUT. BEETD SpO, #HEIRICWL\DEREIZIENEED 2 ENPEEOHESEZR > TRz, LM
U. RCQICHBITDIEEHDEWT T ML THDEEFHE (BET. Z=|E ROP. CLD. PVL. severe
IVH. NEC. fRFREFR) (CDVTIE REERTIEIHBOBRMEIRD KD RT3 T—FH RN &N
BASMhERD T, Fo. NEEZITD ZE(CHDRBEDFHANIBAFIR(CDVWT(F RGN DT,

HA RSAARRIRTIE. "BIRET D SpO, #ENI(CUV\DRFEIMNEI T D &"MRIZ U TEETFEDHN
E(CENDONEN SN ER SRz, FERDIFIRER(CH T DEREHE D BEIREEH (CB 3 DR
(Askie LM 2018) Tl&, B#R Sp02 ZER<HEULEERZITD LT LRIEMEBRD IR TN EF U,
B1R Sp0, 2= < ¥E UL EEZ1TD ERARMRE RO U R ION LRI EMNMDOMO TS, N
FTD SpO, DEZREE (IFEF TOMRRAMZAHRCRESNTZEDTH D, COEEERICHUTES
BRFES AT ATREIET DT ELICKD. SpO, ZE <HEDOEEDFHGE BT LFILMBRDY X TIE
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T) EARFE CRREHEESERDIURI ER) DESSMERELTEOSNDINE. SROBETEZ
70 RMHLE U TCECHROBRZFLIZFTNSHII TSRV CERDIITZ. T, BEMBRRFHS T
AFREFRTIE—EBD/ \A T2 RATIFIRE (COMEHRNTHE D, BACERLTIEEOBEADERE
£ (OAXK) MEBNEWC EEERT DHENDD.

U EDZERE D, IREFSRTIEBBERBAE S AT L%ZHE HERIT DRI, ERZEET DRUDNINE
ZLWhTEMS, R EUTEPIZISEWIHZDRIBZERA L.

A CQ (CEAULTIE, IRTE 12 D RCT HMEITHTH D, FEFR T, FE ROP. CLD. NEC &L\oTzEg
REFEEE 7T bAOALAE UTHHESNIZHAREE 1 KDOHTHD. FEAEDOHATRIIEERTT MHLEL
T. BR SpO, D&EHE [CEFN DR CIFHANR T D MO ADFHEEREFZEL TS, £2L. TN
5D RCT DMREROEBIEDITAO—TF VI CLD, SBREBEFROT —IZSURBENRESNDC
BTSN D, BRRBEBRESOBEREZ LD IERICHIBTT D7ZH(CFE. CNSTFRICEANDI 7D A
ZEVREZRFOVENSHD. TNSD RCT DIRE T DFE-ERRE THEDHANMENZED D TS SEEMEN
»d. NZEFA. BLESEENMUTZ.

F/z. Stafford 2023 Tld. EFERY Y INBERFEHZITOREHZKIRICHS T ZEHVRSN. B RS
LN EBRRYY JORIBZERYT D LEHFSND. BEREAYY JOSIBEROEEML (L. fEsDIR
FCKXDARSESKEASNDCH. CORDERHMICDVTI[EHDDIEEEMEROHEIICERSND EEX

7_:0

N EZBFA T, FordERE U,

Knowledge gap

- BEEREBHRE S RT ADBEFE(CENSD 7D b AL (severe ROP, CLD. ZET-. PVL. severe
IVH. NEC., fEFETR) (CWITDIHRICDOVTEFTDRIEST > IXHRN.

- BEREBRE S XTACKDERRSY Y JDOFEERFEOERODRBIN. X5 v JOEBEERHEE
EEFANEENDZDOMNCDODNT, KDIED FIFTEHRNARETSH D,
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IREETPRD RCT —&
HESZVERRITDIENRE U CTUL\DIATEICIRE D
ACTRN12619000742178

Controlled oxygen administration in term newborns and young infants requiring
Title mechanical respiratory support and oxygen therapy
Source trialsearch.who.int/Trial2.aspx?TrialID=ACTRN12619000742178
CENTRAL | CN-01972378
PMID
ShE A—-AKZUT
TEANE 70 A
HRERE Peter Dargaville

CTRI/2022/07/044483

Automated versus manual modification of oxygen in premature newborn on
Title respiratory support: a clinical trial
Source trialsearch.who.int/Trial2.aspx?TriallD=CTRI/2022/07/044483
CENTRAL | CN-02452499
PMID
ShE 1R
FEANE 55 A
K=& Venkataseshan Sundaram
Automatic oxygen control versus manual oxygen control in neonatal and pediatric
Title patients during high-flow oxygen therapy
Source drks.de/search/en/trial/DRKS00025959
CENTRAL
PMID
ShE %
FEANE 40 A
RERE Siha Demirakca

Title

Does closed-loop automated oxygen control reduce the duration of mechanical

ventilation? A randomised controlled trial in ventilated preterm infants
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Source clinicaltrials.gov/ct2/show/NCT05030337
CENTRAL | CN-02307590

PMID 35395952

ShE AFUR

TENE 70 A

RERE Ourania Kaltsogianni

NCT03168516

Effects of closed-loop automatic control of the inspiratory fraction of oxygen (FiO2-
Title C) on outcome of extremely preterm infants
Source clinicaltrials.gov/show/NCT03168516
CENTRAL | CN-01494523
PMID 31630690
ShE Ry
FE AN 1065 A
RERE Axel Franz
Automated adjustment of inspired oxygen to maintaining regional cerebral
Title oxygenation in preterm infants on respiratory support
Source clinicaltrials.gov/show/nct02748447
CENTRAL | CN-01595404
PMID
ShE 1577
FEANE 60 A
RERE Ilaria Stucchi

NCT03785899

Automatic oxygen control (SPOC) in preterm infants - evaluation of a revised
Title algorithm and effect of averaging time of pulse oximetry signal
Source clinicaltrials.gov/show/nct03785899
CENTRAL | CN-01795604
PMID
SN Ry
TEANE 24
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‘ =& ‘ Christoph E Schwarz ‘
Title NICU automatic oxygen control with parameter and disturbance estimation
Source clinicaltrials.gov/show/NCT04269161
CENTRAL | CN-02072621
PMID
SN FAIR
TEANE 48 A
RERE John A Pardalos
Title Closed-loop oxygen control in ventilated infants born at or near term
Source clinicaltrials.gov/show/NCT05017727
CENTRAL | CN-02307251
PMID
ShE AFUR
TENE 31
=& Anne Greenough

Automated versus manual control of oxygen for preterm infants on continuous
Title positive airway pressure in Nigeria
Source clinicaltrials.gov/show/NCT05508308
CENTRAL | CN-02456752
PMID
ShE FA>TI7
TENE 49
RERE Hamish R Graham

NCT05657795

Title

Optimising neonatal ventilation with closed-loop oxygen control

Source

clinicaltrials.gov/show/NCT05657795
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CENTRAL | CN-02508569
PMID

ShE AFUXR

TFEAEL 40 A

RERE Theodore Dassios

NL-OMON27305 / NTR6543 / NTR 6731

Prolonged administration of closed-loop inspired oxygen support in preterm infants

Title (Opticlio 2) A randomised controlled trial

Source trialsearch.who.int/Trial2.aspx?TrialID=NL-OMON27305
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Tukova 2020 L CQ THEULRE PICO EA—HTHO =8,
Yao 2021 % CQ THRELIZTD MO LDEE NN DIz,
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BEFD SR DFER LIENMRX DEROHS
IRIAFTLDE &8 (Shah 2017 +BINSHER)
3% ID
(Author/ o - _ .
bublished e i MRE TRE ERDOIERE K52 &5 HAR IR HDLBORER FEHERRR
ublishe
year)
LA
Multi-national RCT | GA 23-28w Hi#it 14 £T RR 1.24, 95%CI 0.91-1.71
- RTICBEREERL
Bassler/ 40 centers in 9 % 12B/8FT | MABE: 437 J7v— 400ug 1H2M[E BET= or BPD
{E1E 3258 or BPD ZAR(CERA =t
2015 European (CfaISh\dD PPV Placebo &% : 419 | pMDI Bifis 15 P& MV T RR 0.86, 95%CI 0.74-1.01 2
countries ZLUTWBRR 200pg 182ME - BPD
RR 0.70, 95%CI 0.56-0.87
Bassler/
2018 Multi-national RCT | GA 23-28w Hiit 14 £T cp
40 centers in 9 4% 12 B/%ET | NMAEE: 308 JFVYZR 400ug 1H2M@ I 3238 RR 1.18, 95%CI 0.67-2.07 CP. NDI [CEERSEZ
2 18 or
Bassler 2015 | European (CfaIshd PPV Placebo &% : 321 | pMDI At 15 LIpE MV T NDI W
DIAO—F | countries ZLTWBE 200ug 1H2M@ h RR 0.93, 95%CI 0.80-1.09
SLE
T
GA<33w. Bws \ 1388 1000ug/kg RR 1.45, 95%CI 0.60-3.49 JETC. BPD. EfEH L
NROOXFY 458/ or
Multicenter RCT 1250g TABE: 123 2 58H 750ug/kg ZELC or BPD EEHE. 28RO
Cole/ 1999 > £2BXF0O1R
3 centers in the US | B#s 3-14 (C MV | Placebo &% : 130 MDI 33E8H 500ug/kg me RR 1.02, 95%CI 0.66-1.58 1 RIES(CERREE
p JL
EELTNBE 438H 250-125ug/kg | BPD U

RR 0.87, 95%CI 0.50-1.52
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GA<31w _
. X FEER(CHZER U,
_ _ RDS &t AROOASY ‘ _
Denjean/ Multicenter RCT TAEf: 43 i 10-28 BEERGYE. £8X7
. B& 10 XT > 250ug 1H4M@E "
1998 6 centers in France Placebo &% : 43 =% 8 B O+ R&S(CHERRE
MV ZELTULD pMDI
2.
U5
GA<32w.
BW<1500g
MV ZELTL\D tlAm
IS RR 0.53, 95%CI 0.21-1.39 .
! BET-. BPD. EfERE
RCT 2EBDS-TA | AR : 27 JIVFHY> ZET or BPD _ )
Fok/ 1999 500pg 1 H 218 14 BR fE. 270 R
in Hong Kong 55 6~108F | Placebo &% : 26 pMDI RR 0.48, 95%CI 0.21-1.09
. S(CHEREERL,
RIHEEL T BPD
arterial RR 0.32, 95%CI 0.04-2.89
PO2:alveolar
P02<0.25 D2
BT
RR 1.00, 95%CI 0.07-15.26
H4E{RE 500 - 749 g ZET or BPD
BW<1250g
B \ 250ug 1 H4[E RR 1.00, 95%CI 0.36-2.75
RDS &2l AROOAFY 41 96h~Hi
Jangaard/ RCT TAEE: 30 750 - 999 g BPD ZET-. BPD. CP. HOT
n. &% 72 KR > 28
2002 in Canada placebo &% : 30 500pug 1 H 3@ RR 1.00, 95%CI 0.32-3.10 [CERREERL
DEFRT MV Z2E pMDI (24~25H)
1000 - 1249 ¢g CP
LTWBE
500pug 1 H4[E RR 1.33, 95%CI 0.33-5.45
HOT

RR 1.00, 95%CI 0.15-6.64
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BW=1500g
B 6 DT
Jonsson/ RCT MV. F(EFiO2 | 7T AEE : 15 JFVYZR EERIYE (CBRRE
500pg 1 H2[E 14 B
2000 in Sweden 0.3 E®D Placebo &% : 15 IN =N
NCPAP ZE LT
Ay
GA25-32w. BW
750-1,500g9. H
s 3 DI TR FET-& BPD (FLYV3ND
S@#L 15 [B/5 - B TERHDESNIEND
RCT TABE: 12 JFVZR 10 B or MV
Merz/ 1999 UEDMVEE 400ug 1 B4 1zo
in Germany Placebo & : 11 pMDI ®»r _ ]
U. Sp02>90% 2550 Rig5(C
ZHEF I DI BRLFERL
Fi02>0.25 2z&
LTWBR
CP
RR 0.87, 95%CI 0.37-2.07 HOT #BR(ICRV> =&
Multicenter RCT BW<1000g T , .
Nakamura/ TAEE: 107 JILFHYI> 6 38R or MV #2 | NDI 1=
12 centers in MV ZELTWLD 50ug 1H2[ME
2016 o Placebo £f : 104 | pMDI T RR 0.88, 95%CI 0.50-1.54 CP. NDI (CEBER=E
Japan JT
P HOT 2L
RR 0.30, 95%CI 0.12-0.80
LA
RR 0.36, 95%CI 0.14-0.95 BUZEAECRI
GA<32w TH4&E !
RCT TABE: 20 JILFHYI> ZET- or BPD 7z.
Yong/ 1999 BFLD MV ZEY 250pg 1H21[M 14 54
in UK e Placebo &% : 20 pMDI RR 0.77, 95%CI 0.45-1.32 SET or BPD. BPD (C
U
=1

BPD
RR 3.00, 95%CI 0.69-13.12

=)

PAN-Z— VANUN
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RCT : Randomized controlled trial, GA: gestational age, PPV: positive pressure ventilation, pMDI: pressurized metered dose inhaler, MV: VE#F
&F mechanical ventilation, RR: relative risk, CI: confidence interval, BPD: bronchopulmonary dysplasia, CP: AxIt#fE, NDI: X FHRIERE,
BW: birth weight, RDS: #r4 \BRFRIEIFIRESBAEIEEF, HOT: 1£5843=%5%, NCPAP: nasal continuous positive airway pressure, JN: jet nebulizer
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12 27)\~A 77 2 5%4ih

5 S s g P =
S 3 F 3 @ m S & o o
5 3 5 8 o & F = 2 2
LTSS 328 2sex
© DLy o8 L8 e N
e 8 8 o988 © ©o 8§ o o

> S Q © © o

Random sequence generation (selection bias)

£ 4 4 4 . . .
Vk]}]}]rL 2 Al location concealment (selection bias)

Blinding of participants and personnel (performance bias): All outcomes

Blinding of outcome assesment (detection bias): All outcomes

Incomplete outcome data (attrition bias): All outcomes
Selective reporting (reporting bias)
Other bias
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ERDOEX LD

Forest plot of comparison: Inhaled Steroid vs. Placebo

FELT ({Z1E 36 BIF S5 3 W\ HERE)

steroid Control

Risk Ratio
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Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 Beclomethasone
Cole 1000 11 123 B 130 7.0%  1.45 [0.60, 3.40] —_—
Denjean 1998 7 43 4 43 4.1% 1.75 [0.55, 5.55] e
Jangaard 2002 1 kL] 1 30 1.0% 1.00 [0.07, 15.26]
Subtotal (95% CI) 196 203 12.9% 1.51 [0.77, 2.97] -
Totl events 18 13
Heterogenehy: ChE = 0,16, df = 2 (P = 0.92); F = 0X
Test for pverall effect: Z = 1.20 (P = (.23}
1.1.2 Budesonide
Bassker 2015 74 437 57 419 5SBOX  1.24 [0.81, 1.71]
Jonsson 2000 1 13 0 14 0.5% 3.21[0.14, 72.55]
Merz 1899 0 12 0 11 Not estimable
Subtotal (95% CI) 462 444 59.4%  1.26 [0.92, 1.73] >
Total events 75 57
Hetzrogenelty: ChE = .35, df = 1 {P = 0.55); F = 0X
Test for overall effect: Z = 1.44 {P = (.15}
1.1.3 Fluticasone
Fok 1900 5 27 a 26 0.3% 053 [0.21,1.39] E—
Nakamura 2016 10 107 7 104 7.2%  1.38 [0.55, 3.51] B B
Yong 1000 4 20 11 20 111X  0.36 [0.14, 0.95] I —
Subtotal (95% CI) 154 150 27.6% 0.69 [0.41, 1.16] L
Totl events 18 27
Heterogenchty: ChE = 4,16, df = 2 (P = (.13); F = 52X
Test for overall effect Z = 1.389 (P = (.16}
Total (95% CI) 812 797 100.0% 1.14 [0.88, 1.46]
Total events 113 a7
Hewmrogenelty: ChE = 9.57, df = 7 (P = (.21}; F = 27X b t t !
01 0.1 1 10 100
Test for pverall effect: Z = 1.00 (P = (.32} )
Test for subgroup differences: ChE = 4,58, df = 2 (P = (.10}, F = 56.4% Favours [sterold] - Favours [control]
FETC  ({EIE 36 B35 DU\ FREERF) or CLD
Steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.1.1 Beclomethasone
Cole 1900 w0 123 31 130 0.7% 1.02 [0.66, 1.58] —
Jangaard 2002 & E1)] G kL)) 1.9% 1.00 [0.36, 2.75] S —
Subtotal (95% CI) 153 160 11.7%  1.02 [0.68, 1.52] P
Total events 36 37
Hetzrogenelty: ChE = .00, df = 1 (P = 0.07); F = )X
Test for overall effect: 2 = 0.00 (P = 0.083)
3.1.2 Budesonide
Bassker 2015 175 437 184 419 630X 0.86 [0.74, 1.01] |
Merz 1809 0 12 0 11 Not estimahble
Subtotal (95% CI) 449 430 63.9%  0.86 [0.74, 1.01] &
Total events 175 194
Heterogeneity: Not applicable
Test for overall effect: Z = 1.84 (P = 0.07)
3.1.3 Fulticasone
Fok 19940 & 27 12 26 3.0%  0.48[0.21, 1.09] ——
Nakamura 2016 48 107 50 104 1638 0.93 [0.70, 1.25] -
Yong 1000 10 20 13 20 4.2% 0.77 [0.45, 1.32] —
Subtotal (95% CI) 154 150 24.5% 0.83 [0.65, 1.06] ’
Total events &4 75
Hewerogenehty: ChE = 2,38, df = 2 (P = (.30); F = 16X
Test for overall effec: Z = 1.47 {P = (.14}
Total (95% CI) 756 740 100.0%  0.87 [0.77, 0.99] #
Total events 275 1]
Hetwerogenehty: ChE = 3.03, df = 5 (P = (.70); F = 0X 'b o1 f ] lli) 1005

Test for overall effect: Z = 2.10 {P = 0.04)

Test for subgroup differences: ChE = .73, df = 2 {P = .70}, E = 0X

Favours [steroid] Favours [control]
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Test for overall effect: Z = (.54 (P = (.58}

CLD
Steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
4.1.1 Beclomethasone
Cole 1000 10 123 23 130 120X 0.B7 [0.50,1.52] —
Jangaard 2002 5 ELI] 5 30 20% 1.00[0.32, 3.10] 1
Subtotal (95% CI) 153 160 15.8%  0.90 [0.54, 1.48] <
Total events 24 2B
Hetwrogenelty: ChE = 0.04, df = 1 {P = 0.B3}; F = DX
Test for overall effect: Z = 0.43 (P = 0.67)
4.1.2 Budesonide
Bassker 2015 101 437 138 419 EB1.3X  0.70 [0.56, 0.687] [ |
Merz 1999 0 12 0 11 Not estimable
Subtotal (95% CI) 449 430 813%  0.70 [0.56, 0.87] *
Total events 101 138
Heterogenehy: Not applicable
Test for overall effect: £ = 3.17 (P = 0.002}
4.1.3 Fulticasone
Fok 1000 1 27 3 26 1.8% 0.32 [0.04, 2.80]
Yong 1988 L 20 2 20 1.2% 3.00 [0.69,13.12] —
Subtotal (95% CI) 47 46 2.9%  1.38 [0.47, 4.04] ~ag—
Total events 7 5
Heterogenehty: ChE = 2.75, df = 1 (P = 0.10); F = 64X
Test for overall effect: Z = .59 (P = (.58}
Total (95% CI) 649 636 100.0%  0.75 [0.62, 0.92] 'y
Total events 132 171
Heterogenelty: ChE = 4 B&, df = 4 (P = 0.30); F = 18X h o1 t ] 1'h 100’
Test for overall effect: £ = 2.54 {P = 0.005) : y .
Test for subgroup differences: Ch = 2.09, df = 2 (P = 0.35), F = 4.1% Favours [steroid] Favours [control
CP
Steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Basskerz01g 24 330 21 340 &1.2X  1.1R [0.57, 2.07]
Jangaard 2002 4 in 3 0 B.9% 1.33[0.33,5.45]
Nakamuraz{1& 8 107 1) 104 30.0%  0.87 [0.37, 2.07]
Total (95% CI) 467 474 100.0% 1.10 [0.70, 1.72]
Total events iz 34
Heterogenelty: ChE = .40, df = Z (P = 0.52); F = X IhOI 0’1 i 1't| 100:
Test for overall effect: Z = 0.42 (P = 0.67) Favours [steroid] Favours [control]
NDI
Steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Basskerz01g 14E 308 165 321 GBRA4X  0.93 [0.80, 1.09]
Nakamuraz{1§ 18 17 21 104 116X O.66 [0.50, 1.54]
Total (95% CI) 415 425 100.0% 0.93 [0.80, 1.08]
Total events 157 1RG
Heterogenelty: ChE = 0.04, df = 1 (P = 0.83); F = 0¥ boi o1 i ' 100
Test for overall effect: Z = 0.95 {F = (.34} Favours [steroid] Favours [control]
HIEHCLESHIIE
Steroid Control Risk Ratio Risk Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Basskerz01s 51 437 44 419 57.3%  1.11 [0.76, 1.63]
Cole 1099 15 123 26 130 323X 0.61 [0.34,1.10]
Fokl8949 7 27 B 26 104X .84 [0.3§, 1.98]
Total (95% CI) 587 575 100.0% 0.92 [0.68, 1.24]
Total events 73 7B
Heterogenelty: ChEE = 2.RE, df = 2 (P = (.24); P = 31X Ih.l)l 011 | llh 100=

Favours [steroid] Favours [control]
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Steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
8.1.1 Beclomethasone
Denjean 1008 a 43 5 43 2.9% 1.80 [0.66, 4.93] -
Jangaard 2002 15 2B 12 2B 70X 1.25[0.72, 2.17] ——
Subtotal (95% CI) 71 71 10.0%  1.41 [0.86, 2.32] -
Total events 24 17
Hetwrogenelty: ChE = 041, df = 1 {P = 0.52); F = )X
Test for overall effect: Z = 1.36 (P = (.17}
8.1.2 Budesonide
Bassker 2015 153 437 126 419 77.1X  1.14 [0.04, 1.3K] [ |
Jonsson 2000 11 15 10 15 5.9% 1.1 [0.69, 1.76] -
Subtotal (95% CI) 452 434 829%  1.13 [0.95, 1.36] »
Total events 164 139
Heterogenehty: ChE = 0.0Z, df = 1 (P = 0.00); F = 0%
Test for overall effect: Z = 1.36 (P = 0.17}
8.1.3 Fulticasone
Fok 1000 5 27 7 26 4.2%  0.69[0.25, 1.90] —_—T
Yong 1589 10 20 5 20 2.9% .00 [0.83, 4.81] T—
Subtotal (95% CI) 47 46 7.1%  1.23 [0.65, 2.33] -
Total events 15 12
Heterogenetty: ChE = 2,45 df = 1 (P = {.12}; F = 59X
Test for overall effect: Z = 0.63 (P = ).53}
Total (95% CI) 570 551 100.0% 1.17 [0.99, 1.38]
Total events 203 168
Heterogenelty: ChE = 3.40, df = 5 (P = 0.64); F = (X h ol 0’1 1 1'h !
Test for overall effect: £ = 1.85 (P = 0.0&) : y .
Test for subgroup differences: ChE = 0.68, dF = 2 (P = 0.71), F = 0% Favours [steroid] Favours [control

252501 Rigs

Steroid Control Risk Ratio Risk Ratio
Study or Subgroup Ewvents Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
9.1.1 Beclomethasone
Cole 1000 44 123 &2 130 243X 0.75 [0.58, 1.01] -
Denjean 1998 1§ 43 15 43 60X 1.07[0&1, 1.87] —
Jangaard 2002 14 0 21 EL)] B.5%  0.67 [0.43, 1.04] ——
Subtotal (95% CI) 196 203 38.7%  0.78 [0.62, 0.98] '
Total events 74 o8
Heterogenelty: ChE = 1,73, df = 2 (P = 0.42); F = 0X
Test for overall effect: Z = 2.12 {P = (.03}
9.1.2 Budesonide
Bassker 2015 127 437 134 418 551X  0.91 [0.74, 1.11]
Merz 1099 7 12 L 11 2.5%  1.07 [0.52, 2.20]
Subtotal (95% CI) 449 430 57.6% 0.92 [0.75, 1.11]
Total events 134 140
Hetwerogeneity: ChE = 015, df = 1 {P = 0.67); K = (X
Test for overall effect Z = Q.88 (P = (.38}
9.1.3 Fulticasone
Fok 1899 5 27 B 26 3.3%  0.60[0.23, 1.60] e
Yong 1880 ] 20 1 20 0.4% 9.00[1.25, 64.58]
Subtotal (95% CI) 47 46 3.7% 1.52 [0.71, 3.25] B
Total events 14 )
Hewrogenelty: ChE = §.57, df = 1 {P = 0.01}; ¥ = E5X
Test for overall effect: Z = 1.08 (P = 0.28}
Total (95% CI) 692 679 100.0%  0.89 [0.77, 1.03] 4
Total events 222 247
Heterogenehy: ChE = 0.40), df = § (P = 0.15}); ¥ = 36X Ii).l)l 0_51 1 1Ii.'| {

Test for overall effect: £ = 1.63 (P = .10}
Test for subgroup differences: ChE = 3,18, df = 2 (P = (0.20), F = 37.1%

HOT

Favours [steroid] Favours [control]
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Steroid Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Jangaard 2002 2 kL] 2z W 110% 1.00 [0.15, 6.64] I R
Nakamura2016 5 107 16 104 BO.0OX  0.30 [0.12, 0.80] ——
Total (95% CI) 137 134 100.0%  0.38 [0.16, 0.88] i
Total events 7 1B
Heterogenelty: ChE = 1.21, df = 1 (P = 0.27); F = 17X Ih.l)l 0.51 ] t 100:

Test for overall effect: Z = 2.26 (P = .02}

Favours [experimental] Favours [control]
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Grade EP table

Inhaled Steroids compared to Placebo

R 1Dl (Certainty assessment)

JEEIEE

FET (Z1E 36 BEF 3D L\ (FRFTHS)

Page 17 of 26

Libo)
(95% CI)

i
(95% CI)

IEF>RD
s

9 SN | SBAT | FEBAP | RAT | FZ 1R 113/812 97/797 RR 1.14 17 more per 1,000 deO0O BX
{btER A A (13.9%) | (12.2%) (0.88 to (15 fewer to 56 more) &
1.46)
ZETC ({EIE 36 B DU\ FIREERF) ZF/z(d BPD
7 SN | BT | FAT | FEA AT 1R 275/756 306/740 RR 0.87 54 fewer per 1,000 1ol l@) BX
{batER A AN AN A (36.4%) | (41.4%) (0.77 to (95 fewer to 4 fewer) s
0.99)
CLD
6 S>AN | BT | FAT | FAla | FAT PN 132/649 | 171/636 RR 0.75 67 fewer per 1,000 1ol ]@) BX
{bstER A A A A TR0 (20.3%) | (26.9%) (0.62 to (102 fewer to 22 fewer) =8
0.92)

Cp
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R 1Dl (Certainty assessment)
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IEF>RD
icho) i '
E—B | IEEEE AiatE TS5tk o
(95% CI) (95% CI)
3 SAN | BT | BT | FEA® IEE(C U 37/467 34/474 RR 1.10 7 more per 1,000 dOOO BX
{bsiER RN A SZ=Z| de (7.9%) (7.2%) (0.70 to (22 fewer to 52 more) IFE TR
1.72)
NDI
2 S>AN | BT | FAT | FAlaf| F g U 167/415 186/425 RR 0.93 31 fewer per 1,000 deO0O BX
i = A B = (40.2%) | (43.8%) | (0.80to | ( 88 fewer to 35 more) 1%
1.08)
BIEH L ESHIE
3 SN | BT | FEAT | FHla | FERIC U 73/587 78/575 RR 0.92 11 fewer per 1,000 000 BX
{batER A A TR0 X (12.4%) | (13.6%) (0.68 to (43 fewer to 33 more) | IEFE(TIK
d,e 1.24)
6 SN | BT | BT | F4la 37N U 203/570 168/551 RR 1.17 52 more per 1,000 ®eO0O X
{bEHBR AN A (35.6%) | (30.5%) (0.99 to (3 fewer to 116 more) K
1.38)
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IES>RAD
icho) i y
E—B | IEEEE AiatE o
(95% CI) (95% CI)
2HIF0O1 Rig5
7 SN | BT Sl FZT | Fg 2L 222/692 247/679 RR 0.89 40 fewer per 1,000 ee0O0O B
{bsiER A A a,b 720N (32.1%) | (36.4%) (0.77 to (84 fewer to 11 more) K
1.03)
HOT
2 S>AN | BT | FAT | #la | F#ld U 7/137 18/134 RR 0.38 83 fewer per 1,000 epO0O 5E
biBR R | RN (5.1%) | (13.4%) | (0.16 to (113 fewer to 16 1%
0.88) fewer)

CI:Confidence interval,{S3XfE, RR:Risk ratio, J X ULt

anhA

a. ZATRETONADENKREL, HD. BRTOBEGHEE L

b. I°>40

C. 5% ERXMENLL . BE - BRI NOOJREHEH D)

d. B> TIVEHDR N

e. SN EMXENLL, B - BELESSOTRMERET DEH
f. 2ARETDT T MO LDERNEIRD
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g. 5% EHEXBNL L. BR - BEROINDOHEMEEH DD
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SEIDHERDES

32 BREDRERS U (FIRELHAAKRER(CH U T, IRARTOA RZ2E%E 14 HURAN S5 Z MG
BT ET, FEREBHMERZHS I uIgEEN DD, TiCU. BWRMERAENTEE THDITH. 185
FTINEDMCOWNWTHIRB (CHREFT T D EZIBRT D,  (SFUVHEE, IFE(CEVIEST > XDOHEEM)

IEF>ADSHESEA

Summary of judgements

JUDGEMENT
578 [&y
ZFELLHER HEh =]
BFELLEVE NS HIh
IETURADREEM FEEICE & =
EELTRERY | E20 EEN | 2E2arE=
ifEE E-FIEDDE | FEE0E | HELEELD
DREMEHY [ETHFoiEL =(FAL
NABLER SR
SEBEDIINFUR InWFhiEh N ADMELL
T
e W|METEDEE PR
M\gﬁlﬁi U)ZZF‘bﬁﬁﬂﬁ pa) h bfd\b
M&;%iﬁ%l:l’aﬁ@“é ERAWRLEL
IETURADHEEN
ERXHE BRAWRGL
b%rot%%ﬁ SABEL
BT IEN S IBELY
BELL, (FL
WEBAESIEEXA
- 412 14 HUARDIMEHAERER(CH T BIMARTO1 RIES(CKD CLD. {EZIE 36 ERFR TDIET or

CLD. ==L TS I aREEEN RSN/,

- BIERRE, fREFERE. EIDHLESHHE. BERGYECV\ OITAFEERIEMUIEMN DT,

« AT DIREIRD AT TRVSNIEERIENRIOXAFIV > TFVZR, TILFAYV>OD 3 FIN
Holz. BRI TOI DI -THMZEITOIZETS, BT LT or CLD TEREM BN DTz,
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CLD [EDWTIFMRAFTH MG . BRRYTJ)IL—TEiaRE TS ah o1z,

- RRASNIZAREND LK, B58. K5, B5ER(CEIT DT IIL—TEITEER TS >
Z.

* SR DR ERDTZEAR TRHVLSNIZIRARST O ROERAGZE (BE. 5%, 5HE. MRz
ER(CHEIDIRFT (&575E B2, thds. HEOEUHMIE., MRkEaRMARE) ) (CALTE<D/\Y
IT—>3>nHofz. ARBEMDIRNTEEH D ERIBLSDERSECENDIAFICLDTTTIL—
THRITOERMERZE TH D ERFEDENCK D THRNEDD BN S D EER 2. BRELUT,
SEIDAFEMCL D> TESNIZAFTOA RIRAICKD CLD ¥ HOT ANEA 972 LWLV DRRNMESNDHE
REETATH D EER. HBX(CHEWTIE [BWMERTENTER] &L, PR &L D
z

BINMERTENAER & ¥ U 23RO

(X704 REIDIESR)

S[EMD SR THREIRD TEAAFT TRVLSNIZERIEARIOXFY > (Cole 1999, Denjean 1998,
Jangaard 2002). J>Y R (Bassler 2015, Bassler 2018, Jonsson 2000. Merz 1999) . JJLF
$HYV> (Fok 1999. Nakamura 2016. Yong 1999) @ 3 I THdfc. EEBRTT MHLDEEM(CH
T. IV REAVZIARNDBERORESREIGZ LD TV . HAFHENDRL BERBOYTJ)IL—
TN+ CETETHES T DROEBVOERZASHC TSN DI, TDEH. RO REIDIE
$8(35EID SR THESNIEMHROER G Z T IFIBEREER 2.

=5(C. HAREAT 2021 F(CEfTeN >0 — MABRICHSWT,. 202 fEsgH. FHNIICIRAXX O
RZ15 U TUVBER(E 16% T o fe. FERASNDXTO REIOEEEFINRIOXAITV> 14%. TV
Z R 23%. JILFHY> 68%ETILFHYUIEREZ THDIZ (Tanaka 2023) . SR DIHREIRD 2
FE. BAEBRNTHEASN TUVIEFIDEIENRRD D, SERSNIERAXTOM ROBIENEAR
ERNDZ < D% (CH TIFERDIMNIASHTRNEEZ BND,

(e52)

SED SR DMFRIATICENT, BA—FFIM TEREE(CKRERENDOIZ. (FEROFLHERETS

BR) . BARENNSOERAEDIREELTIE RUOXSY> 50ug 1-2puff 1 H1-2 @ (FERX
FEFEVNEREE 2017, K1L(EFD 2015) . TILFHY> 50ug 1-2puff 1 B 1-2[E (Nakamura

2016,75% 2018) N'HDISEDERE LTV DMHRNL VAN D D. NS LRI DL, SE

D SR DMRERBOTZHRDFELALET. IFRCEZVESENHVSN TS L&D,

NS5O EMNS. SEID SR DIFRM. ERTFEESNDIE/MERSETEEROBERICIRDMIIAS
MNTRWEER T,
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(FAELERICREET IETF)

FHIDORTAELER(C(E, HIFZ(pMDI or IRARRER), ERAY DR (ARX—T—DFEHR. XTS5 —-D
TEEEHEAE), IR5AIE (EFHISSEMIMNSOTE TOIERRE) « [ENEEOERE. HIRSREMRES
<DRAFMNESLTLSD (Fok 1996, Grigg 1992, Arnon 1992, Fok 1997. Ali 2010a. Ali 2010b.
Esmaeilizand 2020. Pelkonen 1997, Li 2023) ., ER(CATMIREEEE T OMLERICIFDIRARTO
- ROFAFLESR(L 0.02~14.2% (Arnon 1992) /REDFHRENH D,

S[ElD SR TIFAFRBICCNSEFOF— IRV T2 3 U (FFERICKEMN D 2. KITHAFTEND
2. INSDEVWVEIASMNCI DT T TIL—THEREIEM TS AN DIz, MSREFIBNREZL)
Bassler 2015 - 2018 MARICH W TIE. EANTIEFICAS/RL pMDI EEIZFHAWTE D, ERDOIRARR
ERZFAWCHECHERZZTDFEFIETCIEIHDIZEEFH LWL, DL DZRE. SR DIERFSNIZIR
(CDWTCIEFT > ADHEENZ TIFR3ERRRICIRDEER T,

FEDOLSICRTOA REIDEA. K58, MRNEERCHE T IRFENENL T TEMRICHE
HROERENTADEEZSND. ENENDEAENDEZERETDE. SSICHEREREGETNDEER
SN [BWIMERTENTHER] THDEHWIL, TEFT > XAOERMERHEL,

—HT. INSDOEFRZERET DHEMNMEL Nakamura SHADARK(CHS UV T, HOT Zik S I alEett
WRESNTVNBZTENS, BRELFEECTETRNEEZEZITND,

[(EEFROBERDER]
EAEAEREGAED 95%EFX N 0.99-1.38 LB D RIEEMN SN ISP EENBETH D,
Fle. RERCEBRTOM RZERAE TSI L. HEFNTFRZE(ESEDIARMENISNTL)
Do EERAMARTOA RTHOZELTE. EBN\DHENHDEDH. HEFZNTFRADHZEDH
BEEE CHD,
5Bl SR DFER T (FR4MHERE(C DULVTIEZ RR 1.10 95%CI 0.7-1.72 EBRZE(FERDIEIM D IZBEDD.
5% EFEX B DIRNL <FBHEMEMEWNC & (CIFEENVETH D,

Knowledge gap
- 2704 REIDESR. 1582, NEEXR(CEE T IHRFIMR—SNITAR
- REIfEZN TR Z 070 MO A E UTZIAR
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Clinical Question:
{E1E 36 BICEEFHEREMEMEZE (Chronic Lung Disease [CLD]) ZEFRIE LRI U TIRA—EELE
FEREEZITD 2L MA—BMEERBEEZITNIRNWC EICHURNTFRZNET DM

PICOT
Population:
{E1E 36 3B(CERE CLD ZFAE LIZIZ
Intervention:
R A —E#{t 23R (inhaled nitric oxide [iINO])EAZITS”

Comparators:

iINO BEEZITIDIRLN

Outcomes:

EBRIET. HREFRERE. TR, T AIITRESE. [EUR. REKAOMSME. ABH
N iES

Type of studies (study designs), Language, Time, etc:

P2TCOEEAS(LLLEERER (RCT: randomized controlled trials) . JEEAEAILiKER (non-RCT) ,
interrupted time series, cohort studies, case-control studies, before-and-after studies Z=
HD. MEFIERRS. EFRE. SEROLEROHDORFT. EMWIEREROHDIRTIFIERNT D, KREE
DOPiFENHDIRD. SEOHWERLETD,

Definitions, other notes for PICOT:

- R RIB AR R (CLD; {EIEEZR 36 BEICHWTEEEZRIGST® CPAP ° A TIIKER(C X DMK
TN NEIRIRRE, ATFRITCKDT —F DIEDIR(C (L JEBNeo DEZERICHED. )

- ERERAEIRIEMAMERR (FBhE CLD; {21E 36 1BE U < (JIRFERFR T 30% U LDERSE UL (&
PmE#S 7 EF D CLD)

- fiSMMERE (Pulmonary Hypertension [PH]; DIRBERARR. DIBHT—)URB TN
JZ RS I JAE )

- FRERFGEFEZE (Neurodevelopmental Impairment [NDI]; 3 kB CORNERE, RANEE,
HE - BEEE)

- MEILIRAI (PDES PEEZE[ZILTF I« 55T« )L]. T2 REYU S REREREINTEZ>
B ISFT2H, 72TV ] TJORFYAOU ZEMMEBE[I/RTIORT ) —
JLo SLTOXFZTIL. AO07OR S, ELFID])

*INO (4 S ZDMDMEHLRFIDHA (S DULVTIFA PICOT TIHEDIRN,
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BETF DHELR
BIFDHA RS54 2 (CHNWTA CQ DRE(CRHET SHER (IR DI San o7,

S EIDHER

ST IRIBMIMAE (CLD) SIUHAEREBHEIMER(CHSMEMEE (CLD-PH) ORERICHU
T, INOBEZ —RBICIHTORNC L ZRET D, ([5UVHER, IEREICERVWTES > ADHERK)

182 DBEDBEISZE 53 (CARFT LTz £ T FIE CLD KU CLD-PH DFRE(CH LT INO BEZITS T &

(FEE LR,

CoSTR summary

EE CLD S XUHERIEBHMER (L DMEMMEALE (CLD-PH) DORER(CIT T D INO BEDIRZIRET
UTzBEFD Systematic review (SR) (FERESNTULVRLY, SOl {E1E 36 B(CERE CLD ZRIELIER
(CXF UTINO BEEZITD CEM INO BEEZITHRVWC E(CHARTFRZRETDINEVNDSI U —FOTX
F 3> (X U TH/ZIC SR ZiTD/z(Kitaoka 2025), >4 IMELLEGHER. EREMATEXRE U TXHMR
FREITOIEN WMREFZHTE ULLRZITOTZRERDMNS T IHANMFIR, AYERZITDZLFE
TERM o7z, > T. EAE CLD A2 CLD-PH ([C3x1 9 B INO BEDMRICEA L TIE+RIRITEFT > X (S##R
nwZEMOM oz, EZTHA RSAAERKICHIZD> T, KR CoSTR Tl #BRESNEXBDHFHNS. @
EJE CLD. CLD-PH B&ZMRE UL TCOIIO—UENT—TIUREZAVT INO IBEDRRZIRET LTz
if32(Mourani 2004; Khemani 2007; Nyp 2012; Frank 2019; Sehgal 2021; Fraga 2023). Q%
CLD BE(CX U T INO BEZMTSNIEEBEN S FNIZHTT(Banks 1999; Slaughter 2011; Murthy
2017; MacKenzie 202; Lewis 2021; Du 2021; Lewis 2022). @CLD-PH & (3 LT iNO L= i
TENZEBENSENTIZHAIL(Del Cerro 2014; Altit 2019; Arjaans 2021; Kawai 2022; Kiskaddon
2024)[CDWTHRESNZT—FZF L. itk Uz (Kitaoka 2025).

iINO BEEDIRZ DE DT —7 ) URBES LD T I —RE(C K D 5l U /AT DIRET Tl&. iINO BEARIA
BI& THEIARE N R E LU T L VZ(Frank 2019; Khemani 2007; Mourani 2004; Nyp 2012; Sehgal
2021). LM L. INSOMARICEFETYBEREG EDERKRNCEREIRT D MHACDNWTIFEH SN
TV Dz, EhE CLD FE® CLD-PH BE&E(CX 9 D INO BEDERIR F#&Z5Cik UTZAAFE T, INO &
BEMATSNZBE TR PLIEVFRMENMULTE D, PEMNBONC EMIRESNTULZ(Altt 2019;

Del Cerro 2014). ULMU. CNSOHARIGFBEDESEZREL TH ST . INO BEENKEHIREEE U
TEERBECHUTERINTLDS Z AN,

CNSDIAFTMNS. EERKRTIE INO BEENERER CLD-PH DEE (O U TRESICERAEIN TV ZEN
#RATE/z, UM U, BEE CLD X° CLD-PH (CX13 3 INO BEEDMRZ R U Tz LEBAATR (7 E LI D
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1zo IR, AFBTILEAE CLD. CLD-PH (C3x19 D INO BEE(SRIEEISIH THD. =5(C. INO BAFIRHE
RO MEL, INO BEAICHEB IR ZARE U CUVRWNEER T AT D 2 ENTERW, M DS
KD, Z|IE CLD, CLD-PH (CXt9 3 iINO BHEDERZ /IR (CERAITAESRILEZ L <. K CQ TIFEIE
CLD. CLD-PH ([Cx 9 2—1RD iNO BEE(FHERLUIAWC & Uz, 22U, ERIDEEFIIC DWLWTHRET LT
L TEE CLD A CLD-PH [CX U T INOBEEZITD CEFEELE Y. EfT IRIC(HELDEETHD(C
BILZARET Uz £ T INO BEEZITD ZEMEF UL,

SESKMEUTZ SR [CEALT

BEREAE L RIMESE

2TCTOEEALLEERRER (RCT: randomized controlled trials) . JEE/EA{LRER (non-RCT)
interrupted time series, cohort studies, case-control studies, before-and-after studies ZZ& 3.
REBISEIGIRES. TEFIIRE. SREROLIROZHDIATT. BMERERDHDATIIRINT D, SEEIFRE. BR
FBOXHERCRE LTz,

- REFT—HINR—-X

MEDLINE (OVID interface), Embase (EBSCO interface), Cochrane Central Register of Controlled
Trials, CINAHL., EH:%

- EAIRZRHE

2024548 17H

- BRI T DAMMDFFEM (S Full SR 5@ £88(Kitaoka and Kobayashi 2024).

Consensus of Science (FZFIRBLDE & &)

RZBEDFER 1710 XEARERD . |EUTZ 598 ST ERIINLTzDS. IR OU—Z0%1T0\
204 SFAPNAX RO —Z>2 2 DIRERDTZ(B 1), 186 XHk(EA CQ DR TRALBRIMNL. EfE CLD
BEUL(ECLD-PH ([C LT INO BEEZFEA UL 18 AER TEz. LA L. CNBSDATRETT
> hO—ILEBFZAVWCLERZITOTH ST, fERE LT SR DMRIESFELRN DIz, EDIEH. F
HICPFEULEAT T FUSAPYTTIL-T#EiZITDO ZLETE R o/z, €I T, BECLD ELL (&
CLD-PH [C3 U T INO £ L T 18 SKRRIC DWW THRERDE EHEITIRD T,

18 XFRD S5, 6 XHAT CLD F/z(d CLD-PH OFRIE(ZX LT iNO #5718 DIOIEH T —F ) UREH K
DI I—RBOREREZ M L TULVE(E 1)(Fraga 2023; Frank 2019; Khemani 2007; Mourani
2004; Nyp 2012; Sehgal 2021), 7 XBANWESE BPD BEZMRE UEHARTH D, INOEEZSTM
BHLRFINMER N TUVZ(ZE 2)(Banks 1999; Du 2021; Lewis 2021; Lewis 2022; MacKenzie
2020; Murthy 2017; Slaughter 2011), 410> 5 Zfk(. CLD-PH B&E&EMHRE LR THD. BEIC
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iINO EEEZE SO MEILFREINMER N TLVZ(EE 3)(Altit 2019; Arjaans 2021; Del Cerro 2014; Kawai
2022; Kiskaddon 2024).

i UTZAAZEE 1999 05 2024 F(CHRESH. BRMSENSDIREFIEMNDTZ, 2 #RODREIE SEREH
7%(Banks 1999; Fraga 2023) & 1 #RDIERTIATT(Lewis 2021)WEENTULEN, KD DAR IR B ESE
AR TH DI, TNENDHRFTDEEEL 9 2a(Kawai 2022)HV5 834 & (Lewis 2022)TH D, TEARIEE
DIFIFETZ(FHIUE(E 24 BHS 29 B TH DIz, 1 RDINUEIMARICHS VW TIERERZSA T
(Mourani 2004).

DIEDT—FTIURE. DITI—REOHRZHEUZAFT(E. 5 DOARKICHLT INO BEEARIE
OMRZFTHEHL TLVE (R 1) o INOBEEDFEREE(L 20-80 ppm ThHo/z. 1 HRDIAFK TILINO DfE
BIC KBMMEDERME T RSN D IeBEDD(Frank 2019). ZDMDIAFE T 100%EFR%S (C
EEXRT. 100%EE83R1% 5 (CHNA T INO BEZ T UIc AN, FlES KU TPV/RVET(Time to peak
velocity/right-ventricular ejection time) W ER(C/ET L TLV/z(Fraga 2023; Khemani 2007;
Mourani 2004; Nyp 2012; Sehgal 2021). &R TIE. ILFTF T« )USSEIEOOL T I—1REBDME
RzEHmU. 11/21 N (52%) M ILTF T 1 )ILISHEIC INO BEZ TS TULVZ(Nyp 2012), iNO
BEZEMATSNIZRBE L SN O EBEDREI T, 2ILTF I ILIEERODEEE - I EES KU
Respiratory severity score (CBRBRZE(FRAL. 2ILTF T IUE5FHID INO IKE5OBERME (RSN
>7=(Nyp 2012),

EJF BPD BZEZXMRE UL TIE. AT UEREPLIEVREZRIITZRET INOBENKIDZ EA
SNTLVZ (R 2) (Du 2021; Murthy 2017; Slaughter 2011). {0 T I—%F\U\T PH &5l U7=tAZT
Tld. PHEETIBETLNS < INO BERMITSIN TLV/=(MacKenzie 2020; Slaughter 2011).
BPD-PH B&Z MR E LA TE. EEULIZERBIC INOBEEN K DZFERAESNTLE (F3) (Altit
2019; Kiskaddon 2024). iINOEEE(ESILTF T 1)L, ST 1)L, REH> . T/RTJOXFT /=)L
12 EDQMEIRRR EH(CERASNTE D MOMENGRFIZRHIG UEE(C INO BEZRIE TEEREER
£ U7/z(Del Cerro 2014; Kawai 2022; Kiskaddon 2024),
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M 1. XEMRZRIO—Fv— b

MEDLINE EMBASE CINAHL CENTRAL ICHUSHI
(n=469) (n=857) (n=205) (n=134) (n=45)

Y

Records after duplicates removed
(n=1112)

A\ 4
Records screened Records excluded
(n=1112) (n=908)

Y

Articles selected
for full-text screening

Articles excluded for out of scope

(n=204) (n=186)
Y
a s
Studies assessed Articles excluded for
for eligibility »| absence of a control group
(n=18) (n=18)
J \
Y A 4
Studies eligible for Ineligible studies reporting use of inhaled nitric oxide
meta-analysis for severe BPD or BPD-PH included in a narrative review

(n=0) (n=18)
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K1, EFECLDE UL [FCLD-PHIC3Y BINOD#IRE LB ERE U< (3HhFT—FIVLIRE Tl U IC A3k

BER (6B)

R, N I KE (9) ik TA EROFED
Mourani 10 CLD-PH 29 (range  AT—FTIUEEPFORE  KEFRKEBEMENGERE(EEZERE. INO. H ERIESE INOBEEOHAICKD. FHEMEIMRE (24.2 vs.
2004 26-37) Rz T 28IAE LD LERE)CRE 34.1 mmHg) &ERfRMERTLE (0.23 vs. 0.42) HhEd
KE 955 (range  7k— NEAZE L. RIMEIEFUEE (21.8 vs. 16.8 U-m?) MMEMULTE
490-3900)
Khemani 42 CLD-PH 26 h7—FIURBEZZ T ERR. 100%E43R. 80 ppm D iNO &1%  INO BE(CHWVWTHEIMEMRE (INR—X S > LR UL TH
2007 (range 23- JBEOKREBERRZHRET 55U, MERICEHERZ XM RIS UTz(-18 £ 21 mmHg). EfED PH ZFDEED
KE 32) D3 MmETR— MAZE BETUE(E PH ORWEELDEERICENMNDZ
701
(range
355-1320)
Nyp 2012 21 hERE-8 27 IIIFTFITIIESEN  LDIO-REBICKDIILTFI«IUESET LIO—Z2RIF2 7/10 ANCBWTSILTF T+ )LEIER(C
KE fiEt CLD (range 23- ERBFBORIMAMETIR— RBOEEREIMNEIAEOZLEIFIRFRER AESRSMEAEMET Uiz, SILTFHT0)UE5#&I(1C
33) (N TIEL O7#%seik Uz, 11/21 ATIESILTF T Respiratory severity score (& 3 ADHFTETF Uz, iNOE
641 (range 1 IS SRIAREIC INO iMERENTULE BT EINEEE ESNRN O EEBERTIILTFI0)L
461-1900) KB OAZEESIUEIAE & Respiratory severity score (C

BEFEMO
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Frank 2019 26
HF5

Sehgal 10
2021
A—-RXbBS

Jur

Fraga 2023 37
KE

CLD-PH

EBJF CLD"
and PH

EYE CLD”

26
(IQR 24-
29)

580

(IQR 500-
740)

259+ 1.9
(SD)
612 + 175
(SD)

25 (IQR
24-27)
690 (IQR
590-810)

MEIRREIESRIE D
T =) NRERERZ
9 DEDMEEDR— A

i
iNO BUAEARTEZDLT

I 1RERRZLERITD
#BA3mEI/R— MAK

EJE BPD H&I(C INO L
T UIZaimE J/R—
N

2EET 100%EBREIHSEN.
16/26(62%)T 100%E43= &HE T iINO
#5(20-40 ppm)HEiITESNIZ

100%B&5=1%5 30 73%&(C INO %%z 20
ppm T 15 3fE. CPAP Tix5=niz

=RAERT T Y MRE(TRIV). LEFR
DFIB{L, EBREMROAEDREICKLSD
SPAP/sSBP MZ{tAN LT I—%FULTH
EEHJZ. INO (£ 20 ppm TERETN/Z.
FECATEEFIRERERIREDT D MILE

Bfilk=y gV
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9/26 AOFBREN S ME/RG4EHER(Acute vasoreactivity
testing) T TH D SMMERICHEREREZEOERE TE
K[EYBEIZ(FFETOYU X IMMEML TW . BF—F)LR
BHHIC INO BEEZ I TSNIZBE SN o IZBEDOR
TREMERSERBROBRICEREGEN 1T

TPV/RVETc 8K T Pulmonary artery annular systolic
velocity MZ1L (4 iINO = LI BEICH LT 100%HE3R
ZEAUREBEELDEBRCKEN D

37 A% 30 A(81%)DFEHE(CH VT PHHFIELIZ. PH (&
iNO Bifa# 48~168 K CHRACRE LIz, BT
5/38(13%) THRAEL. 23/37 A (72%) T:ERIE (CIEEEE
REEZEUR. 26/37(81%) ADEE THiMENLREINME
Azniz

"30%U_EDEERESE UL (IBERSEEUZCLD, B EAEETH+ SDE L < (FHHRME (IQR or range) T&it. IQR, Mi&ER; PMA, post menstrual age; SD, standardized

difference; sPAP/sSBP, systolic pulmonary artery pressure/systolic systemic blood pressure; TPV/RVET, time to peak velocity/right-ventricular ejection time; TRJV, Tricuspid

regurgitant jet velocity .
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+2. EFECLDICH U TINOBUEZHETT UICHAZ
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R, N i B (8) 7 BROFED
%2 (9)
Banks 1999 16 &ECLD"  25.5 (range 23-29) i CLD BETO INO BUEDMREMET 381 INO 185 1 BSRIED PaO, DHRIEFZL(F+24
XKE 787 (range 448-1790) mEIEMERER. 2 TDEECHULVTINO(20 (range -15-59) mmHg Td&D. 11/16 (69%)DE
ppm)ZED R &6 72 BRERE SNz BCHBWTPaO, A5 mmHg I EER U, 11/16

(69%)DEHCHULVT INO 15 72 BERIZ(C Fio2 H
15% B LTz

Slaughter 2011 190 BECLD" I I—:Hfid0 EE CLD DEBEDERET I ML RTIRT D PHDHDEEE. PHDRVWEEXDEIREENEN

KE 25 + 1.3 (SD) HOE BB IR— N Sfz. DII—HRE(L 78 ADEHICEMSA. 29 A

779 + 122 (SD)
TO—5Hfra L
25 + 1.5 (SD)
734 + 133 (SD)

A PH E2MrEnTz, PH DEE 19 AR5 A
(26%) NVINOBEEZEZ (T, 3 ANDILTFT1IL%Z
‘NN WITNDEEEBET U
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Murthy 2017
KE

MacKenzie
2020
HF5

Lewis 2021
KE

1383

87

187

E|iE CLD Y

REfE-B
Jif CLD*

E=E CLD*

LB LR

25 (IQR 24-27)
740 (IQR 615-900)
FEEEL < FRER
26 (IQR 24-27)
691(IQR 560-863)

CLD-PH

24.7 + 2.3 (SD)
765 + 220 (SD)
PH 72\ CLD
26.4 + 3.7 (SD)
840 + 344 (SD)

25 (IQR 24-27)
710 (IQR 560-940)
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=k CLD BEOHER BT RS DI2HDERS
mEIR— MR, T—YZ/EVRIMER L TE
FUEE( = 1103) &, AT FEEF[EYIRHM
ZERITIEEE(n = 280) OB THR U,

REENSEID CLD BEDERET D MiLZ
LT B 1zsb DB mED/R— MAFE. PH D
2FE & PH DIRWBEOR THRREZLER U,
PH (RO IO—RETIHE =N/,

CLD BE(CH T DR /R— b EFIPEEIC DU
TR J7/R— MR, BERE LTI MIA
(FRENZERSZZITEERE (n = 94) LR
ENBEERSERIITRM o EEE (n=93) T
gEenr

BEZEMITTE. IBUMMRLUTERLZEEG.
R FZEIEYREMZEZ R CHENT, 788
Lo INO BEEZ T B EIANEN D= (60/1103
[5.4%] vs. 74/280 [26.4%], p <0.01). ZEEMR
T BEFEFREDMMESI=EEE 7 AL
L INO Bk EDRIICEEREFRSNAN S =

CLD-PH mEEF. ERBHINEL, BHAHERF
ERAHRSIEICK D, BEUR TETNZERL
»ofc. PHDHDEEE PH DIRVWEEEDRICTD
M LADBEEIRSEM oz, CLD-PH OFE 24
AH 5 ACINO BEEM TSN TLE,

FREMNFZERIZZITIZREL. FENGERIZR
(TR IZBE XD INO BEEEMI TSNS RIREMEN
ghofz (n =10/94 vs. n=1/93) . =5IC. 28N
BERREZITTEEREFFRE. H - REBFERES
BXER. 2BXF0O4 R, BLUIILFTFI1IL
‘5 EITONS AR EN DT
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Du 2021 237 BE-EAE 28 (IQR 27-29)

thE CLD* 1080 (IQR 930-1250)
Lewis 2022 834 EMECLD" 24 (IQR 24-27)

KE 760 (IQR 615-950)
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418 1 FREOARFROOLITI—FHEICLD PH D
BREE RO MO LDBEZ IR T B8
mE/R— AR, 1 FUAOETY X IR FZ
ZZE COX /) \F— REFILZAVTEITLZ.

BHEOANEET O M AORERFHE T D7 —4
NR—=RzZRWeg3m|E R— MAK

HFBER D BIFEFRHTH U TINO BEAN'S < MEfTS
Nz (n = 5/221 [2.7%] vs n = 3/16 [18.8%], p
<0.001) . INO EEDMBITHIEL R - BR(CEHEL
TuL\z (HR = 5.78, 95% CI 1.08-31.08,

p=0.04) .

BAOBHRICHVWTIHT U XD & ABREIRBAMENM L T
LV/Z(aOR, 2.1; 95%CI, 1.2-3.5) . iNO #E%(% 834
AH 27 N(CHEfTEne (BA 6/276vs. A
21/558) . SILFTFT+)LIE 834 A 11 NICfER
=nTuz (BA5/276 vs BA 6/558)

"Hi28 TRENBEMRKEEL/ZCLD, 'Bii28 TIHEEMNIEEMRREEL/ZCLD, *EIF36:8(CHERRE U< (330% MU FDOMEERS#ELU=CLD, B EAE(FTEE+ SDE UL (TR

B (IQR or range) T&X:ic. Abbreviations: BPD, bronchopulmonary dysplasia; BW, birth weight; CI, confidence interval; GA, gestational age; HR, hazard ratio; iNO, inhaled

nitric oxide; IQR, interquartile range; NA, not available; OR, odds ratio; PH, pulmonary hypertension
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#F+3. CLD-PHICX U TiNOBEEZRHE1T U I=tHE
DIO—TEZMSNIZPH, B ARSI TS+ SDE U< (FH5E (IQR or range) T&id. Abbreviations: HR, hazard ratio; iNO, inhaled nitric oxide; NA, not
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available; PH, pulmonary hypertension; PMA, post menstrual age; SD, standardized difference.

A3, N

i

BE (B) / hE

735

BROFTED

Del 29
Cerro

2014

ANRA >

Altit 1
2019

KE

CLD+mh&&
FE-EBRE
PH’

fEIE 36 38
TO PH

27 (range 24-
30)

740 (range
490-1450)

26.4 + 2.3 (SD)
709 + 322 (SD)

CLD-PH BEHDEBR. B8F. 7D MIA
ZECik I D& SmEE0/R— MAK

{EIE 36 AT PH ZBULICREBDER L)
D hALZEER U SmEE O/R— MA
0. EFEE(n = 44) EIREREE(n = 17)
THRZER Uz, FETUXTRFEE
ZE COX /\U— REF/)LZER U THT
Lz

PH 28 29 A1 22 ADBEICIRSSNIZ(SILTFI1IL
[n=22], RE>%> [n=7], 1OFOX ~ [n=5], bLT

OXFZ)L [n = 4]). iNO BE(E PH ZRICHIZ T 13/29 A
DEECHERTNIZ, INO BARIC PH (£ 15 ADEBETH

EFESIEEFECHATINO BEEZ TN/ g &M
A 12(n=21/44 [48%] vs. n=16/17 [94%], p =
0.0009). HZEMFT(E. EIE 32 BUMED iNO B
FET-U RODIENN EREE LT (HR 11.10, 95% CI 1.47-
83.83, p=0.02). PH DEEESLCHERRITOA RD
ERAZARUELZSEZEMTTIE. FETEXRE INO BEDRIC

[ T R N .
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Arjaans 28 CLD-PH 26.4 £ 1.6 (SD)

2021 790.0 + 234.2

A5 (SD)

Kawai 9 CLD-PH 25.4 (range

2022 23.0-31.2)

SF:N 716 (range
431-953)

Kiskaddo 42 CLD-PH NA

n 2024 NA

KE
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CLD-PH 2EDEH7 D b hLZsEiR U
fe#B3mE 0/R— MRS, PH (RO I—
TiHMiicNz, BESSR. A&, PHDOH
IR ENEIRENsz,

CLD-PH &&DE=E D MLz Sk
g BBmEO/R— MAK. PH (LT3
— iz,

H9S T4 )L &S =Nz CLD-PH £3&
DOESEETVIMNAOLZEIRT BES[E
J7/R— NASE

HIEXRDSVIEMEESEFXRDERT EBRICEEL
TULVZ(HR 6.46, 95% CI 1.86-22.44; p=0.003), 9 A
DEEN INO BEEZMITESN/Z. 3 AIMELE 36 BLLATIC
iINO B EZ M TSN. 1 AMEIE 36 BLE(C INO BEE%E
MITSH. 6 ATIELE 36 BLF(CDH INO BEEZE I TSN
oo EFBFEIFEFRBITINO BRICBEEFRM O /2(n =

4/17 vs n = 3/11, P=0.22),
iNO EEE(E 3/9 (33%) ThefTE NIz, INO BEEZEITSN

122 ZHET L. SAASC INO EAZMITSNGZ 1 BhFE
SEEMGEESZER L TUL T, MomEILEEE L TR
s> 72IJUEAS RSTOX S ITRIJOX
/) —=)LMEREN TV,

9595 T« )LEIBIFIC INO 1Y 32/42 NICfERENTZ. INO
BLEDEE (FHSYE 20 ppm(range 0-40 ppm)T&H D
fzo 2BENTS ST« )LBIAE(C INO ZHRIE TSN
12/42(29%)DFEE THEMERZMHA L TLVZ, BT
9/42 (21%)TdpD T,
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SEIOHEREBIS
EEMTAERIBIEMARER (CLD) SIUMTARBMEMERER(CHSMEMEL (CLD-PH) ORERICHU
T, iNO BEEZ—RIC(HTORN EZRERT D. (B[UVHE, IFEICERVITEST > ROMEEM)

&l 2 DR BDEIGZE+53 (CHRET LTz £ T, &IE CLD S KU CLD-PH DRE(CH LT INO EZITDZ &

(FEE LN,

TEF> XD SHEREA

Summary of judgements

JUDGEMENT
HBESL. F
Bl
(A
LFEULZIR nIH th SHSR
LFEULRVHR INELN DI/ DhHS5RN
TITEF > RDEEN JEE (TR 1K = RAMRRL
EEQAESE
BEERAFESR \ BEQAMESR
MFEEEIES ,
EFEES MEEFES
DEEHEEDS
D2&HD DEFRL
<7I2U
T A BB
MRDINS >R KBELVINE TADMEAL Ph S5
BRI TR
hEEDIX
PWEERS L DHBIRN
WEERS(CFAITD
H RAMRRZL
TIEF>RDMEEME
EFRXIEIR ERmELL
HEeolE&E
TEEX PHBIRN
308
HBESL. &
. DINSIRN
\
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JUDGEMENT

WRANEEDSZERS

- CLD-PH (JBERERD 8-43% THRAEL. CLD-PH DREBFFET-_LIZD. TEMREE. ATIFRES.
SQEBYHREZELZED T B EBEZ L\ (Hansmann 2021; Khemani 2007; Mandell 2019; Mirza
2014), =5(C CLD-PH DREE(F. READEFEFEPRIAARS LUREREREZEI D26
(Mandell 2019). CLD-PH (CX1 3 B3N EROIRET (FFERERCHS T IER/IRFRETHD.

- INO BUE(LERNATMEILRIRZ B I DFAITH D, PH OEZHF L TERA TN TS (Cookson
2024; Mandell 2019). SRR (4% 7-21 H)®D iNO BEAIC DUV TIES >4 AMELEESGRER D EUTH
NEM. INOBEECK D THEB KLU CLD OFEAEEIS (TR UIRWLEREF SN TLVD(Hasan 2017;
Mercier 2010), {E1E 36 BLEDIEMHHADEE (CXI T D INO BEDME(CEAT D RCT (IFEET .
CLD-PH (CXt93 INO BEEDIEFT > R FRSNTULVD., ULMUL. CLD-PH (CX1 3 DIRAR /AR (FIRIR
FIEE I, INO A PH (CX I 2REnAI/aE S U T, $5(CEAE/SR CLD-PH BE(CH VWV TEERKR T (3
ITENS3(Banks 1999), F/z. INOBEEZMITI D ETEF U CLD-PH BEDARPDIREEH D
(Kawai 2022).

« K SR Tl&. A CLD S KU CLD-PH ([CH T D INO BEDBEMMZRFT I D EZ2BNE LN, I
BREFZ N TE UTCLERAFTMNFIE UIRVW S ENMB A GBI ZITD C L (ETEEM o Tz, SEBROAF. ZED
EE EIRBD KD KR CQ TIIRRENIZATRDHF NS, EAE CLD 12 CLD-PH (C3x# L T iNO FEEZ /T L
FERRFRIC DL TR LTz,

- SEEHRUEHAFRDODS S, — 8 OO RBES XCUEHLT—IUEBEZFERUTEECLD UL (&
CLD-PH Z2&(Cx19 D iINO BADMEZFHE L TL Ve, ZDMMDIAITIE. EfE CLD KU CLD-PH E£&
ZMRELTHED. BEER. BEE. BLUGVIMAOLZERLUTED., HAFOHFTINO ZERALIE
BENEFNTLE.

- INO EEEDRZ DN T — ) VREBES LD T I—RE(C KL O 5 U /21853 TS INO BEERMIARIE T
FhEhARIE N EZE U TLV/2(Frank 2019; Khemani 2007; Mourani 2004; Nyp 2012; Sehgal 2021), &
NSDAFEIE INO BEEN UENT —F) LRBEPO IO —REFRZE S E D I &2 RUA. EFIEE
WIx<, BT, BERR. TET/\A AERAKRE. KDERERNICEERTD MHACDNTEFEHEL TH
2oz,

- BJiE CLD B&(CXW I D INO FEDHAK TIEMBEFZHELTH ST, INOBEFFRT LULEEEPRE
IR ERITIZBE TS ITON TV, UL L. CNSORTRFEEOERZRAELTH ST, INOE
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ENREIIEERE U CEERBECH U TERASNTUVWER TH DI EMNERITE D, ZDIzH. 2
NS DORFRDFERN INO BEE(CK DT UEFERMEBI DI EZASMNCUIZED TRV EITER
M ETHD.
- A SR [CHUT. CLD-PH BEZMRE LTI T(E, INO BEZMITSNIEREB ISNRN > ITEE
KDEFTNSH DTz (Altit 2019; Del Cerro 2014), CNSDIAFRDIEREEZ. INO BEENEER
CLD-PH MFE (T U CTMan (RSN EZREL TS,
« K SR DMRE(FRRDEDD. 2HMEHALED iINO EEE(C DUV TIRET UTeAIBDT — I - AT M S
2 (Nakanishi 2023). COIAFRTI(E. BEER(CHITDHEFEREZTREDRATFE E INO FRDOBEE
(CHEEEMNRNS ENRESNTUVD., ERICHARTEXD (CRERALRED INO BEF K D ERE/RERE (Ch
ITESNDOREEN BN EMNS,. COMRFTOERSRMEHALFD INO BEEDRZRIE L TULDETEEM
»d. UM U. F|JE CLD 1> CLD-PH (Cx19 D INO BEEDLLEIAT (C K> TEHE. BEAFR. REATFEN
WELULZEZRUEDITTEIR,
- INO EEDRFEN IR MIE L INOBEEZMB LN SRR I D EFTE RN ENS INO BEEE
FARITM S INO BEEDBER T ZREF (CANZ L THIBZIRFT T 20EN DD, SEHIE UZHAFKTE.
LT FITAINIEF ST 4 )L EWVD TEAMOMEILIRES CLD-PH (LI BN EIFFSNTERASN
TUL\/z(Hansmann 2021; Kiskaddon 2024; Nyp 2012), #4555 T« )LBAZIC INOBEEZR T T/
HMEHH D (Kiskaddon 2024). iINO BSERIIAE(IC PH OBENZ LUWEEI(IC (L. thomEREER R
HNTEDSD.
- B5JiF CLD. CLD-PH (C¥t9 D iNO BE(FIRIRAFD T (HRIREICI ThD. A SR TILINO BEEDR%E
1RET UIZLEBIATR(F7R <. INO BEEDRIRICAIT DT ET > X(FRW. E5(C. INO EBEFEFENROX
A& L. INO BEEAICHERMZERZRE U TCUVVRWEER TEMEITI D EETERN. UEDERED., &
AiE CLD, CLD-PH (Cxt9 % INO BEDEAZERN (CEAITARSRILEZ L <. &K CQ TI(FEIE CLD.
CLD-PH (319 2 —1E®D iNO BEAFHER LIrLh\ T & & LT,
- fEBIDREHNC DUNTHRET Uz _ETEGE CLD {2 CLD-PH (X9 D INO BEEEZITD C &K CQ TIEETE
LWL, R TIHMRRESHDFERATH D, TEFTOREBZUW, TDIZH. BE(CHEU TEIERDME
HESFPEFEACEIDIRTEZESRLETHRFID L, HALXDRETHD(CELZIRETL. =5I(C,
BEFBENDFHPZITOERZEIZ LT INOBEEZITDZENEFELL,

Knowledge gap
- KRR T(E CQ (CEBMULHRMATRIIFERT . XIBAZITDZENTEM DIz, TDIZs. EIAE
CLD. CLD-PH [CX19 D INO BEDINRICDVNTIRFT TE TLVRLY,

- K SR TIIMRFBMGR E UTTARRICEEL L IZiARZ SRR U, RERRCTEIEST > ANNZ LWCEREDS
9. INO BEN AT SNDIERIN DD LZRUTE.
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- S1ED SR TFEAE CLD A° CLD-PH [CHNT, EDESWEFICH LT, Few EDLSBBET INO
BEEMTIRENESEBIECL TV RBNS DT EERULE,
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WINDEBRT DT MAALICDNTE. 2ILTFIAILOFHIRENERRMRZRUZIET > RFES
nighoiz,
2TOTINALCHBNWT, BT N REIEIRE (optimized information size: OIS) (Ciiz
ol & SN EEXBNLWNWS & Fe—8DT7 D0 MALICHENWTI D MALDKRAZEZEDIZZ &
P, BEEHNEVZ ECEKD GRADE FHli TIFINRTDT DI MAATIET > ALANVFIER RN &R
D7z, —AT. ATE. TEhs 29 BXRE TER 7-29 HORAR (CEERIG S EOHIRH/R— BT IRER
(CHFTBDIILTF I AIDFHIESOREME. EYBRE. B ZRET Utk RCT NNEITHTH
D(Lang 2022). REFATERHICIRSZEZIINETETIIET O ABEZULY,
B EMS. KSR DIERNS IFIREEZE I DRER(CH U T RIRTEILTF I 1ILOFHIESZ
BBNCRIDIIET > RIFZ UL, IIILTFIAILO—BOFHIESEHELRV LUz, L
L. B5NEIET > ADEMES, HOHERE U,

SE=EmUKZ SR (CEAULT

75

£ 37 BXRFETHAEL. FIREREZET D4R 14 HUADEER(P)ICH U T, SILTF I 1 ILZiES
IR ENILTF T A ILZIZE UIRWN(C) S EICRTEIN EVWD U B —F O TR F I > ZHKE
L. SRZ1TDfcs AR SR(EPRISMA i RS> (CEECTITUL. 70O MJLIFEEATC International
Prospective Register of Systematic Reviews (PROSPERO)(ICEEk Uz, (BiFES .
CRD42022358641)
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T — R
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KR — >0 D5
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| 1967 Records after duplicates removed ‘

1951 Records excluded in title and
abstract screening
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(CDNWTEFFERDESDEWVNEHIETL. WLWINDF7 DT bHAE serious EHIELZ. BEEICDVLTI(E,
FEL-TE 1’=62%Td D serious EHIRTUTE. MEEABEEEICA. HTIEMEBX(EHTRHBIN 1 DTHO
FE M3/ < not serious EHIFEUTz. FRBEEICDVTIE. £2TOV I MOALCBWTH > TILHAX
e, 5% EHEXMEINA . FIHEREBMMER. EEMEALM. RIEEBEX. BESRICEAL
TIFZ SN EEXHECBREEBEEMAZESOIENS. 2TDF7I MAALICHUT serious EHIE LT
DT EFT > ADEEGEZEHNETEIBERIEHSNRNCELD, WINDI7T MHALE very low E#
EUT,

GRADE EP table Explanations

a: 7 MALDOKRAT - CXDEZFFIVURD WD
b: I’=62%

c: B2 TILH A XhVhvEn

d: 95%EFEX AL

e: 5% EMXA (CAFEMELAEMHMAZED
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GRADE EP table

WEFY« | Ke7x zoto | S IFFT Fpol i Certainty
=i | Emmn | RmeE : TStk
1)) (95% CI) (95% CI)

2 S>4 IMeEt &) ° 7 EZ TR B o AN 5/27 5/30 RR 1.32 53 more per 1,000 ®O00 X
BR (18.5%) (16.7%) (0.16 to (from 140 fewer to IER (TR
10.75) 1,000 more)
e RIS NG ZEE
2 S5 MER R @ RZTIRN RZTIR | cde N 10/24 12/29 RR 1.20 83 more per 1,000 eO00O BX
BR (41.7%) (41.4%) (0.79 to (from 87 fewer to IERICR
1.83) 343 more)
EREMEAN M
2 S5 MMEE R @ EZITRRU EZITRRU TR cde N 2/20 1/20 (5.0%) RR 2.00 50 more per 1,000 ®&000O EX
B2 (10.0%) (0.20 to (from 40 fewer to IEFE(TIK
20.33) 966 more)
b= B R B R LA
1 S5 MMEE R @ EZITRRUN EZITRRUN Z=Z) o NG 4/20 0/20 (0.0%) RR 9.00 0 fewer per 1,000 eOO0O BX
BR (20.0%) (0.52 to (from O fewer to 0 IEB(CK
156.91) fewer)
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zomo | 27+ Fhol i@ Certainty
ISR
(95% CI) (95% CI)

IRIE RS
1 S>4 MEs #RA @ FRAITIRY FRAITIRN TR e N 3/20 2/20 RR 1.50 50 more per 1,000 e000 BEX
L5 (15.0%) (10.0%) (0.28 to (from 72 fewer to IR (TR
8.04) 704 more)
RFAYRIRERE
2 S>4 MEs #RA @ FRAITIRY FRAITIRN F < N 12/70 18/70 RR 0.67 85 fewer per 1,000 e000 BE
L5 (17.1%) (25.7%) (0.35to (from 167 fewer to IR (TR
1.27) 69 more)
BESR
2 524 IMEE A @ RZTIRUN RZTIRUN | e AN, 1/27 0/30 (0.0%) RR 4.13 0 fewer per 1,000 ee00 BE
B2 (3.7%) (0.19 to (from 0 fewer to 0 &
88.71) fewer)

CI: confidence interval; RR: risk ratio
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HEROFED
IORAALL BT
Sildenafil Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Konig 2014 3 7 1 10 45.2% 4.29[0.55,33.18] 2014 i
Abounahia 2019 2 20 4 20 548% 050(0.10,2.43] 2019 ——
Total (95% CI) 27 30 100.0% 1.32[0.16, 10.75)
Total events 5 5

Heterogeneity: Tau*= 1.44; Chi*= 2.65,df=1 (P=0.10),; F=62%

Test for overall effect: Z= 0.26 (P = 0.79)

0.001

0.1 i 10 1000

Favours [Sildenafil] Favours [Placebo]

2D RCT 57 FlEZHRE LTz AT T3 X T (3 1.32(95%CI 0.16-10.75). ##EXI5HR 1000 A
»7zD 53 A(95% CI -140-1000) T2 LGFRITRVWTIES > XDHEE M)

FOBRAL2  FFEREEEE

Sildenafil Placebo

Study or Subgroup

Risk Ratio

Events Total Events Total Weight M-H, Random, 95% Cl Year

Risk Ratio
M-H, Random, 95% CI

Konig 2014 4 4 7 9 828% 1.20(0.76,1.90] 2014
Abounahia 2019 6 20 5 20 17.2% 1.20[0.44,3.30] 2019
Total (95% ClI) 24 29 100.0% 1.20 [0.79, 1.83]

Total events 10 12

Heterogeneity: Tau*= 0.00; Chi*=0.00, df=1 (P=1.00); F=0%

Test for overall effect: Z= 0.85 (P = 0.40)

RN V- OR—

>

0.01

0.1 10
Favours [Sildenafil] Favours [Placebo]

100

2 140 RCT 53 il 5i5k & Uiz A IRBHTCEARI U X 7(3 1.20 (95%CI 0.79-1.83). #E31%HE 1000 A
3720 83 A(95% CI -87-343)Tds o Iz (FEECIEWVL T EF > XDREEH)

7 AL 3 BEKEARRI

Sildenafil Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Konig 2014 0 0 0 0 Not estimable 2014
Abounahia 2019 2 20 1 20 1000%  2.00(0.20,20.33] 2019 B
Total (95% Cl) 20 20 100.0% 2.00 [0.20, 20.33) | ——erii——
Total events 2 1
Heterogeneity. Not applicable YT o & 700

Test for overall effect: Z= 0.59 (P = 0.56)

Favour's [Sildenafil] Favours [Placebo]

24D RCT 53 flZsdskE& Uiz AFEETTEARM D XT3 2.00 (95%CI 0.20-20.33). #EXI53HR 1000
ATz 50 A(95% CI -40-966) T2 Iz(FFE(CEVWTEST > XDMHEE M)

7 BAL 4: HEEEREERIGAE

Sildenafil Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Abounahia 2019 4 20 0 20 100.0% 9.00[0.52,156.91] 2019 »
Total (95% CI) 20 20 100.0%  9.00[0.52, 156.91] R
Total events 4 0
Heterogeneity: Not applicable .01 01 10 100

Test for overall effect. Z=1.51 (P=0.13)

Favours [Sildenafil] Favours [Placebo]
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1 DD RCT 40 FlEatgkE UTfe AFEERTIE>AET U XD(£9.00 (95%CI 0.52-156.91). #@xI%1R 1000
ABTZD 0 A(95% CI 0-0)TH 2> ZGER(CEVWTEFT > XDMHEE M)

70 AL S IR X

Sildenafil Placebo Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI Year M-H, Random, 95% CI

Abounahia 2019 3 20 2 20 100.0% 1.50(0.28,8.04] 2019

Total (95% Cl) 20 20 100.0% 1.50 [0.28, 8.04) =l

Total events 3 2

Heterogeneity. Not applicable k t 1 {
) _ 0.01 0.1 10 100

Testfor overall effect Z= 0.47 (P = 0.64) Favours [Sildenafil] Favours [Placebo)

1 DO RCT 40 il idsk & Ul AR CEHEM U X213 1.50 (95%CI 0.28-8.04). #ExI3HE 1000 A
37210 50 A(95% CI -72-704) T > Iz (GEE(TENTEF > RDBEEH)

70 ML 6 REATHERRIE

Sildenafil Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI Year M-H, Random, 95% CI
Abounahia 2019 5 20 7 20 444% 0.71[0.27,1.88] 2019 —-—
Dehadashtian 2019 7 50 1" 50 556% 0.64 (0.27,1.51) 2019 ——
Total (95% Cl) 70 70 100.0% 0.67 [0.35, 1.27] <
Total events 12 18
Heterogeneity. Tau*= 0.00; Chi*= 0.03, df= 1 (P = 0.86), F= 0% 3001 091 130 100:
Testfor overall effect Z=1.22 (P = 0.22) Favours [Sildenafi] Favours [Placebo]

2 D RCT 140 TSR E LTz XA IR T34 2 27(4 0.67 (95%CI 0.35-1.27). #E3d%18 1000
A&1=0-85 A(95% CI -167-69) Tds> Iz GER(CIEWT EF> A DMEN)

TORDLT: BESR

Sildenafil Placebo Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year M-H, Random, 95% CI
Konig 2014 1 7 0 10 100.0% 413[0.19,88.71] 2014
Abounahia 2019 0 20 0 20 Not estimable 2019
Total (95% CI) 27 30 100.0% 4.13[0.19, 88.71) | S ——
Total events 1 0
Heterogeneity. Not applicable k t 1 J
2 N 0.01 0.1 10 100
Testfor overall effect Z=0.91 (P = 0.37) Favours [Sildenafil] Favours [Placebo)

2 5D RCT 57 fl7E3tgRE LTz XA FEARTTIIAR U X D(d 4.13 (95%CI 0.19-88.71). #@XI5%hR 1000
AB1ED 0 A(95% CI 0-0)TH 2 TZGERICEVWTEFT > XDOMERE M)



Full SR COSTR -JEBNeo - v 1.0 - 23 Jan 2023.

SEIDHRDHIE

Page 14 of 20

IFIREIRRDORER(CH LT, FEREEMREFHENCSILTF IqI)LZ2—RIC(HRE LR\ &
RETD. (BUVHEE, FFECEVIET > XOMEEMY)

IEF>ADSHESEA

Summary of judgements

Gl

EFULR

LFURVRIR

TEF>XDMERM

RRDINS >R

VEERE

WEERE(CEHID
TES>XDOMERM

BERAXRIR

E1ToIREME

JUDGEMENT
(4R
BHSRN
BB
JERICIE
EERTHRIE
FRHESOE
DE eSS D
BB
PBEDIZ k
RAZAL
SRAIFAZE L
BTSHER
L
HE5<. LW
b
BES<. LK
%
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WREOIAT
Strong recommendation Conditional recommendation Conditional Strong
against the intervention for either the intervention recommendation recommendation
or the comparison for the intervention for the intervention
O O O O
HWRENEEDEERS

BMIEBR(CH VT, SILTF I A ILDOFHIRSICKDIMEMMEESN. MEFHENEESN. FHDRIE
ETATUIRENBDTDENDTHREN DD, CDXDMEAE. FERIEBEMEE(CX U TRRNT
HDEHENENDN. BERICHITDFHIRILTF I« ILOREOERAM. T2M(ICDWTHIIEN
TERMUIFTELIR, 22T, BEEADERBIANSSILTF I 1 IILOFHISS(CLD5EH. REFE
DHRICEHTDARICDOVNT, FIRCSAFTIYTrvILE1—ZF MU,

MIREREE T DIRERCH U TIILTF IAILDFBHIESZITD T EN FRERDHE RIEEMEED
DR OB TFETEIHRICDNT. 5%DERKETOBEREIRSNIN DIz, BN ML
(EMERMZERHN, AMEEFRERICAE, RIEERR, RATHRIRE) PESERICEAL CTEERMENE
Bt ALY gRAVAN Y fulf
ETDTINAALCBNTC, BTV I RiEE#HRE (0IS) (TElZRM>IZT & I5%EMX N
LWC & =807 D MAALLCBWTTI D MALDRAZRDIZZ ER, BEUNBEN EICKD
GRADE FHii TIZIARTDT I MAALATIET > ROEEE(IIERE(TBEWNERD Tz, —AT. RITETH
D& s E RCT BEFELTVD, REFRTEEHCHRSERIEZIDINRESETDIIET O AEZLL,
BUIEMS. &K SR OFERNMNS (FFIREEZRE I DIRER(CH U T HRTREILTF I« INOFHisE5ER
MICZI/IDIIETOREFZUL. T FIIDO—EOFHESEHREURWCEE L. LU, 85
NEIEFT>AD&AEMES . SV HERE U

Knowledge gap

- IFAT 3D RCT UNMFEET . TDDOBED 1 #(E ROP DHCEB UTZIAFR THD (Dehdashtian
2019)

- TES > ADOBEDEHIC KRR SR HE RCT WMnETHD CRET. 128 29 BRE CTER 7-
29 HOHAM [CEEZRIE S EDIFIRH/R— hEB T DRER(CHITDIILT T I 1 ILOFHIRSDR 2 M.
FENEE, BT UIzS MR RCT ANEITHR TH D[Lang 2022]. ZOERMFLND, )

- BT A ZXHNEL . TERBBERS U R ORFIRECLDERNLEAN TS TLVRW, SILTF T+«
ILOBENENRFCORENDERNFEIT DN EDHZASHCTIHAFTN. SBHELRD.
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Abounahia 2019: Abounahia FF, Abu-Jarir R, Abounahia MF, et al. Prophylactic Sildenafil in
Preterm Infants at Risk of Bronchopulmonary Dysplasia: A Pilot Randomized, Double-Blinded,
Placebo-Controlled Trial. Clin Drug Investig. 2019;39:1093-107.

Dehdashtian 2019: Dehdashtian M, Feghhi M, Aramesh MR, et al. The Effect of
Phosphodiesterase Type 5 Inhibitors on the Development of Retinopathy of Prematurity in Imam
Khomeini Hospital's, Ahvaz, Iran Preterm Infants: A Randomized Clinical Trial. J Pharm Res Int.
2019;28:1-9.

Konig 2014: Konig K, Barfield CP, Guy KJ, Drew SM, Andersen CC. The effect of sildenafil on
evolving bronchopulmonary dysplasia in extremely preterm infants: a randomised controlled

pilot study. J Matern Fetal Neonatal Med. 2014;27:439-44,

Lang 2022: Lang JE, Hornik CD, Martz K, et al; Best Pharmaceuticals for Children Act—Pediatric
Trials Network Steering Committee. Safety of sildenafil in premature infants at risk of
bronchopulmonary dysplasia: Rationale and methods of a phase II randomized trial. Contemp

Clin Trials Commun. 2022;30:101025.
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Supplement (fi2&EH)

Question

A RIBMERMREBRDEIECDY X T DHDRERCH LT, ERBINSFHNICIILTF I 1 ILZ

F5IDT L FHEULRNWC EEHRU T, MERIEEMRBEOFIEILECRZ RIS =EDH ?

TR 37 BEARMTHAEL. WIRERZE I D4R 14 HUADRE

IITFIAINERETS

FEEssR E|AA (RERGE)

I L. MEFOERE(NDI). LR IEHMER(CLD, BPD), EAEMEAMM(EBIE IVH). MEREERBEEICAE
(PVL). BMLESHHE(RIEIERX (NEC) or B(LEZIL (FIP) ). REEHMEE(ROP). BPD/CLD (CHShhEIIE
fiE(BPD/CLD-PH). BEER

Evidence to decision tablet

i

CORREFEBEREETIN ?

Judgement Research evidence Additional considerations
O L EMIRBRICHVT. SILTFIAILOFHRS(CLDOMigbiMetEE=n. mEH

® HESLK, LWWA EMBESN. MOMEE T+ TUVRBNRD T D EVWS|RENH DN, HIF

O &S, Fn ROEEER T REROHAE RIBMIMRBEDOFHEN(CSILTF I 1 ILOKEZER

O (FLy NI MR (FEAERDIR,

O &FEE=x

O BMBIRL

EFXULVDIR

TFHSNBEZULVVIREGEDIEEDEDTIN ?

Judgement Research evidence Additional considerations

O HIn BRMEFIRESNRNO o2
O hEny

O

O REW

O &FE=x
® DHBSIRNN

EFULRVRIR

TFTHESNBEFE UL RBRUVNREEDIEEDEDTI N ?

Judgement Research evidence Additional considerations
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O KEW BERIIRESNGN DI
O

O h&En

O DIH

O &cFxFd=x
® DMSIEN

TEF> XDHEERM

MR(CETDIERNRBRITET > XDBEERMEFE TN ?

Judgement Research evidence Additional considerations
® IFEICE MR ERDIZ RCT (FVWITNBEFIE IR, AT RURDFEL . EHIEL

O 1K (IR < FERMEHENECHIBTUTZ

O

o®

O RAMFRRL

fifEER

ARDEERTD MHLE EOIREER I DMNCONTEERTEREFHDEIN ?

Judgement Research evidence Additional considerations

O BEERQMERMF(E | - FERBEWEREOEEERFSTETIFTTHD. KDRAEDOT BEHZEERY
(F5D&EHD DR T(E, BENEBTUDHEREBUMERZHE BRI DT ENB,
o EELTHRMFLE | - FTERBUMERBROERSH FRIMRICE > TERENH D ENBESN
(F5DEDEIREMRSH D Do

O BEERQMERMF(E | - FHERBEWEREOEECD IR IDEVRERZHE < BB T DHMEER(CSL)
F5DEEFBESRL | TE IEFTUAHRBHSNNE. 2ILTF T 1 IILOFHESEERIRO—D &
O BEERQMERMF(E | LTRF I DTI8MENDD.

(F5DEFRL
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RDINS X

LFULBIREEFE ULBRUVBIRD/INS X (ETAE U B RZSZ /R LEIH ?

Judgement Research evidence Additional considerations

O LEBHRNMEL - SED SR TEASHRBERELCEEE(C DLW TERIREIRSNIGN DI,
O EBHBASES B
i

O MABLEEHREY
NBEMATRR

O BTSLITANMEL
O MAHMEAL

O =FE=x

® N5/

WHEEIRS

BFREM (ORL) FEOERERENTIN?

Judgement Research evidence Additional considerations
O XK&EROX c DILTF T4 )LOEME 1 5 (20mg) #9740 ATH S,

® TEEMIX - FHESOTONILICERSDN, BEMATORSHRGEEET 3,

O BATEIFENIX

O

O HEEDLETH
O KE1REHH
O &FEE=x

O BMBIRL

WEEBRS(CAAIDITET > ADEEM

HEGRE (OXK) ICHAIBIIET > XOEEMEFRATIN?

Judgement Research evidence Additional considerations

o ML R ~OERMEICEAUTORRREZSN

BRI

ZDNADERMRRETAFTIZ(FEBIRZESFFLFIH ?

Judgement Research evidence Additional considerations
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- KSR TEFEA. BRAMPRICDVTIFTHRELTHE ST WREDRDTZHAR
DRICEINSCDVNTERE UK FEN D 12,

ER EDARDNFEEADRE(METIN ?

o BESFEMEL
O B8T5<KEBRD
O #Bx3

O &FEx
OBFMBIRLY

Judgement Research evidence Additional considerations
O s CFERICHTIIILTF ITILOESFE. BRIMNCBWTEIEH TH .
O BE5<BD - 1 5EIRET 9 DIBE(E. BICIMER & UTOFHiE EBEREADHA AR

PuBEERD,

- —AT. DIITFIAIDOFHRECETZTRRIET > IANRHS R
RERTE. 2ILTF I ILOFHIESFERENICS >4 MERBRMUI DR
[FEELDIBVee, BERERODAFECHEFEAEHFEEZSRIDNEER D,

COERERFEERMERFRE (CE O TEIEREDTIN?

Judgement

Research evidence

Additional considerations

O LR

O B85 LR
O B2, [FN
O Fu

O &FEx

® M55SR

E1THIEETE

ZDTAFEITRIRET I HY?

Judgement

Research evidence

Additional considerations

O LXK

e 575<, L\LX
O B85, FW
O [Fu

O &FEx

O IS5

FERICHIBIILTFIILOKSE. BRIMNCEVWTESIN TH D,
- S5 EIRH T 2HEE. BIMIMERE U TOFRE EBEFK N \DHRA AR
PRE RS,
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Clinical Question (CQ)

IR EE I RER (T2 328K (CHULT. @high SpO, &#iFE (90% L DEEE) TOHOER.
@middle SpO, & (88-92% = SO EEHE) TOHOEIME. Glow SpO, & (90%FKiEmDEEHE) TOHEIED
55, L HDVEIKRATHEIRE. RIEEHEX, FEREENERIREDSHEDRIEZ B SEBDD(E
ENmz
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PICOT
Population:
T2ha 32 BERE CHAE UIZRE
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Intervention:
SpO, 85-89% CDHEIE

Comparators:
Sp0; 91-95% CHEHE

Outcomes:
BT (SHERFZERE. BT, HFFERSE. IRIEMEX. EENKEARMMm. ERMENERER
BEILIE, $1ERIBMHAERE. EEOHLEREHMEE. RATHRIELE

Type of studies (study designs), Language, Time, etc.:
L2 TCOEERILILEEKER (RCT: randomized controlled trials) =& % . IEB|IERICHER
(non-RCT) , interrupted time series, cohort studies, case-control studies, before-and-after
studies . fEFIEEIEIRE. JEAIIRS. RFEEXKOPEROZHDATT. EMWIEERDFHDIATTIEIRI T 5.
JZIZU. RCT AY30\ FJ2lE RCT OITEFT XL ANILMEVGEDF, BIRATRZEHD. RiE
DPiFENHDIRD. SEOHWERLET D,
1&%% Database (&. MEDLINE (OVID interface), Embase (OVID interface), Cochrane Central
Register of Controlled Trials, CINAHL(The Cumulative Index to Nursing and Allied Health
Literature). EHEE. &9, BERXDEEXWMD/\> RS —FETS, £, Trial
registrations of the ClinicalTrials.gov, EU Clinical Trials Register, and Australian New Zealand
clinical trials registry KIRTEEITFRD S5 AL EIRET D,

Definitions, other notes for PICOT:

target @ Sp02 DFHBHE|(FBESDEEICHED

HIRFOEREE (Neurodevelopmental Impairment(NDI)): BdIERRE. REEE, HE - EEEE
=B MRS A (Necrotizing Enterocolitis (NEC)): Bell JEA%ET 2a KA L

SENZEAEI (Severe Intraventricular Hemorrhage (sIVH)): Papile grades III &F/z(& IV
A= EF I EELAE (Periventricular Leukomalacia (PVL)): REMMMAFESE (CEEE 9 B AKEHSR DRk
=REIEER

¥4 R IEMAmE B (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)) :{EIEiE%K
36 BCHVWTHEERIEST® CPAP > N TIFIRER (C K DIFIRFEINNEIMREE, X TFICELDT
— S DFFEDER(C (L JEBNeo DEEICHED .
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SEOHERIEHMEREVELE 36 BBTHESR 30%UEMNEES UL (HMISHDBERSZNEE LT
WD)
KT HIFRAE (Retinopathy of Prematurity (ROP)): JestEfi/R CiaEamnEE UIBD

BIfF DL
HAERN SEER (HHERMBIRIMEALREAE (SpO,) & 95% KM CEEI D LMNHEREIND (IRILD
En=C) . GRrERIEMEMRRBROZEIEE cUE 2 k)

SolDiHELE

8 32 BXRiE CHAE Uik 2 E I 4% 2 BREILADEICH U, 1K SpO, &H (BREEE D LR
90%KiE) (C—RICIFHELRNCLZRET D, (BUVHEE, SLITET > XDEEM)

I UHIEE D SpO, #EH (90%ZF/z<EE) &5 SpO.&EE (BREEED FIRA 90% =B DEEH)
DESSHRRVNCETIITET > X (FASHMN TR,

Evidence update CoSTR summary

SEm CQ (CRALTIE. 2017 £ (C Askie LM 5(C KD TIT11 Cochrane Database of Systematic
Reviews (CUNE =Nz SR 'S (Askie 2017) . D SR (CIE 5#mD RCT MEFEMN (Vaucher 2012,
Schmidt 2013, BOOST NZ 2014, BOOST-II UK 2016, BOOST-II Australia 2016) . meta-analysis
PMTONTUD, 1288 28 BRETHAE ULRERICH U T, £ 24 BREURICERR Sp02 Z 85-89%
&I BEHE (Lower Sp02)& Sp0O2 91-95% &9 BEIE (Higher Sp02) & T, EHAFE. REAFEZELIEER
LTULB., D SR ZE#hE U T update DXEMERZITD M. $1/2/& RCT (FI2h o Tz,

L5ZMD SR DFER E LTI A4 2 BREKO Lower SpO, (SpO, 85-89%) THEIRTI(E. FEFl
IEE TH DL EI(HMELE 18-24 A TOMIRFHERZED composite outcome (C(FBRZE(IIFRHIAN D
et {EIE 18-24 WAFTOIRUMNBRICEZ L. BRMBANBR(CEZMN Dz, EIE 18-24 A TOH
BRFRERE (C(FBEEEEERDEN DIz, £z, ROP ((BFEZE I D ROP) WMEER(CARL. {BIE 36 BT
DHEFRSERE(CAV RN Oz, BEICIFBREREDEIN DT,

=% SR [CHIFBFETE(E (Higher SpO, (Sp0,91-95%) BEHCHUWTE) AFBICH T BIBREIRDIET
KEXDEFEL. NEC DBEREEARIBDENLDEL . #H(C ROP 1> CLD OERFRFIAFBDZENS KDE,
D SR DEREAFBTORERZECH TCEDHBICE. CNESDRICEBRIDIVNENGDD. UM URH
5. KHHENDEDEL meta-analysis (CKD. REEDI’D MHLATHDFTN Lower SpO2 &FHID
BIE(CKDIBIMTDEVWSEREERINESTHDEEX, LDEEELU,
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22U, BARDERNZ < DREE TITON TS EBIONSD. FIEED SpO, #H (Sp02 90% & FZ<
&H) ZBEREEUZEE &, Higher SpO, & (BIREEID TIRA 00%Z B 28 H) ZBEREUIZE
BezERUEZIEST > AFEASHTEIRNS ENS. CORZEMERULHES L.

BIf7D SR [CEALT

BEFD SR o Citation

Authors. : Askie LM, Darlow BA, Davis PG et al

Title. : Effects of targeting lower versus higher arterial oxygen saturations on death or disability
in preterm infants.

Journal name. : Cochrane Database Syst Rev.

Year : 2017

Volume (Issue)/Pages. : Issue 4. Art. No: CD011190.

B D SR DEH

5 D® RCT M meta-analysis &1T/&D> TL\D, 72 28 BAXRW CTHE UCRERICH U T, 44 24 5k
LIPI(CBEE SpO2 % 85-89% & 9 B (Lower Sp02)& Sp02 91-95% & F ZEHE (Higher Sp0O2) &
T. BT, REBFRZLEERLU TS, & SpO2 E=ZF—DEBRRSI AT LZEEITDEIC
£D. BR{EE=NTND, JTHREMLDTIZ5 DD RCT (F. Vaucher 2012, Schmidt 2013, BOOST NZ
2014, BOOST-II UK 2016, BOOST-II Australia 2016 Td& D, &t 4965 &AW RERD TS,

%D SR DFER E U TIE. &£ 2 BRILIA® Lower SpO, (Sp0, 85-89%) TOEE T, FEHM
IEERTH BT FHZIHMELE 18-24 A FTD major disability (CKDEET’D MHAICITBEREIFRHER
MoTzM, {EIE 18-24 "AFTORUNERICE L. BIAEUBRNERICEN D>z, EIE 18-24 AT
DR FEERE(C(FBRE(FRDRMND/Z, £z, ROP (AEZET D ROP) ERICARL, EIE 36
BTOBRESERRICDIN . BEICIFBRE(EFRORMN DI,

7323, BOOST-II UK 2016 MiAZFEH(C, Masimo Radical oximeter ¥ SpO, 87-96% DT 1-2%@ <
TRSNTVWBZEHHIBAL. FAEENMTTIHONZ, BOOST-II UK 2016, BOOST-II Australia 2016,
Schmidt 2013 Tld. ABBOMRIETERSNZHIIR>TH O, % revised oximeters &L THT
RATHMTIONTUL D,

BEFD SR D AMSTAR 2 5Fifif&5R

1 PICO D&z YES
2 FEDIAR YES
3 RIREAE YES
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4 HEFER SCIMRZR YES
5 FAFEIR YES
6 T —&Hhi YES
7 BRIMAZT YES
8 R OFHMDEC YES
9 &l 2 DERFTD) A 77 XU R T8 RCT YES
10 |B&R YES
11 AP BHFE RCT YES
12 | XD \A 77U XI5l YES
13 | RN/ AT RAURDERE YES
14 | REM% YES
15 HAR) (107 X YES
16 | FZHER YES

AMSTAR 2 TIZ 15IEHH 0 I#EA' [Nol . ERIER 7IEETI(E [Nol OfERFEM DTz,

BtFd SR @ PICOT

Population:

1£he 28 BRBTHEUCEER

Intervention:

418 24 B5fEIE TIC Sp02 DEZREHZ 90% U T & U, M £64#% 2 BEEX TR I 2 EHE

Comparators:

412 24 BEIE TIC SpO2 mBEREEZ 90%LDEMEE L. P B4R 2 BEF THIFIT EIE

Outcomes:

FEFPIUMNDA

FETET=(HMELE 18-24 "B ETD major disability (MAFREBDERE(CKD) DEEST I MOA

BlIXR7O MH L

TETC (GEFEBRFFET. {EIE 18-24 A EXTODI L) . {EIE 18-24 A ETMD major disability (MA3XEDTE

#F£ICLD) « ROP (LY —HEMIIREDERZET D) . HIREER(CDWTOEER ((a)ELE 36 BT

DEFRIRS (MREBOERCLD) « (b)IEEHR. (o)iFHnbEEMIEERME. (d)EBRSSEE. (e)fE

EERFEIE) . ARG DV (ISIMRIERZE UCBIIRERFE. HILmX. K& (B1E 36 &,

IRBTEE, {EIE 18-24 W AKF) | {E1E 18-24 "AFXTOHE AR, {EIE 18-24 NN A TORMMERE
(Gross Motor Functioning Classification System (GMFCS) level 2 I 33U \(& Manual Ability

Classification System (MACS) level 2 X k) . §8B. EEREAOEZE. Bayley 111 X177
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Type of studies (study designs), Language, Time, etc.:
S5 >4 IMEERERERER (RCT)
SHEOHIRIRL

XEkRFERE - % E

IR —4/N—2X : CENTRAL. MEDLINE. Embase. CINAHL

®Z%H : 2016 4 A8

Boa(d 32 BEERBEMRE U, BEHFOD SR (Askie 2017) Tld 28 BERBEHRE LTS, HALD
SYE LTz outcome EERDEDIE. BIFD SR (Askie 2017) TIIMFRFE O & LT (a)ELE 36 3B
TOWFNS (MREBOERICELD) « (b)IFEHM. (o)FRHBEITIREERRM. (d)BRESHE. (e)

EEHRFAIMZIHE L TS, AEIEINOFHE S U TELE 36,8, Rk, {EIE 18-24 s BDAHEZ
ML TUL\D. {EIE 18-24 4 BDFHMiI T Bayley II score MFUEDHMZITIRD TL\D,

BYfED SR DGR

5@ RCT (Vaucher 2012, Schmidt 2013, BOOST NZ 2014, BOOST-II UK 2016, BOOST-II
Australia 2016) H'&FM. 5t 4965 ADRERMSMRER DT, EBIRT7D MO LABOERZZH% SR
NS5IALTESHT D MOERICDNTIE. HZSREZSRBDI &,

7ONhA FRFTEL / HER IET>AD
TEA5IZR MRS

FETE(HMELE N=5, RR 1.04 [95%CI 0.98, 1.10] High

18-24 PBFETO | n=4754

major disability

fEIE 18-24 A F | N=5, RR 1.16 [95%CI 1.03, 1.31] High

TOIET- n=4873

fEIE 18-24 A F | N=5, RR 1.01 [95%CI 0.93, 1.09] High

TO major n=3867

disability

RV HERRAE N=5, RR 0.72 [95%CI 0.61, 0.85] Moderate
n=4089

RIE M RE & N=5, RR 1.24 [95%CI 1.05, 1.47] High
n=4929

58 N=5, RR 1.13 [95%CI 0.65, 1.97] Moderate
n=3875
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U RD)\A 77 R

H&% SR ([CHTD 54D RCT DU RT)\A 7 A5 & LTlE. BOOST-II UK 2016, BOOST-II
Australia 2016 (CHULVT. Lower SpO, EE TDIETRDIENMICH TR NS. BPDFEI DR
H2 TN AXTEEYI)L— MRIEERo Tz EMS. Other bias DU X27% "Unclear risk” & 5l
LTWB. DU D)1 77 Z5HiEL\ T NE " Low risk" THD. #EMIEEZ SR ZSRBD &,

<M Update iEEMEEX (CBE LT
Update D7z D EkERZRT

1 | exp "Infant, Newborn"/
2 | (newborn* or neonat* or infant* or baby or babies).ti,ab,kf.
3 | exp Infant, Premature/
4 | (Prematur* or Preterm or "pre-term").tw,kf.
5 | exp Infant, Low Birth Weight/
6 ((low or "Less") adj3 (birthweight or birthweights or "birth weight" or
"birth weights")).tw,kf.
7 | (vilbw or elbw).tw,kf.
8 |1or2or3ordorS5or6or7
9 | exp "Oxygen saturation"/
10 | oxygen/ad, bl
11 | oximetry/ or "monitoring, physiologic"/ or "oxygen inhalation therapy"/
12 | 10 and 11
13 | SpO2.tw,kf.
14 | ((02 or oxygen) adj3 (saturation® or level*)).tw, kf.
15 |9or12or13or 14
16 | (target® or level* or range* or change®).ti,ab,kf.
17 | 8 and 15 and 16
18 | 17 not (exp Animals/ not exp humans/)
BERT—INR—2X

_5C PICOT 288

N e
RAIRZRA 1 2023/3/4

POE ST ES S
52 PICOT 288

Page 8 of 14
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KRR O — =270 D
REROFER 11833 X ESN. —RRIU—Z2JHWRIF 7062 FTTRRAIY -2 T M5R(IF 119
. BETRSRETRDTZDIE RCTS R IREEE 4965 ) THHD. INTEIHFD SR (CEFNTLV,

MRIAFLDE &8
IBANERS TR L

BEfFD SR DR LB DRERDME
7w IT — bOXEMRFR TEIMSNIZHMIRL<, BIFD SR DIERZIRRT D.
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Grade EP table

=D (Certainty assessment)
IEF>RAD I
AP R : i st it ekt
HFREL " F—E% | IEEENE Ai5EhE E DRt
U (95% CI) (95% CI)

Death
5 S AN | BHTR | BRTR | BT | BT 72U 484/2433 418/2440 RR 1.16 27 more per 1,000 OO0 BX
{b5BR L) L) (A LY (19.9%) (17.1%) (1.03 to 1.31) (from 5 more to 53 more) =
Death (revised oximeters)
3 S AN | FATR | FBATR | RBATR | SRAITR 12U 190/860 137/856 RR 1.38 61 more per 1,000 000 EpN
bR (A (A (A (A (22.1%) (16.0%) (1.14 to 1.69) (from 22 more to 110 more) =
Disability
5 | 3L | BT | RATR | BT | RATR 2L 734/1903 752/1964 RR 1.01 4 more per 1,000 P00 BEX
bR (A (A LY LY (38.6%) (38.3%) (0.92 to 1.10) (from 31 fewer to 38 more) =
Disability (revised oximeters)
3 SAAL | FHTR | BATR | BT | FHITR A 240/708 235/730 RR 1.05 16 more per 1,000 OO0 PN
{bitER (A (A LY LY (33.9%) (32.2%) (0.91 to 1.22) (from 29 fewer to 71 more) =
Death or Disability
5 SUAA | FHTR | BRTR | BT | FITR A 1218/2380 1170/2374 RR 1.04 20 more per 1,000 OO0 BX
bR (A (A (A (A (51.2%) (49.3%) (0.97 to 1.11) (from 15 fewer to 54 more) =

Death or Disability (revised oximeters)
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TR+ (Certainty assessment)

Page 11 of 14

IES>AD
==t
HEsRTE
SO0 EpN

IMPR _ X et
F—E% | IEEENE Ai5EhE EDfthdiRat
UZY (95% CI) (95% CI)
3 S>AL | BT | TR | BT | FTR RU 430/852 372/829 RR 1.13 58 more per 1,000 o4
{bEtER (A (A (A (A (50.5%) (44.9%) (1.02 to 1.24) (from 9 more to 108 more) =
Necrotizing enterocolitis
5 S AN | FATR | BATR | BATR | BT N 279/2464 223/2465 RR 1.25 23 more per 1,000 OO0 EEPN
{b5BR L) L) (A (A (11.3%) (9.0%) (1.06 to 1.48) (from 5 more to 43 more) =
Sever IVH
2 S AN | FATR | BATR | RBATR | BT AN 196/1681 186/1721 RR 1.08 9 more per 1,000 OO0 EEPN
{eitER L) L) 0N 0N (11.7%) (10.8%) (0.89 to 1.30) (from 12 fewer to 32 more) =
severe BPD
1 SYAN | BATR | BT | BT | RRTR AN 164/515 171/517 RR 0.96 13 fewer per 1,000 SO0 PN
bR LY LY LY LY (31.8%) (33.1%) (0.81 to 1.15) (from 63 fewer to 50 more) =
CLD
5 S AL | BATR | RATR | BT | RRTR N 788/2057 1049/2488 RR 0.88 51 fewer per 1,000 P00 gE
bR (A (A LY LY (38.3%) (42.2%) (0.81 to 0.95) (from 80 fewer to 21 fewer) =
ROP
5 S AL | BATR | BAla | BATR | FTR BU 214/2022 305/2067 RR 0.73 40 fewer per 1,000 el EEpN
bR (A (A (A (10.6%) (14.8%) (0.53 to 0.99) (from 69 fewer to 1 fewer) ==

ROP (revised oximeters)
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IEF>RD

AT R lower higher R
J—E | FFEENE | FiEE | TofhoiRs
URY Sp02 Sp02 (95% CI) (95% CI)
2 SN | FATR 2l b EZITR | FAITRR U 58/479 80/509 RR 0.70 47 fewer per 1,000 ®000 BX
1hEHER (A (A (A (12.1%) (15.7%) (0.39 to 1.26) (from 96 fewer to 41 more) =2

BPD (revised oximeters)

1 S AN | BHTR | BRTR | BT | BT U 201/456 245/501 RR 0.90 49 fewer per 1,000 OO0 5E
{b5BR L) L) (A (A (44.1%) (48.9%) (0.79 to 1.03) ( from 103 fewer to 15 more) =
PVL
1 S AN | BHTR | BRTR | BT | BT 72U 24/631 30/641 (4.7%) RR 0.81 9 fewer per 1,000 OO0 BX
bR 0\ L) L) L) (3.8%) (0.48 to 1.37) (from 24 fewer to 17 more) =

CI: S38XR; RR: UX ULt
a,b EE(IEBEXBOIENL LS. B EBREOMADEFZEH. ZRTRICKD TEISDEHRHEND
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SEIDHERDHIE

TE/R 32 BRE CTHAE UMIR#EBIZE 9 241% 2 BEMADE(ICH U, 1K SpO, #H (BEREED_ LR
90%Ki) (C—RICIFFFELRNC EZIRETD. (BVHERE, SLITEF > XDOHEEN)

I URFEE D SpO, & (90% = H/z<#iH) &&= SpO,&iFH (BiR&EGBH D TR 90% =8 = DE6H)
DEESHARVNMNCETIIEST > AFBHSH TR,

TEF> XD SHEREA

WRBNEEOIERA

-51[a]. Cochrane Database of Systematic Reviews (CUX&E =7z 2017 D SR (Askie 2017) Z=EH
& UT update OXEMEZRZEIT O ZAY. #1272 RCT (373<. Askie 2017 X O THRZ/ERUTZ.
LB SR DFER E U TIE. &4 2 BBIIND Lower Sp0O, (SpO, 85-89%) TOHOEIETI(L. FEFM
IBEETH BT EZIHMELE 18-24 hNAFETD major disability D composite outcome (CIFBEZE(FFRH
IR Tzt {BIE 18-24 NAFTORUMNEBRICEZ L., BEHBANBRICE N>z, (EIE 18-24 h'A
TOMRFOERE (C(FBREFFDIMN DIz, F/z. ROP (AFEZET D ROP) WERIICARL, BIE
36 BTOBRIGSEER(CAIAN DIz, KACIFERE>ROEMN Dz,

W=y SR (CHITBIETR(E (Higher SpO, BECHNTE) AIBICHITBBRERDETRLDE . NEC
DEREBEERPDENIDEL. #(C ROP > CLD DBRRFAMPDENSKDEL. D SR DiER%Z
AIBTORERZEICH TIIHBICIE. CNESDRICBEIDINENDD. UNURHS. XKFENDE
D=L meta-analysis (CKD. REED 7D ML THIDFIRTME SpO, EEIDEIRICKDIFMT D &0
SIERFEBRINETTHDEER. LERDEREU.

22U, BARDLERNZ < DEsE TITON TV EBONSD. FIEED SpO, &H (Sp0, 90%ZFZ<
&) ZEREUIZEEE. & SpO. & (TRM 90%ZBX D& H) ZBEEFEEUCBEBEZERUIET
EF>XEFASHTFRNS ENS, COmRZEMERUHEEE L.

Knowledge gap

SEXRELZ SR Tl BRADLEERNZ < DI TTHON TV EBONSD. FEED SpO, #HE
(Sp0, 0% = Hz<&H) ZEEFEELUILEE L. & Sp0,#H (TN 90%ZEBX D& H) ZBIREL

BB EEERUETEST > X(EASMNTTE TR . CORICDVWTIEFZICSRZITDOFECHD.

SEIXREIRDTZ 5 DD RCT (F. ERFHINS—R(CEIRR SpO, HEZREL THED. BHAICKDIEL VD,

T ERDERIRE =(C LD EIR SpO, #EIDEEDE R (CDNWTIFFHETETULVRL,
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infants. Cochrane Database Syst Rev. 2017 Apr 11;4(4):CD011190.
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Vaucher 2012: Vaucher YE, Peralta-Carcelen M, Finer NN, Carlo WA, Gantz MG, Walsh MC, et al.

SUPPORT Study Group of the Eunice Kennedy Shriver NICHD Neonatal Research Network.
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of Medicine 2012;367(26):2495-504.

BERBFEBRT Y-y NI =07 —IN-AFFEHRE. (http://plaza.umin.ac.jp>nrndata £g)
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SEIIA: 18

CoSTR title:
HAEROKDHIRNFERIEEMERIXEDRERTFRICHEZSZ DM

CoSTR authors and affiliations:

THRF* BARRTFHERES Y-

BRI IRARERIKE MR,

HEFE+ BHAF EFEBHIERbT

=i 1E 8 BHAKR+FHEBHEERELZ> Y —&hESE R,
IR = CAVAIN = s

*Corresponding author (SE&%)

Version & date:
1.2/R. 20244F 11 B 13 HE#H

CoSTR citation:

BAGE : THEAFE*. LB, REFEST. =RIEE. BRE. 6 37 BXREORERICH U T, HIRE
1KNERZE T D E(F. FEFIRMIIKDEIRZ T DT E(CHEANT. FETHAIRIEHERERR EDEH
MEZ R =T 2Dh. BERDEEHMEERD T - JBEROIZHDZESS RS> IJEBNeo CoSTR CQ
703. 2024 F 11 A.

ZEE : Tomohiro Takeda, Daizo Ueno, Takashi Okuno, Masanori Kouwaki, Shin Fujiwara. Is
restricted water management effective for chronic lung disease? Japan Evidence Based
Neonatology (JEBNeo) CoSTR for the Guidelines for Chronic Lung Disease in Neonates. (CQ703)
November 2024.

Conflict of interest (COI: FIff1HR):
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Clinical Question (CQ)

05 37 BRBDRER(CH U T, HIRNKDEREZT D E(E FIFRIRNGKDERZI D &ICLE
AT, FECVHEREEMERRG EDEHEZ R =E DN

PICOT

Population:
1£ha 37 BEXRBDREER

Intervention:
KT HIBE3 D

Comparators:
K HIPRIR L

Outcomes:
NICU MSDFETIRRFe. #HERIEMHMRR. RHEALM. JIEERZXK. NICU ABHiE. &AME
WA ANTWIREIREARE, EERmEEA. RATHIRE. MEFRERS

Type of studies (study designs), Language, Time, etc:
2TOEERLLEESEHER (RCT: randomized controlled trials) ZXHRET 3.
REOWEFENHDRD. EEOFHIERALET D,

1&38 Database (& MEDLINE &£ 93,

Definitions, other notes for PICOT:

T4 R IE MRS (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)): {1&1EiE
# 36 BICHWTEHERIZSA® CPAP > A THIRER (C KD IFIRMHINIMEIPIREE, X FETICLD
T — S DIFEDIR(C (L JEBNeo DEZKICHED,

EIRERTFAE (Patent Ductus Arteriosus(PDA)) : &4 DXEADEEICLD

IZIEMERZA (Necrotizing Enterocolitis(NEC)) : Bell J8EA534EC Stage IT U k£

fMZEARI (Intraventricular Hemorrhage(IVH)) : Papile ©%8(any grade or severe (grades
I1I or IV))

KR (&4 DXEDERRICKD)
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BIfF D3R
RHAERE ROEBEMRED TS KUFEREDTZH(C(E. KDHIRAIGIKDEIENEH SN D (ARMD
HEN S B)(GhERIBMEMARBDZEISECUES 2 hR)

SolDiHELE
AR R EDO T BN & UEREIRODKDERICDNTEF. TEST A+ TR0,
KDEEEICDWTI(E, BEDIRREDREERDAEE - B (TIECTRET DT EZRERT D

(B5L MR, BULITES > XDOMERY)

CoSTR summary

1£R6 37 BREDRERICHUVT (P) | HIRMNGKDEEZENDE () (& FFHIRN/KDEEZ
=NBR (C) LU T, FET A RIEMMERIREDEHIENRL TN . SE. BFD Bell 5D
Cochrane SR (Bell 2014) @ Evidence Update Z1T2>7c. UM U. SEIDENMDXFEMEZRT (&, FFTD
MHRE U TEBMAIEERARNI(FR< . Bell 2014 76 & (CHEZRE Uz,

Bell 2014 T(&. 5 DD RCT (582 A) HEATMIZRTH DIz, CLD [CDWTIE. KDIEEECLDIBE
IR E(IERSH SN DTz (typical RR 0.85, 95% CI 0.63—1.14; typical RD -0.04, 95% CI -0.11
—0.03) . HIRIPKDEIR(L PDA, NEC DEEXRZHEFTFIARICIKTFaE/c (PDA : typical RR
0.52, 95% CI 0.37-0.73; typical RD -0.14, 95% CI -0.21— -0.07. NEC: typical RR 0.43,
95% CI 0.21—-0.87; typical RD -0.05, 95% CI -0.0—-0.01) . —/AC. ARERHIHIRENKDER
DERKEN DTz (BADIEFIZE(FHERED 1.94%. 95%CI 0.82-3.07) . BiKIEHIPRAY/RIK
DEB(CKDIENINT BEEMNR SN (typical RR 2.43. 95%CI 0.71 —8.28; typical RD 0.04.
95%CI -0.01-0.09) . IVH (all grade). FET(IKDIESHIRICKLDEEREE(F/EMN >z (IVH (all
grade) : typical RR 0.74, 95%CI 0.48—1.14; typical RD -0.06, 95% CI -0.13—-0.02. %ELC :
typical RR 0.81, 95% CI 0.54—1.23; typical RD -0.03, 95% CI -0.08-0.03) . ATLMIKEIRHE
. TEEBREE. ROP. MIEFERECDOVLWTOIEFT X (FaMN Tz, HIBRM,/FEHIBRINIGIKD EIE
DERER(FME 2 D RCT (CK D RIZDHEFERRNIK D152 E(C1TD TOVBRHAICIRESNTULD, LIz
DT, KDEHEORHAFERTRH (RCT (CXO>TERDINERLBENS 1 4 A) THD. RCT HiTHN
7=BFHA(E 1980~2000 &£ T, ZTDKADEIRFIREDOHADKDER & (F—EURV, FEFIRMIK D EIR
B IREOABOEEDORBICES LENHED L NERIIWKDIEE] (CHHHEITDEEX SN, FIRAZEK
DEROHNRIED MK DERE T D,

Bell 2014 M¥15R RCT (& 1980~2000 & (SITHONITEDTH D, IFEEM (indirectness) (& NZEZ ]
(CHEHET D, £, EROIF—EM(inconsistency)BREERIC [EXI] THO. N4 TP RAIURXTEZEL. €
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DIz, TEFTZ ADERMHMEHEBKRETBVHR(CEEFTD. TORRREERADIGA (C(HIEER
i sked5N D, ULZEEHT. D SR DIERZTDFEFREOHADT 507+« RICHTIEIDHDD
FREETH D, R E L REUMEROTHZENE ULRERDKDEER(ICDNTIE, ITEST>
AR TIFIRN KDIESEICDNTI(E, BEDIREREDAES] - HEH (CIGUTRET D EZRE
95, (BUVHEE, BOWIE>RDMEEMY) | UK.

BIFD SR ICAALT

BEF D SR 0 Citation

Authors : Bell EF, Acarregui MJ

Title : Restricted versus liberal water intake for preventing morbidity and mortality in preterm
infants

Journal : Cochrane Database of Systematic Reviews

Year : 2014

Volume (Issue): Dec; CD000503.pub3

BEfF D SR DER

B R 37 BURTICAEFNIERE R, WEVIREERAM DI, #FERIREY /(S tube feeding (K
DIRGEKDEZRG T DHNEND D, KDDWEENRT TGS, BKERZREZ IaIGEENH D, 1B
Rk DS E ODigfh, FZEBEOESHEZSISE Il DD,

B : BEERCSWT. BERBDODAERL, BiK, PDA, NEC, CLD/BPD, IVH, ZECDURT(CHT D
KDIEEEDFEZASMNITDI L,

BRFEAHE: COLE1—D 2010 F/\—-3 > THEXNRE N RCT (FBEFHESN. ENTNHRES
NTWsd, 2014 £ 10 A(C. 2010 M5 2014 FFTZEMZHRE L. MEDLINE, CINAHL, EMBASE,
CENTRAL (The Cochrane Library) 7—AX—XXZt&ZFE LTz, #&ZR:E : fluid intake OR water intake.
#HIPE: human, newborn infant and clinical trial. S:&(C KD HIRFITHRMN D 1=,

F—ARE E D4R : Cochrane & Cochrane Neonatal DA EZER LTz,

R : ZDSRTIES DOMRFENETOMREIRD Iz, KPS EFIRT D EHEROURERINBERIC
IBINL . BIRERFEDRFEEBXDO IR INERICHEIN T D EN RSN, KBIESDHIRICEKD.
AiKDUXOMEINL. [IEZFERRK. BREALM. FETOYX I ITDERANESNITH. N
SOMEM(FRETIICER T 1z,

EBA DR 1 FEROKDIRSCEAITIREERIGGERG. BEUWWWUKZREZ ST (CABNNESEHIT
FELOC, BEEOKDESZFIRT D ETHDIEROND. COFEE. EBRERFETIRIEMERXD
YR Oz RV EE. BERMERZKIBCBINESERV ENBFEND.
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BEfF @D SR @ PICOT

P:7ERa 37 BRE CHEURELR

I : IFRONIKDIRSEDHIR

C : IEEOMKDIHESEDHIRE U720

O : FZEFHMMIER

1. HAEROKERD

2. Bk BEDERECKD)

ElREHMIEIER

1. BRERFAE (PDA)

2. EEFEMRE A (Bell 948 Stagell LU E. FE(FEBEEDERICKLD)
3. ERIBMMRER ([REAMEAZRIE)

4. &1 28 H~30 HCOMRREDEH

5. A& 36 BEOBMRZTEDERE

6. Papile EEZHAWTCERINICMEALM (IVH) (IARTOD Grade F/Z(FEAE (Gradel F /(&
N) )

7. RBTAIDIET

BEFD SR ([CHE T DIRAFTDE 8D

ZD S R TIE 5 DORFRAEFTDMREIED e INTRERDKDIESEZZEILSETZ RCT THD

2o BRI 2 DDII—TZLE L. —AFBRICKDZ/RSL (CNIEREREEENEG) . 85—
B IKDDEEZFIRUICEDTH D, FRFTDEINENG. BERANDKDIESDS A =20 CHRN
ARTORI—ILICK D TRESNEC ETHD. Bell DIAZE (Bell 1980) Tld. MEDKDIKE (T4
72 BRI (CREBEN. &% 30 BETHiT BNz, Kavvadia DiAFE (Kavvadia 2000) Tl FHEDK
DIS5(FE®R 7 BEDOH T, COMRRK(FER 6 RFURN(CHBRRZ0nE L UIERERICRESNTL
%o, Lorenz DifiFE (Lorenz 1982) Tl MEDKDIRS(FER 5 HRE(CDHTHONZ. Tammela DA
7 (Tammela 1992) Tld. MEDKDIHS(FER 24 BELUA(CHIESN. 28 BfmFE Tt niz,
von Stockhausen MDA (von Stockhausen 1980) Tl MEDKDIES(FER 3 BREIZITTHD
1Zo

BMRRICHIFTDKHEEOTO R)L
84 D RCT (CH|F B Restricted group & Liberal group MKDEIB(CDWTIE, LUTFDED TH B,
Restricted Group Liberal Group
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Bell 1990

ATFRARECERBRCIOUR
wokoaE (BO+3EENO) ok
PRZE RS . HERBEDRIC (&
10ml/kg/BZ=EMLZ. Fi3 1
HAKDE(E 122ml/kg/BH7E >
=

A TFERARECERBEBMICKEUL
wokaE (BO+3ER0O) OF
PRERD . HERBEDERIC(Z
10mi/kg/BZE MLz, 19 1
HAK9D£ (& 169ml/kg/B1E >
=

Kavvadia 2000

Liberal Group & O 20~
40mL/kg/BHIBRUZ. £ &
UTC. Liberal Group &D 11%
PIRVVKDERZZITTZ.

Lorenz 1982

3~5%. &KX 15%®m 1 B&HizD
DHRERDZHBEL. 65~
70mL/kg/BHTHIEL. £#&5H
FTIC 80mL/kg/BHETIEE™L
Jzo EBROHERINE 12.9%T
ooz,

1~2%. &KX 10%D 1 H&Zh
DHRERDZHES L.

80mL/kg/HTHIEL. £#&5H
FTIC 140mL/kg/HETE®L
2o EEDOKRERI (S 8.8%TH

oz,

Tammela 1992

WwWAKDE=ZE®R 1 HBE
50mL/kg/H. 2 HH 60mL/kg/
H. 3HH 70mL/kg/H. 4 HH
80mL/kg/H. 5HHE 90mL/kg/
H. 6 HH 100mL/kg/H. 7 H
B 120mL/kg/H. € D% &
150mL/kg/HEUTZ,

wAKDEZE%® 1 HEH
8omL/kg/H .2 B H
100mL/kg/H . 3 H H
120mL/kg/H . 4~7 H H
150mL/kg/H « & O #& &
200mL/kg/B & Uz,

Von Stockhausen 1980

% 3 BHEXxTo 3 HE.
60mL/kg/HEUTE,

% 3 BHEXxTo 3 HE.
150mL/kg/H&E Uz,
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TERIAFTDFE L8
A% 1D AR HHRE A2 O (BEOFBE | 7O MIALABOER FEHEFR BFIC
(Author Year TEREEL #6) JKSHIBREE VS O hO—JLEE ZFD limitation)
Published) vy 0 (Absolute Event Rates, P value; OR or RR; & 95% CI)
Randomized, unblinded Preterm infants Restricted water intake Outcome 1: weight loss (%) 85 vs 85 14%(5.7) vs == Gy Wi 12 2
Bell 1980 clinical trial GA<32wkGA, Group =85 11.5%(6.3) Mean difference(95%CI)2.5(0.69-4.35) FIANXR—HTHRE,
N=170 BW<1500g Liberal water intake group=85 | Outcome 2: Dehydration 6/85(7%) vs. 0/85(0%) HARFAEN
751g H5 2000g THH RR 13.00 [95%CI 0.74-227.20] 1250g MU F 32
BRI DR ABT(E 384 ADD | 3 HUA B —TDXKHIEBRED LR Outcome 3: Patent ductus arteriosus 9/85(10.6%) vs [CIETSRFvoR
SERIMEEEIC KD 123 ADBRSY | BROMESI @ 4% 3 HEAW [F. HKE. KE. Him. J#REE | 35/85(41.2%) RR 0.26[95% CI 0.13-0.50] DEE —)L RHYER
39 FITAES/SNT. 526IT | MIET. £ 3 BUAIC OEEEHLZDIR. EETHRDS | Outcomes: Necrotizing enterocolitis 3/85(3.5%) vs
B KDPEDHEILA L =IRER N7z, Restricted 82K D liberal 16/85(19.8%) RR 0.19[0.06-0.62]
LTWL\BIEE. GEHEME BEHVELRRY(C 20mi/kg/daylwg Outcome5: Bronchopulmonary dysplasia 5/85(5.9%) vs
8 DD category [CHVFTz. H PDA, L&, BEHZ. BE | BB, 8/85(9.4%) RR 0.63[0.21-1.83]
HREN 12509 AR, ENDIBE. BETTED Outcome? Death 6/85(7.1%) vs 8/85(9.4%) RR
AGA D SGA, L7 48 Bl | O HI. BikHEED 0.75[0.27-2.07]
(C FiO2 7% 40% U L E 7R na6l Study HARIThdD WQ D&, 122mi/kg/d vs 169ml/kg/d
RDS D' 2 MUY, HHRETE Dehydration DEZ(E. 44 1 BRI TD 20%DAEERKD
PE, BRI EESID
YN
Randomized, unblinded Preterm infants Regime A (Liberal water Outcome 3: Patent ductus arteriosus 18/84(21.4%) vs
V Kavvadia clinical trial. GA<34wkGA, intake) N=84 Regime B 22/84(26.2%) RR 0.82[95% CI 0.47-1.41]
2000 N=168 BW<=1500g (restricted water intake) Outcome4: Necrotizing enterocolitis 4/84(4.8%) vs 3/84
412 6 BSRILANIC AT N=84 (3.6%) RR 1.33[0.31-5.78]
INEIBZNE ST DIBE, | DAYL (C WQ MY Regime A (& Outcome5: Bronchopulmonary dysplasia 21/84(25%) vs
BRIMERI | 70ml/kg/day Regime B (& 22/84(26.2%) RR 0.95[0.57-1.60]
Major congenital 40ml/kg/day TRE L. DAY7 & | Outcome6: IVH 12/84(14%) vs 21/84(25%) RR
anomalies, T 1 H 20ml/kg/day IE£7 B, 0.30[0.30-1.09]
BioK 72 RI% 9 DiBE DRERA
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. overload ZRIEY D
Na<134 MR nE7oO sad—IL
ZEEITUR, HEREERE
30mi/kg/day 0Lz,

Outcome? Death 21/84(25%) vs 16/84(19%) RR
1.31[0.74-2.33]

ZTOABDFER jaundice, hypoglycemia, hypernatremia,
hyponatremia or hypotension DSEE(CEEZER L., A
Cre, AVPIE (J\VTLwZ>) (CBEERL. RERVEER
=ixU. B#s2,4,56DKZEENRegimen BOHFHEL. B
En2-6F ChREND D DTz,

Lorenz 1982

Randomized, unblinded
clinical trial
N=88

Cincinnati Children’s Hospital
& Cincinnati General Hospital

?D2 1%  Ohio

HAKEZ 7509 15
250g R CX LTz,
BRIMESI :

Major congenital
anomalies, A5

1 &FTIC 30ml/kg EIm
ZREETDHE. FHil
PANIZE AN N
24 B RELIAN(CTET LTzt

PaN
=]

entry #&

Groupl (FB#R 5 ZFTICHLZ®D
HRERDZ 1-2% THE S5 £FTOD
AHERFIN 8-10%KiEICRD K
STk e, N=41

Group2 (&, Hi#s5 ZFTICHA
DIFERVE 3-5% CHER S5 F£T
DORERBIN 13-15%FKiEH(CTRD
KO (CHRZ AT, N=42

Outcome 2: Dehydration 2/44(4.5%) vs 3/44(6.7%) RR
0.67[0.12-3.80]

Outcome3: Patent ductus arteriosus 9/44(21%) vs
13(30%) RR 0.69[0.33-1.45]

Outcome4: Necrotizing enterocolitis 3/44(6.7%) vs
1/44(2.3%) RR 3.00[0.32-27.74]

Outcome5: Bronchopulmonary dysplasia 10/44(23%) vs
12/44(27%) RR 0.83[0.40-1.73]

Outcome6 IVH 14/44(32%) vs 11/44(25%) RR
1.27[0.65-2.49]

Outcome? Death 5/44(11%) vs 7/44(16%) RR 0.71[0.25-
2.08]

B 5 DARER Groupl 91% Group2 87% T group2 D75
ANEA. W Q (&, groupl B#s 1 80mi/kg/day BEL T, H
#in 5 T 140ml/kg/day. group2 (&Hiis 1-3 65-70ml/kg/day
THiis 5 T 80ml/kg/day. NaEHEE®S groupl i"EH o7,
m#E. EUILE>., 15 NafBCED DL,

Dehydration MEFE(F. £#% 5 BREID 20% U EDRERD =
[F—EIERREIEUZSH & (C 8 Bl (ChHhfz D ZhK
(<0.5ml/kg/hr)(C72> 7=IT 1 B§fEdD 20ml/kg @D dextrose
10%H* 0.2% saline MsUE TeE Lzl

=mEUILE > MAEIC
PO R R L)1k
Groupl 7/41
Group2 14/42 17713
D2 TCWD,




Evidence UpdateCOSTR -JEBNeo - v 4.0 - 5 Nov 2024

Page 10 of 19

Randomized, unblinded HAARE<1751g Dry 2 : N=50 Outcomel: Weight loss (%) 8.8(5.2) vs 6.2(6.3) 2RPURE (& 50%i
Tammela 1992 | clinical trial BROMIES : 50,60,70,8090,100,120ml/kg/ | RR2.6(0.34-4.86)
N=100 <24 BRKiE day CTHEE=UL. 4:BM#&E Outcome3: Patent ductus arteriosus 5/50(10%) vs
Oulu University Hospital 150ml/kg/day control £ : 9/50(18%) RR 0.56[0.20-1.54]
Finland N=50 Outcome4: Necrotizing enterocolitis 0/50(0%) vs 4/50
80,100,120,150ml/kg/day & (8%) RR 0.11[0.01-2.1]
HBEU. &% 48T Outcome5: Bronchopulmonary dysplasia 21/50(42%) vs
200ml/kg/dayl TEEHL, 25/50(50%) RR 0.84[0.55-1.29]
Outcome6 IVH 2/50(4%) vs 6/50(12%) RR 0.33[0.07-
1.57]
Outcome7 Death 1/50(2%) vs 11/50(22%) RR 0.09[0.09-
0.68]
Randomized, unblinded A<BH 4% 3 H low volume % Outcomel: Weight loss (%) 5.3(3.9) vs 4.4(3.2) RR0.90(- | BHEZRNE <4FHIC

Von
Stockhausen
1980

clinical trial

N=56

60ml/kg/day, high volume 2%
150ml/kg/day CTEIE

0.97-2.77)
Outcome? Death 2/28(7%) vs 1/28(3.5%) RR 2.00[0.19-
20.2]

low volume B¥C&
S5(CRWNET, low
volume B¥D7AH
ERENMDPLKREL
(2.0kg vs 1.9kg).
BEEAKE(34.6
1B vs 34.2 i)
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SEID Update :BNEE3ZICEAL T

Bell 2014 BABE®D RCT (CDLVT. Pubmed ZXHRFT —~FX—X & LT Update DXBMERZIT DI
(2022 F 11 A 11 H) . BRFROFER. 1262 44D RCT AN 1R - 2IRRAO) -2 0%

R, BBF(SEIRIREIRR I (FIRh D Iz,

Update D7z DI EMRZRT

((((((water intake[MeSH Terms]) OR (water intake)) OR (fluid intake)) OR (fluid)) AND
(((((((((infant, newborn[MeSH Terms]) OR (neonat*)) OR (newborn*)) OR (baby)) OR (babies))
OR (VLBW)) OR (ELBW)) OR (VLBWI)) OR (ELBWTI))) AND (((("Randomized Controlled Trial"
[Publication Type]) OR (trial*)) OR (RCT)) OR (randomiz*))) AND (("2014/10/01"[Date -
Publication] : "3000"[Date - Publication]))

BRERET—INR—2X

Pubmed

IRZREAR - RERH

2022 11 H 11 H

XSRS EAT

_5C PICOT 288

XHRR O — =22 D

1262 . 1R - 2IRRD U= J%ER « ZEHmXIRL

MRIAFTTDE £

AN,

BROFTLEYD

Forest plot of comparison: Restricted vs. Liberal

HERDICHTIER: HEROKRERY (BWEAREICHTDEE) (& Bell 1980 & Tammela 1992 @
HER(CHWT., K5 ZFIEUEANERICEMN D e, F/z. 3 DDOEER (Bell 1980; Tammela
1992; von Stockhausen 1980) DAY 7 F IS X TH. KDESZEHIRULIZANSH DIz,  (REDN
BEHEFHERED 1.94%. 95%E5EXME (CI) 0.82-3.07)
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Table 1: Restricted versus liberal water intake, Outcome 1 Weight loss (%)

Restricted Liberal Mean Difference Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% Cl IV, Fixed, 95% CI
Bell 1920 14 &7 85 1148 B3 85  388% 2.50[0.69,4.21] —
Tammela 1952 g8 a2 a0 6.2 6.3 a0 24.8%  2.60[0.34, 4.86] L E—
von Stockhausen 1880 53 38 28 44 32 28 363% 0090[0.97, 277 —
Total (95% CI) 163 163 100.0% 1.94[0.82, 3.07] B
Heterogeneity; Chi*=1.89, df= 2 (P = 0.39); F= 0% 54 52 3 é i
Testfor overall effect: £=3.38 (P =0.0007) Favours [Restricted] Favours [Liberal]

BiKAELR : Bell 1980 DR T(E. KBS EFHIRT D KDY X TN EFED EWDEEAHSNTZH

BE(IRDN Dz, Bell 1980 & Lorenz 1982 DERZ STV AT T7F U XTIE. KDESHIRICK
D BRKAEIRDMENN I B RIFEDERAY R SNz (typical relative risk (RR) 2.43. 95%CI 0.71-8.28;
typical risk difference (RD) 0.04. 95%CI -0.01-0.09) .

Table 2: Restricted versus liberal water intake, Outcome 2 Dehydration.

Restricted Liberal Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bell 1880 585 0 85 14.3% 13.00[0.74, 227.20]
Lorenz 1982 2 44 3 44 857% 067 [0.12, 3.80] ——
Total (95% Cl) 129 129 100.0%  2.43[0.71, 8.28] <l
Total events g 3
?etnta;ngenemfl:l C;I ?;ﬂ if;;EPng.DE};I =71% D.'DDS Df1 1'E| zlju
estfor overall efiect 2=1.42 (P =0.16) Favours [Restricted] Favours [Liberal]

BIREBITFIE : 4 DD:RER (Bell 1980; Kavvadia 2000; Lorenz 1982; Tammela 1992) ZELASD
Tl KERSHIRICKDBIRERFED XAIONEERICKT Uz (typical RR 0.52, 95% CI 0.37 -
0.73; typical RD -0.14, 95% CI -0.21— -0.07) . COBHICEDK &, BIRERTE 1 flzFHITD
ZOHTKDIESZFIR T DaBCHERLL 7 (95%CI 5~14) THo .

Table 3: Restricted versus liberal water intake, Outcome 3 PDA.

Restricted Liberal Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bell 1980 ] g4 3A g5 14.3% 0.26[0.13, 0.40] ——
Kawvadia 2000 18 g4 22 g4 27.8% 0.82[0.47,1.41] L
Lorenz 1982 g 44 13 44 16.5% 0.6 [0.33,1.45] S
Tammela 1992 5 a0 E| A0 11.4% 0.56 [0.20,1.54] e R
Total {95% Cl) 263 263 100.0% 0.52 [0.37,0.73] -
Total events 41 74
Heterogeneity: Chi*=7.83, df =3 (P=0.06); F=60% 03 o' 3 : 0

Testfor overall effect: 2= 3.81 (P = 0.0001) Favours [Restricted] Favours [liberal]
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IRSEERS 2 © SRR AR X J(F. Bell 1980. Kavvadia 2000. Lorenz 1982, Tammela 1992 i
BRSO AIEENICHBUVT, Ko5HIRTERICEN > T2 (typical RR 0.43, 95% CI 0.21-0.87;
typical RD -0.05, 95% CI -0.0—-0.01) . COPCED< &, EREMBAD 1 ERETHTBZH(C

KNS5 ZHIRT DIEEICHEIREZE 20.0 (95%CI 11-100) THDTZ,

Table 4: Restricted versus liberal water intake, Outcome 4 NEC.

Restricted Liberal Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% Cl
Bell 1580 3 a5 16 85  B5.3% 0.19[0.06, 0.63] —i—
Kawwadia 2000 4 a4 3 84 12.2% 1.33[0.31,5.78] N
Lorenz 1982 3 44 1 44 41% 3.00[0.32, 27.74]
Tammela 1992 I a0 4 a0 18.4% 011001, 2.01] # -
Total (95% CI} 263 263 100.0% 0.43 [0.21, 0.87] B
Total events 10 24
?eti;ngenemflil CQI T;?g gfﬁ:PSEF';Dg.DS}; F=82% o 0 10 o0
estior overall effect: = 2.35 (P = 0.02) Favours [Restricted] Favours [Liberal]

FEREEMER: SEXMEEROUTE. N RESNTZ 4 DORER (Bell 1980; Kavvadia
2000; Lorenz 1982; Tammela 1992) TE. XD TH. KDIEEE(CKXDIERRFE(FTEFRH N
Moz (typical RR 0.85, 95% CI 0.63—1.14; typical RD -0.04, 95% CI -0.11-0.03) . 4 DD
BREBKLUAIBICHITDMROAME(E. KOSHIR(CKDREZMRAIKRD X DD TH Dz,

Table 5: Restricted versus liberal water intake, Outcome 5 CLD.

Restricted Liberal Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bell 1980 5 a5 ] 25 11.9% 0E3[0.21,1.83]
kawadia 2000 21 a4 22 24 32.8% 0.95[0.67, 1.60]
Lorenz 1982 10 44 12 14 17.9% 0.831[0.40,1.73] —
Tammela 1992 21 a0 25 a0 37.3% 0.84 [0.55,1.29] —
Total (95% Cl) 263 263 100.0% 0.85[0.63, 1.14] &
Total events av 67
?et?;ugenewl:l CQI T_E_i cnif;PSEPD:zI;.EIE);I =0% -D_m DH 1'I:| 1I:|E|'
estfor overall effect: £=1.08 (F = 0.28) Favours [Restricted] Favours [Liberal]

MEPIHM : AXZEARRIMDI XD (IARTD Grade) (F. cNZzDHRLIE 3 DDHER (Kavvadia 2000;
Lorenz 1982; Tammela 1992) THEXAIBITH. KDIESHIRICKDBERIREFZE(IIRM >z (typical
RR 0.74, 95% CI 0.48—1.14; typical RD -0.06, 95% CI -0.13-0.02 ) . UHU. 2 DDstER

(Kavvadia 2000; Tammela 1992) 8XUASBIATI(E. KDESEHIRT D EERHMD) XTH
KT 9 dtEmHH S5SNIz,
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Table 6: Restricted versus liberal water intake, Outcome 6 IVH.

Restricted Liberal Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
kawwadia 2000 12 a4 21 g4 553% 047 [0.30, 1.049] ——
Lorenz 1982 14 44 11 44 289% 1.27 [0.65, 2.49] —
Tammela 1992 2 a0 ] a0 15.8% 0.33[0.07,1.587] =
Total {95% CI) 178 178 100.0% 0.74 [0.48, 1.14] -
Total events 28 ae
_I:ehigngenmh.rl:l CQ ?;151 31;:PZEPD=12.12);I =52% o 0= 0e 3 : "
estfor overall effect 2=1.37 (F=10.17) Favours [Restricted] Favours [Liberal]

FEL: Tammela 1992 OREE T (IR DIRSHIRICKDBE(CEMN D ZH. MBD 4 DOREEE 5 DD:RER
INRNCZSOAIDICTIIBREEZROIEAMN Dz (typical RR 0.81, 95% CI 0.54—-1.23; typical RD -
0.03, 95% CI -0.08-0.03) .

Table 7: Restricted versus liberal water intake, Outcome 7 Death.

Restricted Liberal Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Bell 1920 G a5 g 25 186% 0.75[0.27, 2.07] L
kaweadia 2000 il g4 16 g4 37 2% 1.31[0.74, 2.33) L
Laorenz 1982 a 44 7 44 16.3% 0.71[0.25, 2.08] —
Tammela 18582 1 a0 11 a0 25 6% 0.09[0.01,0.68] =
wan Stockhausen 1920 2 28 1 28 23%  2.00[019, 2082
Total (95% CI) 201 291 100.0% 0.81 [0.54, 1.23] g 3
Total events 34 43
Heterogeneity: Chi*=7 87, dfi= 4 (P=010); F= 494% 'IZI.IZI1 Df1 1'IZI 1IZIIZI'

Testfor overall effect 2= 0.98 (F = 0.33) Favours [Restricted] Favours [Liberal]
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Grade EP table

certalnty assessment _ —
IEFT>RD

MEFY | NMFPRD Libo) =
F—F | FEEHE FiEHE TDMDIRET | KOFIBRSHD | KIFIBR/RL
1> U (95% CI) (95% CI)

1.1 Weight loss

3 S>4IME ZZ EZITRRN 2 2 W) 163 163 - mean 1.94 £DS eO00O BE
itER (0.82 £D&E to 3.07 IEEITIE
£0E)

1-2 Dehydration

2 S MME S IEB(F 37| IERE(TFA ) 8/129 (6.2%) 3/129 RR 2.43 33 more per 1,000 eO00O BE
FER @ (2.3%) (0.71 t0 8.28) | (15 7 fewer to 169 IR
more)

1-3 Patent Ductus Arteriosus

4 S ME 3 FZ 37| RZTIRUN AN, 41/263 79/263 RR 0.52 144 fewer per ®&O000O E=pN
FER (15.6%) (30.0%) (0.37 t0 0.73) 1,000 BT
(M5 189 fewer to 81
fewer)
1-4 Necrotizing enterocolitis
4 S ML 3 R © 37| RZTIRUN AN, 10/263 24/263 RR 0.43 52 fewer per 1,000 ®&O000O E=pN
SHER (3.8%) (9.1%) (0.21 t0 0.87) | (h'5 72 fewer to 12 IER(TIK
fewer)

1-5 Bronchopulmonary dysplasia
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IEF>RD

METY | )I\MPRD ) i =t
J—BMH | IEEEMNE e | TOftidiRs | KOHIRSD | KDHRRL
URxo (95% CI) (95% CI)

S>AME FAITIRN P37 AN, 57/263 67/263 RR 0.85 38 fewer per 1,000 100l®) BX
e (21.7%) (25.5%) | (0.63 to 1.14) | (h*> 94 fewer to 36 IEE IR
more)

1-6 Intraventricular hemorrhage (all grades)

3 S MME S 37 2 EZITIR ) 28/178 38/178 RR 0.74 56 fewer per 1,000 ®&000O BX
FER (15.7%) (21.3%) (0.48 to 1.14) | (75 111 fewer to 30 IER(TIK
more)
1-7 Death
5 S5 M 2 RA © 37| RZ TR AN, 35/291 43/291 RR 0.81 28 fewer per 1,000 100®) BX
Bk (12.0%) (14.8%) (0.54 to 1.23) | (5 68 fewer to 34 BT
more)

CI: {E38XR; RR: UX Lt
Bz
.12 =70.95, b. I? = 60.16, c. I? = 62.09, d. I = 51.96, e. I = 49.14



Evidence UpdateCOSTR -JEBNeo - v 4.0 - 5 Nov 2024 Page 17 of 19

SEIDHERDEIE

A REBMMREDO T E BN & UEREIRODADERICDNTEF. TEST A+ TR0,

KDIKEGECDWTIE, BEDIREDIEERDAEG - TGO TRET D EZRET D,
(SR, BUOITES > RDiEEM)

TEF > A SHEREN

WRNEEDEERA

AIFRFDFER. FIFRAK D EIREE(Restricted group) (dIEFIPRAYAK D EIREE(Liberal group) & LEE
LT, HERBOFERDZIE L. PDAY® NEC ZRA S EBD T M mESNIZ, Tz, HIRGKDE
HEH . BKDUROMMEXRT DtEMEN B DIz, —F T, CLD [CDWTIIKDIREE(CKDEEFIRDHS
nmoiz.

SEXRER DT RCT DD EIROBHRFHAERTIATH D, ARICKDIEERRDIMN,. HHTNREE
HENS 1 5y BFTOKDERCDWTIENTND, E(TEFIM (CKDIRS SNITEREBRNRESNT
WBH &R 1 5 A TREEARNIKDIRS TREGRE SHA UG L CLW\BXEEH DTz, CNIFIRTE
BATLLITON TWSKDEER L (FREDTL,

Cochrane2014 (CEFEMN S RCT (& 1980~2000 F(ZITHONZEDT 20 FLAE update =NTULVRL Y,
HIBREV /KD EE VLV DKRIR(E Cochrane2014 ORIVZZDFFEAL TLDMN, RICRITKDIEHI L
BIRTEDOEERODKDFIRE (F—EURN. BULS. FEFIRIKDEERE NBRIKDIRS] EEXS
N, FIRAIGKD BRI N REDO—MIIGKDER LT D, TDEH., EROFR(CITERN
BETHD. BEIZKDIESH PDA > NEC DERBRZIEN I OIREIEEH DN, DT ENTR1DE PDA
° NEC DRFEXRZIRHS I BN TRITEE LD BHIRN/GKDEEZIER T DIEDTIFRL,

FEA N7z 2014 FLUFDOEMEZRTIEZD CQ (CDWVWTDHFT LUV S ER /Mo o, IRTEBATIA
<ITONTNWSKDERZRIRE UT. FIRNKDEEDEEIRDID SO LNDFEZE(CDVNT(IIkRE
L CTWBEmXHIEh D 1z,

L7zhi> T #EEN(E NBMMERDOFHZENE UIZRERDKDEEICDVWTE. TEF>XHN+5
T2V KDTEEE(CDVTIE BEDIRREDMERDOAEE - BEHICISU TRET D EZIRET D, |
& UTz, Risk of Bias, Inconsistency, Indirectness, Imprecision, other considerations Z5Hf L. T
E5 > X ORISRV EHIBT LT,
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Knowledge gap

XFERD RCT A 1980~2000 F(ZATHNIZED T, 20 FLULE update SNTULVRLY, ARFBDIRIEDER
FRICED TULVRWATREMN' D D o

HIRRY7K > EIRRE (Restricted group) &EIFFIEHIRKDEIEEE (Liberal group) &TIlE
Restricted group MK EIRDHFH. ARFBDIFTED practice (CIELY. 3 UBIRITEIRX D BHIFRHY
IKDEEZHRE T DEDTIFR,

{2 D RCT TKAHIBRDFZE (R, FHIERR. KOBIROIEE. MDFEHF (REERDKIER
&) ) MERD, BENKDECDVWTRI ZEFTERL,

ERICIE KDRESEEFNMERCIDIINMEERICLDINBREMEEDEVRECEFEIND,
—BIOKDEZTEDHD LB TFIRL, BMEROREREHHICERSND,

Outcome [CDWVWTHRIZEICDWVWTDRAI T F U IR,

SEXBIURX

1.

Bell 2014: Bell EF, Acarregui MJ. Restricted versus liberal water intake for preventing
morbidity and mortality in preterm infants. Cochrane Database of Systematic Reviews 2014,
Issue 12. Art. No.: CD000503.

Bell 1980: Bell EF, Warburton D, Stonestreet BS, Oh W. Effect of fluid administration on the
development of symptomatic patent ductus arteriosus and congestive heart failure in
premature infants. N Engl J Med. 1980;302(11):598-604.

Bell 1979: Bell EF, Warburton D, Stonestreet BS, Oh W. High-volume fluid intake
predisposes premature infants to necrotising enterocolitis. Lancet. 1979;2(8133):90.
Kavvadia 2000a: Kavvadia V, Greenough A, Dimitriou G, Forsling ML. Randomized trial of
two levels of fluid input in the perinatal period--effect on fluid balance, electrolyte and
metabolic disturbances in ventilated VLBW infants. Acta Paediatr. 2000;89(2):237-41.
Kavvadia 1999: Kavvadia V, Greenough A, Dimitriou G, Hooper R. Comparison of the effect
of two fluid input regimens on perinatal lung function in ventilated infants of very low
birthweight. Eur J Pediatr. 1999;158(11):917-22.

Kavvadia 2000b: Kavvadia V, Greenough A, Dimitriou G, Hooper R. Randomised trial of fluid
restriction in ventilated very low birthweight infants. Arch Dis Child Fetal Neonatal Ed.
2000;83(2):F91-6.

Lorenz 1982: Lorenz JM, Kleinman LI, Kotagal UR, Reller MD. Water balance in very low-
birth-weight infants: relationship to water and sodium intake and effect on outcome. ]
Pediatr. 1982;101(3):423-32.
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10.

11.

12.

Reller 1985: Reller MD, Lorenz JM, Kotagal UR, Meyer RA, Kaplan S. Hemodynamically
significant PDA: an echocardiographic and clinical assessment of incidence, natural history,
and outcome in very low birth weight infants maintained in negative fluid balance. Pediatr
Cardiol. 1985;6(1):17-23.

Tammela 1992a: Tammela OK, Koivisto ME. Fluid restriction for preventing
bronchopulmonary dysplasia? Reduced fluid intake during the first weeks of life improves the
outcome of low-birth-weight infants. Acta Paediatr. 1992;81(3):207-12.

Tammela 1992b: Tammela OK, Lanning FP, Koivisto ME. The relationship of fluid restriction
during the 1st month of life to the occurrence and severity of bronchopulmonary dysplasia in
low birth weight infants: a 1-year radiological follow up. Eur J Pediatr. 1992;151(4):295-9.
Tammela 1992c: Tammela OK, Lanning FP, Koivisto ME. The relationship of fluid restriction
during the 1st month of life to the occurrence and severity of bronchopulmonary dysplasia in
low birth weight infants: a 1-year radiological follow up. Eur J Pediatr. 1992;151(5):367-71.
von Stockhausen 1980: von Stockhausen HB, Struve M. [Effects of highly varying parenteral
fluid intakes in premature and newborn infants during the first three days of life (author's

transl)]. Klin Padiatr. 1980;192(6):539-46.
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Clinical question (CQ)

FINERZESSFERICHNT, BIER(CAERMIEIEREZITIC LG BREMILIGNOARAL (IBAL. BIBAML) 24752
EELERT, S IRIEHRR B ZEOMOSHIENRL T 2h ?

PICOT

Population:
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£ia 37 BXREDFEEIR THIREREZEIT DR

Intervention:
ME0% I8 (CRERMU TR Z 1T D T IEH!

Comparators:
IR EIRCR (CRERARIIAINDIRAL (IDEARL. ABNBALT)AT D T2 REI

Outcomes:
RTREE. |EEMEALD (sIVH) . STERIEMNMEZE. STEIMRE. RHEREMIIE CTCOHA
1. SpO,. (MEER. MIRER., “H{bikzrDE. MIRiEEE

Type of studies (study designs), Language, Time, etc:
5 >4 IMELEEGHER, SERFIRL

Definitions, other notes for PICOT:

TR IEMRAEE (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{&1EiE
7 36 BICHBV\THEEZRESA® CPAP ™ A TIIREFCL DTN N ERIARE,

IPIREIR: FENITFIREEIE. JMEMNITIRGEEIR,. BRIES

EEAMZEAILI (Severe Intraventricular Hemorrhage (sIVH)): Papile grades III ZE/z(& IV
1=IEMERE A (Necrotising Enterocolitis (NEC)): Bell f8EA$ET 2a LA

HIRFOEREE (Neurodevelopmental Impairment(NDI)): BXI4ERRE. SREIEE, RE - FEREEE
REREMEZ ; 100ml/kg/day 2L E

PCO,: Bk (C KD M bikZ=DE (PaCO,) EIRRAIE(ICKDZEALREFEDE (tcPCO,) DLV
NEE0

BAfFODHESR:
¥4 RIS AR B OZEIE (C(SREEMIBIR(CEA I BEEakdah o I,

SEIDHEE ;
IFIREREE T BT 37 AXRBORERICH U T, BOREDMEROAEE] - AitZEREX 2 LT IR
RELZTELDEDICEZS ) I TFTEEMIZED AND C EZRFT L THELL.
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* AR SEBEHE TERE=SU > IEITOTVNBR I EARHRE LTINS, EEESRE U IEES
(CKDEZAVUITE, FRRVEIRDRVAR TOIEEAMIEIREE#ID SR,

2L, BREROSMHHDEMIBIEOEIAITIR FE - BE FEICHS T IEWERVEZEMECELTE
BASHTIEIRN, (35U VR IEE(TIERVLVIEFT > X LAIL)

Evidence update CoSTR summary

MIREIRZE T D7 37 BREDRER(CS VT, BEMIBEZITD 2 &(E RIS DAL (IPEA
fiI, RIEAMI)Z1TD C & LT, FERIEBHMEB > ZDMOESHIEN R I 2H . HIREE(CRET D/
SA—HF—FZLTDhZ. PICO &UT.

AT MIRERRDREIR(CRE I DIEEAMIDFHM(C DL T, BEIFD Cochrane database (C &% SR H'é
Do COSRIF BECCAEMNRETSNTED. IR 2016 F(CHETSNTTATRSEHTH D (Rivas-
Fernandez 2016) . E S R T(& 19 @XARASNTH D, BEEALFAIBALIICEE L TH I MCEEZRIED
WEZEL5T EVWDHERTHOE. SEDERERICHTZD. CD S R ZTICXEDENIMREZSD
7Yy I T — hOBFRETZEIT DA E LT,

FI. 19 X (IERAML & Z DML EDLERRZ 1T TR . ORI T DLREEATWZIZSD., S
Bl BIfFD SR M 19 i@X . Abstract DHEUSEIEEF/Z(d PICOT (CEE LRV 7 X Z RN 12 5@
ZHEETOMRE UTC. BRINLUIZ 7 X055 1 mXIEBERTOMNRE UTZ)7D b A(PCO,, TV)ZEA
TULEH COMmXZRI T DRIMETRRICEDD (FAM DTz, RIS, D SR EARED RCT [CDWLWT
2022 & 10 B(C Pubmed S KU CINAHL ZE & ([CBIMERZITOIECD. ENEN 2745/, 79 i@
XHZE Uz, 1R, 2IRRAOU—Z2 TR, 1 mXOEBRITSRICEZE LTz,

70 MALDT—FFHEU TOORA—) AT CREBDAKAI TESNIAETH o 1z, ML MELZ D
T—IMHIRCRNEDHE L Fie, MDD DIIRENNETH DI, wXT EDMETFIIRTE DR
BHAREIEETH D, BifF SR RICIBESNIMET —F(CRELTE. BFETEERCE I DT —5%1(E
FIDICEBFEOIZ, MERXIICITOEEZ LR UTZmXAMERHF SN HETFRIRTEN RIS (FR
MECTE9 . BIfF SR TUMBEIEFETWIRD 7D FAAICEFNTLVRL D, REDHESN TSN D

o SEIDT7YIT—MIHBNT 15X ( Cakicl 2020) MBIIENA. HERE. EBHFRYEH
fE. REAFRICET D7D MOLAZRE UIsimNX (32> 1z,
BRARMY(C, TERE 37 BXREDRER (CH T DFFEMEERKIA S KMFEMIFIREIREHROREMIEIR (X,
{MEAMI TOEIB(CHE LT, SpO, (I IMC LR, Tidal Volume(TV)(FZ LR tEEZRL. PCO, (CRAL
TIHETEAZE R U BEMIEE (SRR AR ERE (TR (CH W TER (CE < FIgEdZ RE L TV
Zo UMU. FERIEUMEREDFHNRICDOVWTIEFT—INREFHETE Mo 2.
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Fiz. BEMIBECHIIDIBEFRICDOVTIET > AZHRE UItimX(Fan >z, BBEAMIE. O MY
OSIRWzs. BEICAFBD NICU TE—MEHICEBASTN TV EBONS. HIREED/ (S X -5t
DFEEHDT—F (N> EBHE. AKRGEE L CHRE#ETHD Iz BN,

FEEAiI & Apparent Life-threatening Event (ALTE) . EL4h'RZEATEAEIREE (Sudden Infant Death
Syndrome (SIDS)) DB HEMNBESNTWLNDZELD, [EEMII EWDEEDHFNIMDSETIDC
ExB<TZHIC, HREXPICNICURNTOIEST > A EUTRENICERASND X DIRERE Lo T,
Risk of Bias, Inconsistency 72 E&FHEI L. TEF > XDOHRMEIIEE TRV EHIRTU Tz,

BIFD SR (CEALT
BX¥F® SR @ Citation

Authors: Rivas-Fernandez M, Roqué IFM, Diez-Izquierdo A, Escribano J, Balaguer A.
Title: Infant position in neonates receiving mechanical ventilation.

Jornal: Cochrane Database Syst Rev.

Year: 2016;11(11):Cd003668.

EEfF D SR DEH

& ADIRERE SN TUVDERLIREFMDOEBE (CHNT. BENREIETHDMIEMICEE LT, MPIEA
RN TIFIFIRI S A —FZRET D EMRESNTUND, ATHIRERROERERAER(CX T
BDINSDAERMUDF (S, BAECER SN TR,

B& : ATIFIREREROMETORLIMAMIL (AL XF REEAL. IEAMI. Quarter prone : BEEAMINS
45 ELER L TR (CIRD TTIRER) HFEHAIR T (CR(FIHEZ MM T D2 &

BIREHBIEE & U T, ATMIRERZRZIT CUVDIESTORRL AN, TEER, HRESFEDRR
HIxFHE. BIUTOMORAECRDIEMHECKFIHEZTMI D&,

7% : Cochrane Neonatal Review Group DIRAER/REZREERZ ALV T, Cochrane Central Register
of Controlled Trials (CENTRAL; 2016, Issue 8) , PubMed (C&2& MEDLINE (1966~2016 4 8 A
22 H) , Embase (1980~2016 £ 8 A 22 H) & KU Cumulative Index to Nursing and Allied
Health Literature (CINAHL; 1982~2016, 22) Zi&RZTWHRE Uz, Fe. BRAERT —IR-X, &
Eix. REULRXDESEN X MNCHTDEERLRERS JERFERLHRERR U,

3 ADL E1—D—hMERI S SRm &4t U T Cochrane MFE:m(ICE DUV T/\A 77 XD XD 7% 5Tl
L. GRADE ZfERUTCIEST > RDOEZFHE LT,
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SR : 19 D RCT AWRERD ., ZDSB5 14 (F crossover design Tdro Tz, 19 5w 5 5mS(I3FHEH

FZIE % (Continuous positive airway pressure (CPAP)). 16 i3 (& Conventional Ventilation(CV)(C

KBDATIHREETH DT,

BEEALL EANBAIDLEER TIFAEEAGI T PO, D EF (MD 5.49mmHg, 95%CI, 2.92 to 8.05mmHg; 3 it

E%; 116 A; I = 0) h*'#&BNJz. SpO, D ESF (MD2.18%,95%CI, 1.13% to 3.24%; 9 ith&; 154 A;

I = 89%) EHBNIZ,

CPAP (C KD ATMHIREIRDY T )L —TE T (IREEAML T (IDBAAL & LEE U T SpO, DEEERNH 5

N, BREBRL A —EUMNIEE(CEM D2 (MD 1.91%; 95%CI, -1.14 to 4.97; 3 iER; 59 A;

I = 95%) .

BR) A 7 2D R TMEWVRE (CIRE UTERE DT T, H—HMRENTE DHITMNTHERLRHR
(MD 0.64, 95%CI 0.26 to 1.02; 4 i&E&; 92 A; I? = 0) A'HSNI,

faim : ALIFIREREPOMERICENT, BEMITEEIT D ZLED I CEBRIEOEEZEILST (T

EF>ADBEMENSHIEE) . UL, ATHIRERPOHLERCSNT, FEDRINEFEICHD

RN (CERDD DWEZ TS T Z EZ2RET DRI DT,

BIfFMD SR D AMSTR FHiIfERDFE & &

1 PICO D&z Yes
2 7 EDAR Yes
3 EIRESE Yes
4 HEFER SRR R Yes
5 TAZTER Yes
6 T —&hih Yes
7 BROMATT Yes
8 DIROMMETL Parta
Yes
9-1 18 < DERFTD) A 77 AU X 58 RCT No
9-2  E&DIRED) A 7 X X TR SR No
10 BRIR Yes
11-1 AP HRFERCT Yes
11-2  AYDHFEEHRAR No
12 A B3I \A 7 X XI5 Yes

13 FEREFR) A P A R DER Yes



Evidence Update COSTR -JEBNeo - v 1.0 - 5 Sep 2022 Page 7 of 22

14 2EM Yes
15 Hihf) 107 R No
16 FIESHE/ Yes

BIfFMD SR @ PICOT

Population:

ATMIREIRTR (CPAP ZE1) DIEHAE BRFIIRELR
Intervention:

{IEAI EIE

Comparators:

GELINWASSES

A EIE

TE ARV A ZE 4

Outcomes:

Primary outcomes

AT IR ERP ORI

EIRESSR DT BRI E TcPO2. EEZREZFIE SpO,. SpO,/FiO;
IPIRERSRAFOET

PIP. MAP. FiO2

GHANTIR SR S HHIE

S, IS SUAEE (PIE) « ATPEIRESERGZE (VAP)
A TR EIEHAR

Hifip 28 FI(HMELE 36 T BPD F/z(& CLD

PCO, DZAt

—OiRE (TV) FEDKFRK=E

FRHASHHIE

huOERIRD T —T ). FRIEAT—TIb. RUF—DF1-J0ik% -1k
Secondary outcomes

RESEEEEIAEEE il

THIEBEFR(IREOSHHIE

RIEEERBX (NEC) | BIZREAR. BRERNE

NICU ABcEAR

ABTHAR

TAEIRZET (Biin 27 £FTORELD)

FLIBZET (4% 1 FLAIROFET)

2 R FE TR
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AEFRD, FoEEIE (IQ<-2SD) | BEREE

R - BAEmAI

FE. 15A. BEHiERE

K[EF1—J DR R

Type of studies (study designs), Language, Time, etc:

FROFLT Y1 : Randomized cross over study or Randomized parallel study

=:=fH . fHEhA
[ ==} =] = By} =]

=AM : 2012 F 12 H~2016 £ 8 A

#®%FEH : 2016 £§8H 22 H

MWROMFET YA > : RCT or quasi-RCT. systematic review

RET—R:

MeSH headings(Humans, Infant, Newborn, Oxygen / metabolism, Patient Positioning /
methods*, Prone Position,Randomized Controlled Trials as Topic, Respiration, Artificial /
methods*, Supine Position)
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BEFD SR ([CHITDIRIATDE 8D
7T 1 D
i : X iedi T A/
(Author i 7 | s PRER | M i 7 NLBORR 32
: THA> N b1 ~O—)b
Year Published)
TA: . I vs. {IEAf:
RCT i (1) KT (p = . e
A 5003 el single center 5 HZE(AE 20009 REORER | IMV N — o :49 = BES5L < EEAIEIR(E
t ' = EES . A —
ntunes (Paralel | sz 15 29 ) ~ ; ) PEROMRECSS
design) —)L: - IREFIR®D SpO KR TFITEY —
{IDEARL RODET (p = 0.009)
A
RCT BER FEEALL (Sp0,] FEH:
single center (1£P4 24~3038) J>h0 | 19DBDSp0, | BEBAMI vs. {IBALL - BIBAMZ: MD | PEEAMITRIBAMEL, IEAMIE
Bjornson,1992 (crossover 4 MV .
in US TR 4R E =L =k 4.24, SE 0.898, 95%CI(2.48, | [tLTSpO2 &fE
design)
(500g~1500g) AIPEALL, 6)
fRIEARL
(Sp0.]
A BEEAL vs. {IEAfiZ: MD 0.3, SE
0.349, 95%CI(-0.38, 0.98),
BEBALT oCK )
RER FEEALI vs. BRIEAMLL: MD 0.5, SE
RCT 7y Y B 7 Niv:=:10) FEo:
single center (TER4 24~3038) 0.367, 95%CI(-0.22, 1.22),
Brunherotti, 2013 | (parallel 16 CPAP =L Sp0.. " n RALIC KB IPIRIBERIEIR(C
in Brazil YR 4IRS . N FEEALI vs. ZERIBAMZ: MD 0.8,
design) {IDEAAE. IFORER. O =(FRU
(500g~1500g) BB SE 0.423, 95%CI(-0.03, 1.63)
B (PEIRER)
i1

FEEAZ vs. DEAfZ: MD -0.9, SE
3.3857, 95%CI(-7.54, 5.74)
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A
BEEAML - FED
20 38d SpO "
RCT 4% 1 BRI =D e P21 Ispoal e P AADIEBMIT B
two centers N . -
Chang,2002 (crossover 14 | BER IMV =)L BEBAMI vs. {DBAGI: MD 0.8, SE desaturation DT R
in Taiwan FKENRFD .
design) (TERA 25~36 38) INEALL. 0.898, 95%CI(0.3, 1.30) CHFS
desaturation
AARIEA
fiI
A
BER BEEAML FEH:
RCT _ (PCO)
single center 9 3138 (TERA 24~36 iH) d> b0 | #2E tcPCO,. RALIC KD T PCO, (CZE(FR
Crane, 1990 (crossover 14 MV BEEAL vs. {IEAfiI: MD -2, SE
in US . 1914859 (H44KRE 720~ —JL: fERENR PaCO2 U
design) 3.401, 95%CI(-8.67, 4.67)
3120g) AIDEATL.
ARIEAGRL
TA:
RCT . REEALZ (Pa02] FEH
single center RDS MEER IMV
Fox,1990 (crossover 25 > b0O | FESER PaO2 | BEEAGI vs. {IEAfiZ: MD 6.24, SE | IEEAMI THEIC PaO2 SiE
in Canada (£ 26-35 18) CPAP
design) —L: 1.688, 95%CI(2.93, 9.55)
IDEAfL
(Sp0-]
TA: BEBALT vs. {MEAGL:
RCT BEEAL MD 5, SE 0.649, 95%CI(3.73, F&sH
single center PER J> k0O | SpO,. PaCO,. | 6.27) PEEAMI CTHBEI(C PCO KT,
Gouna,2013 (crossover 19 CPAP
desian) in France (26-3038) —)L: TV BEBAGI vs. ZIBAI: MD 1, SE | TV ER. Sp0, (FZ&kRL
esign
d NNV 0.44, 95%CI(0.14, 1.86)
fRIBAfL (PCO,]

BERAL vs. {NBAfL:
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MD 1, SE 0.44, 95%CI(0.14,
1.86)

[TVl
FEEAT vs. AINBAfZ:
MD 0.9, SE 0.3261,
95%CI(0.26, 1.54)

(Sp0.]
BEEALI vs. {IPBAML:

A
PER IMV (6 MD 0.46, SE 0.8344, 95%CI(-
RCT ) FEEAfL FED
single center 32 BT, 7509 U E B . 1.18, 2.10)
Hough,2012 (crossover 30 J> k0O | SpO,. MIRER N CPAP DR E B (HAIEAI T
in Australia (IMV : 27.4+1.9W. RR: CPAP ( (E2ve2)) .
design) = N N FEFRIINE. WIREIE T
32+0.0W) 24 1) N BEBALI vs. {MEAGL:
{INEALZ
MD -7.14, SE 1.188, 95%CI(-
9.47,-4.81)
(SpO-]
TA: BEBALT vs. {MEAGL:
BER IMV (
RCT . BEEAiL MD 0.96, SE 0.733, 95%CI(- FED HMIICKDT
single center 328U, 7509 Mk 24 451)
Hough,2013 (crossover 30 d> 0O | SpO,. tcPCO; 0.48, 2.40) PCO,. SpO;(CZ{bixL
in Australia (IMV : 27.4+£1.9W, RR: CPAP (
design) =)L [PCO,]
32+0.0W) 6 i) N N n
IDEAZ BEEAL vs. {IEAfiI: MD 1.93, SE
2.229, 95%CI(-2.44, 6.30)
(Sp0-]
A fE
FEEAMI vs. {MEAAI: MD 2, SE
RCT BAL
single center BT RIS AR BRORER IMV & 0.621, 95%CI(0.78, 3.22) FEoH : BEEMIEIET SpO,
Mendoza, 1991 (crossover 33 J> kO | SpOa TV .
in US (1288 23-3338) i: [TV] BEEMI vs. {IBAAI: MD - =i
design) =)L
0.2, SE 0.384, 95%CI(-0.95,
INEAfL

0.55)
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(SpO.] BEBAL vs. {EALI: MD
2.4, SE 0.458, 95%CI(1.50,

FEREHEMEBRDORER - & A 3.30)
RCT . ERERER REEALI [PCO,] REEAMI vs. {IBALI: MD | F &6 : EEMIT Sp0. &
single center IMVE SpO.. TV,
Mizuno,1995 (crossover {HhoR{E 722.7 g > k0O -3.7, SE 2.908, 95%CI(-9.40, B, MEIRiEECRE
in Japan b tcPCO;
design) (540-994q). 7£h424.9:8 =)L -2.00)
(23.9-26.0318)} {IDEALZ (TV] REEAGI vs. {IEAAI: MD
1.9, SE 0.566, 95%CI(-1.66,
2.46)
[Sp02] BEEAMI vs. {IEAfI: MD
4.3, SE 0.957, 95%CI(2.42,
A 6.18)
RCT . BEEALI [PCO,] REEAI vs. {IBALI: MD | E &6 : EEMIT Sp0. &=
_ single center FERBEMEREDRER. # | IMVE Sp0,. TV.
Mizuno,1999 (crossover > kO -4.4, SE 1.967, 95%CI(-8.26, {E. PCO,{&KfE
in Japan RE 26.6 38 (25.3-27.7 @) 13 tcPCO,
design) —JL: -0.54)
IEAL (TV] REEAGI vs. {IBAAI: MD

0.4, SE 1.05, 95%CI(-1.66,
2.46)
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L7 SR &R

BIf7FMD SR D 19 i@+ Abstract DAHEUSAIREE /T (S PICOT (CEEUIRV 7 w2 BRI U 12 3w CTHast
Ufze BRAMUTE 7 8@®X DT —FH LEIRET D7D b AA(PCO,, TV)IERSNTVEHHERHFEED
DM,

SED Update :EM:AXICBALT
BEOS AT vILED—(F 2003 FEDIRXFTIYTvILE1—% 2006 %, 2013 %, 2016 &
LTV TIF—hUEBDTHo Iz, Sl 2016 FELED RCT ZHERZRWTRE LT,

Update D7z D EMRZRT
(("infant, newborn"[MeSH Terms] OR "newborn"[All Fields] OR "neonate"[All Fields] OR
"neonatal"[All Fields] OR "premature"[All Fields] OR "low birth weight"[All Fields] OR "VLBW"[AII
Fields] OR "LBW"[AIl Fields] OR "infan*"[All Fields] OR "neonat*"[All Fields] AND (y_10[Filter]))
AND ("Prone Position"[MeSH Terms] OR "Patient Positioning"[MeSH Terms] OR "supine" [Text
Word] OR "body position" [Text Word])) AND ("controlled clinical trial"[Publication Type] OR
"randomized"[Title/Abstract] OR "randomly"[Title/Abstract] OR "trial"[Title/Abstract]) AND
(2016:2022[pdat])
274 i
BT —INR—2X
Pubmed-MEDLINE
IRZREAR - RFERH
1RZRHARE : 2016 F£~2022 £, 8% H : 2022.10.19
MR EAT
52 PICOT 288
XHERR D) — =22 DFFHH
[(Pubmed-MEDLINE]
RRIEWY bR 274 5w
1IRZAOU—Z %R . B85 3. title « abstract X1 —=>7) 266 w5+
2RRADVI—Z %R 55X full text LE 21—
RIEHER 1 1Y
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[CINAHL]
BREREY MR 79 5
1RROYU——>J%ER B 0. title - abstract XU ——>2 78 iw>BR5+
1 E(FBECRA LR TH D 2 RRD -0 L

ITRIAFTTDFE E8D
Cakici, 2020
HRTH1> RCT (Crossover design)
077 single center in Turkey (tertiary NICU)
POE PN 20
TEREF NCPAP EIEhDRE!R (TER4 28~36i8)
NA/A>bO-)b A : BEEMIL. O>bO—)b : AIEAL. ARIEAL
TINILBOER (Sp0,]

BEBALT vs. {NBARL:

MD -0.09, SE 0.27, 95%CI(-0.62, 0.44)

BSBALI vs. ARIBAGL:

MD 0.62, SE 0.332, 95%CI(-0.03, 1.27)

BEEAMI vs. ZEfRIBAL:

MD 0.2, SE 0.326, 95%CI(-0.44, 0.84)

Feo/FR IFIRABIR/NS A4« (ATdEEL. IPIREL. SpO,) (CERERL
comfortable score (FREEMUEBEERICER

[Limitation]23 BEN532 6 BRI RIS R T T2 Hl i RS

BRIMUTZ 4 5RX(CDULNT

E3%4 BROMER

Ballout, 2017 PR BB TIOERIFIRORE BHRO Cochrane review THaIE. RO ETYTT — MIER5R S
Hough, 2016 FEEARIEARDARAIDLEEL TR AR B AROB RAEEIRATLEDTHD PICO EA—E

Khatony, 2019 | AICEDB.EZHIERX THD. PICO EA—E,

Zhone, 2018 Risk of Bias [FHEEVRITHDN . REEERNXOH CREBH I LEN TRV,

BERY I NC L BERFRICRED CLICIRBTz8hBRIT
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BIfF D SR DFER LB DRERORS

BIF SR 19 h'5 12 5w\

SEIOBHEMNTTIEBIFD SR (Rivas-Fernandez 2016) D¥FHREAX 19 #wX D S5 Abstract DHEUSE]
BEZTZ (3 PICOT (CEEULIRW 7 X ZBRIN L. 12 X EMNRE LTz, BRINLIZ 7 mXDT—H 1 i@
(FARET D7 RAL(PCO,, TV)ICERAENTULEA, BRINUTERRICIEED D (FIRh > 1z,

70 MALDT = FTORA =)\ AR TIHRBDHRIZHTESNIZETH > 2. #lIMMELZ D5 —4
WX RICRNVEDNE L, Fe, WEDHDIRENMNE CTH DIz, X EDFETFHNREDIRBN A
Bl C. BiF SR DT —F =S I DICEBED I,

DREZ LR U EEEAH SN, HETERRENRN NS (F TS oz, F/2BF SR TIEH
NTUVVRVWCHREDIREN TSN D 2.

Update 1 ®>0EN0  Cakicl 2020

FEROBROMRE UmXICBIMRRICK DI 1 X DT —FZHEa LIz, BIMRRTESNIH
SCENIRE. FREIFRYESHIE. REBFRICET D7D bAZIRE UIZ@mXIFIIah o 12,
mECKDESNIIERIE. BIFED SR DfEREZZXDED TR DIz

- SpO, [CDUT : BEEMI AMBAMID LRSS VN TENMERSX D MD (F-0.09 103 DM SpO, MET 3 D
RTHON BRZZEZDEDTIFEAMN DIz, DA, BEEMIEHERIBAML, AEEAML & AARIBAMIZICHWT
EEARICHERZEZDEDTIIEMN DT,

* PCO, (CDU\T : FHilli7e <FERFED DL

- IFIRER(C DT @ BHIRIDGRX EEERICHTFIREMME T IR TH D, BREEZDEDTFR<ENMN
HIDMX DfERZERIF LI DEDTH DI,

RO )\A 77 R
[ROB (Sp0,)]

1 Brunherotti, 2013 Prone Supine 5p02 1 . Low risk

2 Gouna 2013 Prore Supine Sp02 1 Q Some concems

3 Hough22 Prore Supine 5002 1 O . High risk

4 Gakic, 2020 Prone Supine Sp02 1 O

5 Biornson,1992 Prore Supine Sp02 1 . . D1 Randomisa tion process

6 Chang2002 Prone Supine Sp02 1 . ‘ . D2 Deviations from the intended interventions
7 Hough2013 Prore Supine Sp02 1 O D3 Missing outcome data

8 Mizuno, 1965 Prone Supine 5p02 1 O D4 WMeasurement of the outcoms

el Mizuro, 1999 Prore Supine Spdz 1 O D5 Selection of the reported result

10 Mendoza, 1991 prone supine 5p02 1 . .
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[ROB (PCO,)]

Unique ID  Study ID Experimental Comparator Out. Weight D1 D2 D3 D4 D5 Qverall

1 Crare, 1990 Prone Supine co2 1 . . . . . . . Low risk

2 MMizuno, 1995 Prone Supine co2 1 ‘ ‘ ‘ O Some concerns

3 Mizuno, 1999 Prone Supine co2 1 . . . O . High risk

4 Goura 2013 Prone Supine Co2 1 . . . O

5 HoLgh2013 Supire Prone o2 1 . . . . . . m Randcmisation process
o2 Deviations from the intended interventions
[B€] Missing outcome data
L4 Measurement of the outcorme
3] Selection of the reported result

(ROB (MIRZK)]

1 Hough2012 Prone Supire RR 1 . . . . . . . Low risk

2 Brunherotti 2013 Prone Supire RR 1 . . . . . . Some concerns

3 Cakic,2020 Prone Supire RR 1 ‘ . . ' . . . High risk

D1 Randomisation process

D2 Deviations from the intended interventions
D3 Missing ocutcome data

D4 Measurerment of the outcome

D5 Selection of the reported result

(ROB (Tidal Volume)]

Unique I[D  Study ID Experimental Comparator Qut Weight DI D2 D3 D4 DS Overal
1 Mendoza, 1991 Prone Supine Tidal Volumne 1 . . . . . . . Lo risk
2 Mizuro, 1995 Prone Supine Tidal Volume 1 . . . O Some corcerns
3 Mizuro, 1999 Prone Supine Tidal Volume 1 . . . Q . High risk
4 Gourna2013 Prone Supine Tidal Volume 1 . . . Q
m)] Randomisation process
2 Deviations from the intended interventiors
38 Missing outcome data
4 Measurerment of the outcome
B3] Selection of the reported result
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[ROB (SpQ,) Prone vs.

Lateral or Quarter Prone]

Page 17 of 22

1 Bjornson, 1992 Prone Lateral Sp02 1 . . Low risk

2 Brunherotti,2013  Prone Lateral Spo2 1 ‘ . Some concerns

3 Gouna2013 Prone Lateral Sp02 1 Q . Hgh risk

4 Calol, 2020 Prone Lateral Sp02 1 Q

51 Hough2012 Prone Quarter Prone Spo2 1 O [} Randomisation process

6 Hough2013 Prone Quarter Prone Sp02 1 O o2 Ceviations from the intended interventiors
[me] Missing outcome data
4 Measurerment of the outcome
B3] Selection of the reported result

+
FERDFT LD
. L
REEAL vs IIBAfL

I RBAL I SpO,
CPAP FEEMT SpO; 1.4%E=m U6 LU, DR EBAMBMZ K D +EWLC &R,
cv FEEAI T SpO, 2.3%&E 0\,

Mean Difference
IV, Random, 95% CI

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Random, 95% ClI

1.1.1 CPAP
Brunheratti2013 0.2 0349 11.2%  030[0.38,098 -—

Cakici2020 008 027 11.5% -0.08[0.62, 0.44] -

Gouna2013 5 0643 9.9% 5.00[3.73, 6.27] —
Haugh2012 0.46 08344 89%  046[1.18 2.10] B

Subtotal (95% CI) 41.5%  1.37[-0.47,3.22] -
Heterngeneity Tau= 3.23; Chi*= 53.15, df = 3 (P = 0.00001); F= 94%

Testfor overall effect; Z=1.46 (P=0.15)

1.1.2 Comventional ventilation

Bjornson1982 42 0898 8.5% 4.20[2.44, 5.96]

Chang2002 08 0257 11.5% 0.80[0.30,1.30] -

Haugh2013 10733 9.4%  1.00[0.44, 2.44] I B

MWendozal 891 20621 10.0% 2.00[0.78, 3.22) —_—
Mizuno1395 24 0458 10.8% 2.40[1.50, 3.30] ——
Mizuno1999 43 0957 B8.2% 4.30[2.42, 6.18] —
Subtotal (95% CI) 58.5% 2.28 [1.17, 3.40] S
Heterngeneity Tau®=1.49; Chi*= 29.99, df= 5 (P = 0.0001); = 83%

Testfor overall effect; Z= 4.03 (P = 0.0001)

Total {95% CI) 100.0% 1.92 [0.95, 2.88] <
Heterogeneity; Tau®= 2.05; Chi®= 95.79, df= 9 (P = 0.00001); F= 91% ) f

4 2 0 2 4

Testfor overall effect: 7= 3.88 (P = 0.0001} Favours [spine] Favours [pronel

Testfor subaroup differences: Chi*= 0.69, df=1 (P =041, F=0%

I AL 2  PCO,
CPAP [EEAMI T PCO, 6mmHg KLY, 22 UimX(E 1 D,
CV  FERMIT PCO, 2mmHg BLIDE LR, IIBMIKD+DE N &R0,
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Mean Difference

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Random, 95% CI IV, Random, 95% CIl
1.6.1 CPAP

Gounaz2il3 -6 1.564 270% -6.00[9.07,-2.83] —

Subtotal (95% Cl) 27.0% -6.00 [-9.07,-2.93] e
Heterogeneity: Mat applicable

Testfor overall effect 2= 3.84 (P =0.0001)

1.6.2 Conventional ventilation:prone

Crane1930 -2 3401 131%  -200[8.67, 467 -1
Hough2013 183 2229 2049% 1.93 [2.44, 6.30] — T
Mizuno1984 -3.7 2408 159%  -3.70[-9.40, 2.00] —
Mizuno1999 -4.4 1.967  232% -4.40[-8.26,-0.54] —
Subtotal (95% Cl) 73.0% -2.01[-5.19,1.18] -
Heterogeneity: Tau®=4.12; Chi®= 4 84, df= 3 (P =0.18); F= 39%

Testfor overall effect Z=1.24 (P=022)

Total (95% CI) 100.0% -3.00 [-6.07, -0.10] -
Heterageneity: Tau®=6.14; Chi*= 8.80, df= 4 (P = 0.06); F= 55% t f

Testfor overall effect Z=2.03 (P =0.04)
Testfor subgroup differences: Chif= 313, df=1 (P =0.08), F=68.1%

777 A/ 3 : Tidal Volume

40 5 0 5 10
Favours [prone] Favours [supine]

CPAP REEAMI T TV 0.9ml/kg 2L\, TZIZLmX(E 1 D,

CV  BEEMIT TV (FZENTRLN.

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Random, 95% CI

Mean Difference
IV, Random, 95% CI

1.8.1 CPAP

Gounaz2l3 08 0268 338% 0,80 [0.37,1.43]
Subtotal (95% CI) 33.8% 0.90 [0.37,1.43]
Heterageneity: Mot applicakle

Testfor averall effect 2= 3.36 (P = 0.0008;

1.8.2 Conventional ventilation:prone

Mendozalg91 -0.2 0384 30.0%  -0.20[-0.95 0.59]
Mizunot 895 18 0566 238% 1.80 [0.79, 3.01]
Mizunol 899 04 105 124% 0.40 [1.68, 2.46]
Subtotal (95% CI) 66.2% 0.70 [-0.81, 2.20]

Heterogeneity: Tau®=1.33; Chi*= 943, df=2 {P = 0.009); F= 79%
Testforoverall effect Z= 0891 (P = 0.36)

Total (95% CI) 100.0% 0.75[-0.13, 1.62]
Heterogeneity: Tau®= 0.52; Chi*= 1063, df=3 (P =0.01), F=72%

Testfor overall effect: Z=1.67 (F=010

Testfor subaroup differences: Chi*= 0.06, df=1 (P = 0.80), F= 0%

PO RAL4  FFIRE(CPAP (Dd)

JE—

>

g

o 5 0 2
Favours [supine] Favours [prone]

P

CPAP BEEAI TR 3.5 [Bl/53 AMRWDE L. AR < EBAIBAMIL D +53% < (F7R0N,

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Random, 895% ClI

Mean Difference
IV, Random, 95% CI

Erunherotizil 3 -0.8 3386 22.8%  -0.00[7.54,5.74]
Cakii2020 .3 1.097  38.9% 1.3 [3.46, 0.84]
Hough2012 744 1188 38.3%  -714[9.47,-4.81]
Total {95% Cl) 100.0%  -3.45[-8.10, 1.20]

Heteropeneity Tau®= 1326, Chi*=13.79,df= 2 (P=0.001);, F=85%
Test for overall effect Z=1 46 P =015)

FEEAML vs IEALL

—
R —

———

-10 0 ] 10

Favours [prone] Favours [sping]

7O RAALTL  SpO, BEREAFTTMIMIRNDT, CV & CPAP ([F—HE(CTRD>TLVD,
FEEAZ(FARIEAL & BT SpO; 1.4% =m0 E LR, DK EETMERVNT &R0,

Page 18 of 22
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CPAP THEEMI(FARIBAMLIE EENT SpO, 0.6% =0 RISHKRALE (FETR L.

Mean Difference

Study or Subgroup  Mean Difference SE Weight IV, Random, 95% Cl

Mean Difference
IV, Random, 95% CI

2.1.1 lateral right

Bjomson1992 29 0233 140% 2.90[2.44, 3.36]
Brunherotti2013 048 0367 13.4% 0.80F-0.221.27]
Gakici2020 0.62 03216 136% 062003 1.27]
Subtotal (95% CI) 41.0% 1.36 [-0.34, 3.05]

Heterogeneity: Tau®= 2.14; Chi®= 47.50, df= 2 (F = 0.00001), F = 96%
Testfor overall effect Z=1.57 (P=0.12)

2.1.2 lateral Left{CPAP)

Brunherottizo13 08 0423 130%  080[0.03 163
Gakici2020 02 03265 136%  020(044, 084
Gounaz013 1 044 129%  1.00[014,186]
Subtotal (95% CI) 395%  0.59[0.10,1.09]

Heterogeneity: Tau®= 0.04; Chi*= 2583, df=2 (P =028, F=21%
Testfor overall effect 7= 234 (P=002)

2.1.3 quater prone

Hough2012 07 073 107%  -0.700213,073
Houghz013 06 0982 88%  060[1.32 257
Subtotal {95% CI) 19.6%  0.22[1.45,1.02]

Heterogeneity: Tau®= 0.10; Chi*=1.13, df=1 {P =029, F=11%
Testfor overall effect Z=034 (P=073)

Total (95% CI) 100.0%  0.80 [-0.12,1.71]
Heterogeneity: Tau®= 1.48; Chi*= 77.28, df= 7 (P < 0.00001): = 91%

Test for overall effect 2= 1.71 (P = 0.049)

Testfor suboroup differences: Chi*= 2.39. df= 2 (P=030. F=16.2%

GRADE EP table

i1
A

0+T.|

>

-4 0 i 10
Favours [lateral] Favours [prong]

Preterm infants in mechanical ventilation IZ£1+% supine LLEELT- prone

ks

nty assessmen

FEHERE

R AT R

Summary of

Overall
AR
(95% CI)

Page 19 of 22

L7 Y k7 L SpO2

certainty
of &Y Y
i J supine hl prone

348 JeicEE | IR BT HEHTh 7L aO0O0 174 174 - AL | MD 1.92 % X
(10 RCT) 4 SR T WP kAL L
SpO2 #ilif (0.95 £ 07 to
i 89.7 2.88 L o@E)
97.1 %
HLWwT7 kA4 CO2
140 R | EETh S URer FEH TR L LYo 70 70 - i L MD 3.09
(5 RCT) # 190 W ks | mmHg X UK
CO2 # -7 | (6.07 LD to
40.45 57 0.1 X biKx)
mmHg
HLWP7FHATVY
116 etz i A TR wE L OO0 58 58 - Pl Hi L MD 0.75
(4 RCT) 4 i WEe b s L | mifkg 0
TV #a i (0.13 X b to
4.8 6.6 1.62 L b &)
ml/kg
LT R4 RR
120 B Eti BHTR HH L elele) 60 60 - Fiafi # L | MD 3.45 [« 4r
(3 RCT) e WF kA A L0
RR # 5 (8.1 L Vil to
39.3 1.2 &b i)
67.02 [1.7
o

CI: {EHEEM; MD: THE
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Preterm infants in mechanical ventilation (2§75 lateral LL#L7- prone
ik

Certainty assessment Summary of findings
ZmE Overall HRDARUFEER (%) FlHshHiEHNE
e N i S5
GE) oA | se—mee | s | Fmm | mmccrz | cerinty R
SRS DY of #Y lateral | %Y prone D &) i YA % prone
7 evidence P lateral p
Sp02
286 w4l FEH L EA TR e L o000 143 143 - P4 spO2 | MD 0.8 % X Y
(6 RCT) SR 7ot 89.7 i
97.3 % (0.12 X v to
1.71 X b #)

CIL: {EHEREMH; MD: T

SEIDHRDEIG

IFIREEZE I D1 37 BREORER(CX U T, BOIRREhEERDAEH - HitziFEXc LT IR
REBLZEILDTZDHICEZSIY > TT THREMIZED AND Z EZRFT L THXRU,

* AHER (FEBMBE TEREZS U I RTOTVWBRTEZFIIRE LTS, EEESSE U< FEERS
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