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Clinical Question (CQ)

[EREZZ (T ALMRERC L DBERKZITONICIER 37 BREOINTORICH LT, SEBFRE
#15% (Volume Targeted Ventilation: VTV) ZRAUWE ATMHIRER (., EERES (Pressure-limited
ventilation: PLV) ZHAWCATLHIREE SR LT, NICU SDRTREIEEMEER IR EDEHEZ
BAEEDIN?

PICOST
Population:

[EREZ R (T ATRERC K BBERKZZITONITER 37 BRIEDE

Intervention:
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S=EEZERIES (Volume Targeted Ventilation: VTV) &RV A THEIRETR

Comparators:
EERELS (Pressure-limited ventilation: PLV) ZAU\Z AT IFIREE

Outcomes:

NICU "S5 DIETIRER. 2% E(CLD: Chronic Lung Disease, BPD: Bronchopulmonary
Dysplasia). Failure of mode of ventilation. ATIFIREIRHAR]. LB X (NEC), fHIEFER
Z(NDI) . ERERMZEAMMM (sIVH) « IXEEBERBEILIE (PVL). Air leak. i@

Type of studies (study designs), Language, Time, etc.:
5> MELEBGERER, SEBARHIRL

Definitions, other notes for PICOT:

S=EZERIES (Volume Targeted Ventilation: VTV) : —EUz—RigKE%ZiRHdI 32 &%H
B & UEERIEIKDOIFREEE— R (Volume Guaranteed mode Z=1)

EEHS (Pressure-limited ventilation: PLV) : SUBEZFEBIGMRELLE UEFIREEE— R
2R E (CLD/BPD) : {EIF 36 B m COMERES I (FMFREHR— b

BEEMZEAMI (sIVH) : Papille's classification (C3U\T Grades III or IV

IR (NEC) : Bell's criteria >2a

mEFaEREE (NDI) : i4RE. SRAIEE. RE - BRES

BIFDHELE:
E REUEEBEDOZEEE (RG] 2MR) (CIBF=EBERBES (VTV) OFERICET IIH TNz,

SEIDHELE
BHEMMERRD IR IDHDIBERICHUT. S=EREES (Volume Targeted Ventilation: VTV

*1 ) ZERMAIEERRIRE TR, RERHSK (Pressure-Limited Ventilation: PLV *2 ) ZAU\CIFIREIER
KD(E. FEEFEMIZAVWVCATIFRERZITD CEZIERTD. LU, BSEERERSUE (High
Frequency Oscillatory Ventilation: HFOV) Yofi¥sAEf#ENES% (Neurally Adjusted Ventilatory
Assist: NAVA) 7&&, ZDOMORMRENIXITFIREIR & DBEMMDZE (R U TFIRERTERFTH D, £
DEFR(FEMEERDHIRTICERSND. (SR, BV EFT > ADMHERM)

(#E] VTV E— RZAVWZMTIREERNEZE LU TITRRVEE. BROMEDUBERUATOIREE(C L DHE
REDRER R Z EOCMOIFIREIREZZERT D,
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*1 MRERIEHES (Volume Guarantee) /&&E  *2 e -ERARREI RBV5EFIRS (Pressure Control-
Synchronized Intermittent Mandatory Ventilation: PC-SIMV) ot -##ENAERS (Pressure
Control-Assist Control ventilation: PC-ACV) . EXx##i% (Pressure Support Ventilation : PSV) 73
e

Evidence update CoSTR summary

FERRBSK (VTV) ZRVWZAIIFREEN, ERRK (PLV) ZRVWZATIFIRERE SR LT
EHEMEREDFR CBR THDIMTEULTIE. 2017 £(C Klingenberg 5(C &> Ti711 Cochrane
Database of Systematic Reviews (CUX&; =1/z SR N'dp D (Klingenberg 2017). AIAKR TI(E. 16 Dilli
iTiBR (977 N) £ 4 DooOXA—/)\—E& (88 N) ZEL 20 DEIERLRERNERTDMREIRD
Joo ATERTOFER. FERCHITD VIV OERAE. PLV U T, [FETFHR/Z(E CLD] DEETD
MOA. B, EZEEERERIMAE. EED IVH F/2(d PVL. ATMIREERHARZRD S E D 2 LN RES
nrz

5@, FE2 SR D#RFEME (20174 1 8 13 ) UBOAEICDULT. BIlOXMER%ZIT Oz, Btk
ORFERZANTHERRZITV., BECHE> TRIOU—Z 0% 172223, 1 AKOHAFE (Liu 2018) M
Tz (CRMOMRISBIIS NI,

LEed Klingenberg 5MIAFTTIE. BEEREBER (VTV) B& U THENQREERBER (Volume
Controlled Ventilation: VCV) Z{ERA UHARZHETTRICMA TLD. LML, CNSOFREE— B
(FRE—MNCAVSNTLIETEERRRR (VTV) E(FREICERDIBEADATIFRIEIEE—REEX
5N3., TZT. SEID GLHETICHLVT Klingenberg 5M SR SBIGRXDIERZHRET DlCHIz>
T. MARELUTRENBK[ZRAVWCHAE (3XK) (F. SEIOFEFTOMRMNSHFEINT D LCUTE.

7w IF— NIENCBEEMTTE. Volume targeting 7210 A TR ZRERBS £ 7= (E A TIEIR 2R OD{ERS (CBE
I DME—DEHETHDMRE (Strict B) (CHVT. BEEZEBURK (VTV) E— R [FRTFELE
CLD] OEET7 I MALDIRDZETEEDIMRICDWVNT, S%BEREKEDEEEIRSNEN DI

( N=3, 18/59 vs. 25/52, RR 0.66 [95%CI 0.41-1.05]) . ULAUL. [EEFD [FETFE/z(E CLD] (CFH
9270 ML HAKBO—EY (Consistency) &<, BEEZRERBNDIEDERTDRY T
WA XICERT D EEX SNz, Fio, 2B TER U AR (FATIFREEO MU —E—
RHOVERBHAFT(Hybrid )2 SO 24K (Strict Bf+Hybrid ) DO TIIFEREN RSN (N=6,
76/216 vs. 97/209, RR 0.77 [95%CI 0.61-0.97]) &5t BEAREMESK (VTV) E— R [3E
TFZECLD] DURIZBETSEDIMNRINEFCTETDEHIM L. 22U BRENREIEETH DR
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BRoNZO>TIVBAXIRE, TEFT O RAOBEGICEUTEREVWEEFERT, RECBFEDIAICITER
=BT D,

Fre. TOMODEFXOUVIRE LU T, EEEMATIFINEIREAR (duration of ventilation) MDiEH&EICH
WTHEBENRESNZ. —A. BEEEEBEK (VTV) BE— REFERAT I E (K DEREDOMTEIRETE
(PLV) &R UT=BAERSHEDENMERE SN o7z,

fz7ZU. 1000g AT DR ZMKRE UIeBTIIL—TErTld. B2 TILS A XH3EE (SR SNz T
(FHDEDD., FEEFRMK (VTV) E—R [FETFHC(E CLD] DEE D MALNDEEFREN
TULVRUY (Strict 8%+ Hybrid #%: N=3, 39/85 vs. 47/81, RR 0.83 [95%CI 0.62-1.11]) »
Klingenberg 5®M SR (CHWTMDEERESHEDIENBIRESNTLVRWZD (KA1 RS> AHICH
L) . BREERADHEGZZEZDANEZTEEEZRV, +DRIEFT O IANKIZRNC EFBETD
WHENHD.

BIFD SR ICAALT

BEfFD SR @ Citation

Authors. : Claus Klingenberg Kevin, I Wheeler Naomi, McCallion Colin, J Morley Peter, G Davis
Title. : Volume-targeted versus pressure-limited ventilation in neonates

Journal name. : Cochrane Database Syst Rev.

Year : 2017

Volume(Issue)/Pages. : 10(10)

(Klingenberg 2017)

BIfFD SR DFEH

B | fOBER(ICKDIEE (volutrauma) (3. 1BMEMRER (CLD) OFIEICES LTS ESNTL)
D, RELUL—MREZBEE ULFERERERST (VTV) (. REROMEGSZERT SEEEN D
Do

B ERCHBVWTHEEBRRESEST (VTV) ZERTD LEERESK (PLV) EHRUT, BESKU
FETFZIEHEMEER (CLD) DEST7 D MA. SHERERLI. HEFETFRLEMOBERSH
EZRI =TI ERSHET D,

757% : Cochrane Neonatal OEEEMN IQARREEEZ AN TC, 2017 % 1 B 13 HETOHAREIICH T
MEDLINE (PubMed) . EMBASE. CINAHL. CENTRAL D&F—9INR—IA =R Iz, 1EBIE 44 BkKiHE
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DRICHWNT VTV & PLV ZHEER UTZEEALERERS S UERFEAEHER TR E LTz, Cochrane M7
ERCEDNWT/I\APRDYUXU%Z5Ffi L. GRADE B2£ZR\WTE7D MADIEST > ADE % i
L7z, BT, CLD OFEAER, BRKER. RIPFRETFRZHITUIZ,

fER 16 DMTEER (977 A) &4 DDoOXA—/)\—HER (88 N) ZEL 20 DEIEARLERNELE
Zmiz Uiz, Bffbenicitbii@a<, fHMien/zr7o MAHACE I3 ITEST > ADEFFRZENSEKL
NILETH,ALZ THD T,

FEVD MAATE, VTV & PLV ZAWZERIC KD TARRIET (CEVWTENRO SN D C
(N=11, 49/397 vs. 61/374, RR 0.75, [95%CI 0.53-1.07]; low quality evidence)H'. ik 36 BT
D [FETCFZ(E CLD] DEET T bALALFRS Uiz (N=8,99/298 vs. 131/286, RR 0.73 , [95%CI
0.59-0.89]; moderate quality evidence) . BIXR77D hALTIE. VTV DERICKDEITDIER TEA
iRz ; KNDFELESR (N=13, 18/417 vs 36/408, RR 0.52, [95%CI 0.31-0.87]) . ATLMIREIR
HAR (N=12, 384 vs. 352, MD -1.35 days, [95%CI -1.83- -0.86]) . E_E&bLZRIMAE (N=3, RR
0.49, 17/48 vs. 36/50, [95%CI 0.33-0.72]) . Grade3 F/z(3 4 DEEMEALMM (N=10, 36/254
vs. 63/240, RR 0.53, [95%CI 0.37-0.77]) . EAEMEALME/Z(E PVL DEE 7D b LA (N=6,
17/227 vs. 35/214, RR 0.47, [95%CI 0.27-0.8]) . VTV OFERFBEESEROEME (FEEL TLVRH

oy fulft
iEEm  MEIRICHITD VIV OFERIE, PLV EEEEBUT,. [3ETE/Z(E CLD] DESIT ML, &b,

RZEMCRRIMAE. E|ED IVH F2(E PVL. ATHIREEE RS B, VTV OFEAMHERETE
ZIET DN VIV ZMDE— RELLE L. BUNEREIEZHET I D (CIETSRDIMENVETH D,

BIfFD SR D AMSTR FHM\#ERDFE &8

1| PICO D&% Yes
2 | IIEDAR Partial Yes
3| BIRE%E Yes
4 | HEFERI S IMRZR Yes
5 | FAZUER Yes
6 | T—~iht Yes
7 | BRIMAZT Yes
8 | TR DEF M DECIR Yes
9 | CTDMRFTD) A 7 AU X5 RCT Yes
10 | EEIR No
11 | X9 3H#HFE RCT Yes
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12 | XFDH)\A 77 XY T Yes
13 | #&RER) A XU R DERR Yes
14 | E8™% Yes
15 | AR/ (A 7R Yes
16 | FIZFmER Yes

AMSTAR 2 T(F 15IEE# 1 18BN [Nol . EZEIEH 7 IEEHT(X [Nol DFEREFRN DT,
10) AKX FR(CEEN BN D T,

BtFdD SR @ PICOT

Population:

[EREZR T ATIWIREECLDBERIZITONIELE 44 BETOETDR. MHBERDIRSZRT
TWBR, ZIFTTLRWNWERHEICED,

Intervention:
S=EEZERIES (Volume Targeted Ventilation: VTV) ZRU\Z AT HFIRER
22U, KSR DEEI D VIV TEIEHHENEERRT (VCV) 250

Comparators:

REERES (Pressure-limited ventilation: PLV) ZAU\Z AT IFIREE

Outcomes:

FEVD DA

- BT (ABRBFIET. {E1E 2 RETDIET)
- JETF/Z(E CLD (CLD (JEERIS S DOEMETHIRN, Bilin 28, 21E 36 1BD 2 B C5Hi)
8IRI7D b

- RTE— FOEE

- DR

- ATHIREIR(CRAD D815

- MR RT—4

- IRABREE

- BIRE A

- TPV —DDFRER

- BBEHEIR
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- BAEIRZ (IVH. cystic PVL)
- FRERFINRIEE
- ISR E(CLD) 24D &R

Type of studies (study designs), Language, Time, etc.:
S >4 IMELEBGRBRFE 1= (S > 5 MU LEEGRER, SEMRHIL

XuMRERHARE - RRE
XWEHRT —4S/X—X : MEDLINE (PubMed) . EMBASE. CINAHL. CENTRAL
R*¥H:2017F 1 H 13 H

BXfFD SR DFER
S[EldD EvUp sheet Tl K SR DFERD D E5HE VCV ZRHR E UTEARZRIN U= EDI(C Update #&
RNZIMZ TEFAZITV., EEHTHRRERIRRIT D,

<Ed Update :EEMERX (CBEL T

Update DIz DXXERMRFRTL

((("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"[AIl
Fields] OR "LBW"[AIl Fields] OR "infan*"[All Fields] OR "neonat*"[All Fields]) AND
(("ventilation"[All Fields] OR "ventilator"[All Fields] OR "artificial respiration"[All Fields] OR
"respiratory support"[All Fields]) AND "volume"[All Fields]) AND ("Randomized Controlled
Trial"[Publication Type] OR "controlled clinical trial"[Publication Type] OR
"randomized"[Title/Abstract] OR "placebo"[Title/Abstract] OR "drug therapy"[MeSH Subheading]
OR "randomly"[Title/Abstract] OR "trial"[Title/Abstract] OR "groups"[Title/Abstract])) NOT
("animals"[MeSH Terms] NOT "humans"[MeSH Terms])) AND 2017/01/14:3000/12/31[Date -

Publication]

BRRT—IN—2R
PubMed - MEDLINE
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R - R%H

2017 1R 148 -

X SRam I RAF
E&E PICOT &8

2022 9H2H

XA OU—=>0 D+l

REINE Y bR : 260
1RAOY—Z2THER 17
2RROV -2 TR D1

- RAEHN(C 1 RORX 2B LT

Page 10 of 53

BRIM LT 6 i
Eil FRIMER
Nair 2022 VTV & PLV DLEE T3 <. VTV & VCV DLEE TH D=8
Unal 2017 VTV & PLV DLEE TF <. VTV & VCV DL TH D=8
Hunt 2019 B8OOI MALREENTLRLZS
Schulzke 2022 Review THBDc&
Ozdemir 2017 VTV B DL TH D=8
Chen 2019 BABENHAFTDIZS
WRAFTRDE LS
5Bl Update TR DO D IEATRDFE &8
AEID | Ty | HRAHK IRE TA ITAEED JTHREE JTHREED
1> | TA/HR R BE TR BE
(N)
Liu single- | 20/20 RDS PSV+VG | Derger Babylog 8000 | SIMV Derger Babylog 8000
2018 center <GA32w TV 5 mL/kg TV 5 mL/kg &E712d K
in 1 72h BUIAIC Ti 0.45s 5(Z PIP &AL
China AR A TS RR 45 Ti 0.45s
MThnel| RR 45
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- FiO, 2643 vs 27+4 (p=0.89)
- MAP 5.7+0.5 vs 6.4+0.8
(p=0.03)
BRI ST R
+ 7.34+0.04 vs 7.35+0.07
(p=0.34)
- 41+8 vs 42+10 (p=0.68)

(p=0.03)

- NCPAP #&HAM 26+10 vs 46+18

(p=0.01)

- $REREY 1/20 vs 6/20 (p=0.04)
« =Ui® 1/20 vs 1/20 (p=0.70)
- PDA 3/20 vs 5/20 (p=1.00)
- CLD 2/20 vs 1/20 (p=1.00)

7 NHLED vh>AH— SR
ER 7 NAA
NI MRS DETE - IREICEUMB 23+£8 vs 32+11 SIMV+VG (SIRE(CEEL =8

RDOWE(CBM TH Oz, mEF
TEMEEICE(FERDIIMN DI,
RDS DRERICEDST,
PSV+VG E— RI(FBEREA(CH U
THEENLZETHRNBRE—F
THDEREEN DD,

+ JETC 1/20 vs 2/20 (p=1.00)

BI7M SR DfER LENRXDERDHS

Klingenberg 2017 OMHRIAFRD D5, T ABFE U THEM VOV ZRRE UIEATD 3 mX =Rz b
THERZHET D. Klingenberg 2017 (CHIT DR ZIEEEL. NTMIRERDEM (Strict/Hybrid) RO
HAEARE (<1000g) THID)IL—TEixITIAD Iz, Strict B£(X Volume targeting 7Z(3H' A TIEIKES
BB (S AT IEIRERODER (CR I DM —DEIEZETHDMIT TH D RK(ETNSDAICIR D TZfET
NEBFELWEEZBND. U U, CNSOMRTRIFENESN TS, 2 E#EIT Volume targeting
DHIRSFTER U N TMIRERFZ(FATLIFRERD U S —FE— RERERD TLVEAFZ Hybrid B3 & E
&L TCHIOIIL—-TEhziTo 1.

AT FIREEDERM(C KDY T T IL— T

Strict &% :

Volume targeting 7213 AN TR 28KBE K /2 (S A TIFRERDER (CRE 9 DMHE— DR Z= Th DIAR
Hybrid &% :

2 BT U AT MIRERE 2 (FATIFRERD R U H—F— ROPRR DA

SEIDfEERICH LT Klingenberg 2017 K DRI BT
O HHPEEHRKZENRE VSRR

E] Ine:3%

Hummler 2006 | Volume controlled-SIMV vs Pressure controlled-SIMV
Singh 2006 Volume-controlled ventilation vs PLV

Sinha 1997 VC(AC) vs PLV
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@ SEOGL [CEVWTHRE LT D MALDEFNTULVRWZDICHRI UTZAR
E3%

Cheema 2007
Herrera 2002
Jain 2016
Polimeni 2006

Klingenberg 2017
RCT 20 #f %%

( A
| THAREEX BRI ENRE LIHAR 3
Ty 7TTF—brORKELETT VALK EENEVHR 4 772
\_ J
{ '
[ 7y 7F—rickVBMEN-FAR 1%
\ J
Stricthf %% :

1 4#H% Volume targeting?= 1$ At A\ TAF0RS2ERE ¥ 7= 14 A

IEROERICET 2HE—DHRETH MR

[ Strict Ff92 ] [ Hybrid #f%% ] Hybrid#f 7t :

5 HE 9 MR 2HEITEALAERT D AIHREFXIIAL
RIFED LU H—E—FD REIHR
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HRID | TyT | HRAH MRE TA TTABD XPEREE FFERBFD I NALBOD twhHFU— FEER
> | TASR E—R BE E—R B 2 7 NAL
(N)
Bhat single- 20/20 | =GA34w VTV, non- SLE 5000 PLV, non- SLE 5000 Ti | #RERkINFTORARM IRt EE RERIRERR | VIVIZPLV &L
2016 center 4$1% 24h synchronize | VT 5ml/kg, | synchronize | 0.3-0.4s, ## | 25h(2.5-312) vs F&(PTPdi) 264.31 BUTIRERIDD
in UK AICH#% | d mode Ti 0.3-0.4s, | d mode KUEIER 40- 33.5h (1-312) (132.15-329.64) vs FTICEUH
A TS S B 60/%3, PEEP | (p=0.461) 201.41 (53.62-493.20). | RA(S:EL\\HD
TNz 40-60/73, BREC/ Lo IFIRARSRRE : Pimax ofc. UL
E% 2w i PEEP BAECE/ PIP 66.34(16.70-115.86) vs 5. K CO, I
ADR Lo adjusted to 87.11(29.68-114.2) EDTEY—R
achieve Pemax 32.88(4.38- (F VTV A PLV K
PaCO, 98.00) vs 42.05(14.23- DEECDRMN
levels 4.5-7 70.00). fORSEBIEEIRAME oz,
kPa and pH (TAA) 2.35 (0.35-4.03)
> 7.25. vs 2.40 (1.12-3.26) . &
CO, MEDNITEY — R
median 1.5 (0-8) vs 4
(1-13) (p=0.005). AT
SHAM Mean 1.8 B (SD
2.9)vs 2.8H (SD 3.3)
Chowd 20/20 | <GA34w SIMV+TTV | SLE5000 SIMV SLES000 Ti | IREEE(EITDIFETO | HIRHSE=: FERRERR | VIV I(EPLV &L
hury single- %158 VT5ml/kg, 0.3-0.4s, #2 | BFfE 14h(1-1138) vs F&(PTP) 205.80 (74-225) | RUTIREE%
2013 center Eil)is et Ti 0.3-0.4s, <UCl%Y 40- 23h (6-1679) vs 162.30 (77-295) . ¥ [OETDFETIC
in UK 1: SN Ha Bl 60/73, (p=0.43) IRAEH5RE: Pimax 38.9 ZEUZREICE
[EEU 40-60/47, PEEP BHECT (15.6-58.0) vs 38.1 (5.7- | LWAYaho 1z,
U] PEEP BHEC/A: Lo 64.9), Pemax 17.7 (4.2- a7 I b HA
Lo 45.6) vs 14.5 (7.4~ [CHEEEFHFSN
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
<> | TA/R E—R B E—R BE 1R 7 NAL
(N)
35.4), K CO,MEDTEY | 9°. HE—ENH
— R 8 vs 19 (p< 0.001). HoNZBDE
death before discharge & CO, MAED T
2/20 vs 2/20. death or EV—RT&H>
CLD36 8/20 vs 11/20. 1z VIV [ PLV
CLD 36 11/20 vs 14/20. EHEEUT. K
CLD 28 11/20 vs 14/20. CO, MfEDIE
sIVH 0/20 vs 3/20. cystic | V— RHBEEIC
PVL 1/20 vs 0/20. PDA PIEhd o Iz,
3/20 vs 9/20.
pneumothorax 2/20 vs
0/20. H&#OXF0O1 R
/3 2/20 vs 2/20. ATt
ZHAM Mean 7.9 8 (SD
15.3) n=18 vs 20 H (SD
24.1) n=19(4£%E8).
failure of initial ventilation
mode: 5/20 vs 3/20
D'Angi | dual- 104/108 | BBW pressure- Servo 300 IRERMINE TOHARM 33 (0- | PRVC & SIMV
o} center 500~124 | regulated, * 138) vs 24 (0-154). AT | OLEERICHWNT
2005 in USA 0g and volume- i::;::\?: Pressure 4% 14 BRRTOER &AM 27.6 B (SD 23.8) | £% 14 HI¥=T
>GA24w | controlled S—— SIMV support 0 | MD¥kE 38/104 vs n=90 vs 24 B (SD 22.4) DIREZR(TELY
HAERFMNS | ventilation kPa 44/108 n=94 (&£7F!2). CLD36 oz, £
MBI AT | (PRVC) ) EIEACRS 27/93 vs 32/92(%TFR). | fz. ATHREH
synchronize PEEP OHH Failure of mode of R, CLD36 FEZ
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ARID | LyF | MRAK MERE TA TTABD Xt HEEF XtHEEFD TIRHLBOD twh2FU— &R
1> | TA/AR £—R WE R WE =R 7 NA L
(N)
BEEET | d, R—bk ventilation 21/104 vs KREWMEETED
2R pressure- 36/108. &£#& 14 HIERT | BRahvofz. L
limited AC HARUEIEL 40 DEFNDIRENDEINDY MURKS.
mode B/ U %= THNEE— RMSDEE PRVC (& SIMV
BEI9255 &L 36/104 vs 42/108. EHEART, &Y
. The Bird FETC 13/104 vs 13/107. LTSN
VIP FETC or CLD36 38/104 vs - ROZEEZ
ventilator (C 45/105. sIVH 8/101 vs BEYBRENK
ZE, 12/102. PVL 2/87 vs DI DIz,

4/86. PIE 8/104 vs
5/108. pneumothorax
6/104 vs 9/108. Air
Leak(any) 12/104 vs
11/108. Fbitin: 3/104 vs
3/108. PDA 44/104 vs
43/108. NEC(FiizEY
2HEMD) 4/100 vs 3/105,
ROP 6/77 vs 8/76. HOT
5/91 vs 7/94(%£EFR).
NICU ABzH#2 87 B (36-
201) vs 83 H (30-195).
NDI: Any abnormality*
(*Abnormal neurologic

evaluation or MDI score
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
<> | TA/R E—R B E—R BE 1R 7 NAL
(N)
lower than 70, n=62)
13/62 vs 12/62
Duman | single | 45(23/2 | &£#& 1 B VG Babylog800 | PLV Babylog800 | duration of mechanical | duration of AC. SIMV & VG
2012 center | 2) BILAICE | ACTHAL | O plus AC THSEL | O plus ventilation for all hospitalization(days):47.5 | fEHFENDEI(C
in EfFEET weaning VT:4ml/kg | weaning PIP:fgEpZEs infants(h):39(25-117) | £22.9 vs 54.2+22.5p Ko THHEH &
Turkey n. < | phase © THIAL phase T ERESN vs 79(38-294) 0.43 RERDANTF
EB 248 | SIMVICERE | pCO, ZFED | SIMV ICERE | Dm/INDE (p=0.19) CLD among suvivors:3/20 | IREIRHAM %R
Gl ==¢h3 =& T VT 4~ duration of mechanical | vs 6/15 p 0.09 S cESEIEEE YN
RDS = 0.5ml/kg 9" eml/kg ventilation for CLD among all:3/23 vs »B.
SO A TR DIEE pCO, Z###F | survivors(h):36(24- 7/22 p 0.13 FET-ER, CLD %
ZEUZ Ti:0.3~ FBDKD 1~ | 108) vs 96(48-240) postnatal steroid:2/23 vs | IEERIFEND SR
23-31w D 0.4sec 2cmH,0 9" | (p=0.51) 4/22 p 0.41 Mo leMEEY
U] PEEP:4~ DIEE death:3/23 vs 7/22 0.13 D hAALTIEFE
6cmH,0 Ti:0.3~ CLD or death:6/23 vs BEZED>TVG
SIMV KD 0.4sec 14/22 p 0.005 DIV D
I&#%:40 [B]/ PEEP:4~ pneumothorax:2/23 vs 1=
) 6¢cmH,0 2/22 p 0.68
SIMV B PDA(requiring
IR%%:40 B/ treatment):14/23 vs
b2 14/22 p 0.50
NEC(>stagel):2/23 vs
3/22 p 0.53

sIVH:3/23 vs 7/22 p 0.13
PVL:2/23 vs 4/22 p 0.41
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
<> | TA/R E—R B E—R BE 1R 7 NAL
N
ROP(>stage2):2/23 vs
1/22 p 0.58
Erdemi | single 60(30/3 | 33wk SIPPV TR Babylog800 | SIPPV THi Babylog800 | duration of CLD36:9/30 vs 9/30 p PSV+VG (& RDS
r center | 0) . F=eE | /U 0 plus =1 0 plus hospitalization: BE2Z= 0.91 DI=HIC AT
2014 in 1500g & weaning B | SIPPV %% weaning B | SIPPV E%7E &L (p>0.05) CLD36 or death:14/30 vs | IRZEwEEULTZ
Turkey W CHEL | (CPSV+HVG | PIP:pCO, (C SIMV PIP:pCO, mortality: SIMV T&EWY | 13/30 p 0.79 ERHAERER
RDS d7j= 40-50. pH 40-50. pH | MEEERUL(p=0.41) postintubation @ weaning D
SHIC AT 7.25-7.40 7.25-7.40 requirement for atellectasis: 1/30 vs 5/30 E-—R&ELTE
IREIREIR TR CE THEFCE repeated surfactant p 0.08 £ THD0EEH
Yl DERIE DENIE installations: BEZ/&L | reintubation:12/30 vs JAN: 2P
Ti:0.4sec Ti:0.4sec (p>0.05) 11/30 p 0.82 IREREIA
PEEP PEEP time in PDA:12/30 vs 15/30 p PIr<. PIP Z1K
4cmH,0 4cmH,0 SIPPV(hr):4.4+4.4 vs 0.43 <BEDZENT
FiO,:5p0, FiO,:5p0, 7.8£9.8 p 0.09 IVH:6/30 vs 8/30 p 0.64 =z
88~93%% 88~93%7% | duration of weaning ROP:4/30 vs 3/30 p 0.28
TR MRS phase(hr):21.1+23.5 pneumothorax:0/30 vs
vs 32.4+35.5 2/30 p 0.15
PS+VG %7E SIMVERE | (p=0.15)
VT:5ml/kg PIP:16cmH, | extubation
max (0] time(hr):25.2+24.4 vs
Ti:0.5sec PEEP:4cmH | 40.4+£40 (p=0.1)
PIP 20 weaning phase: mean
limit:15- Ti:0.4sec PIP(cmH,0):11.1£2.9
20% above Rate:40bp vs 14.8+1.0
the average m (p<0.001)
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
a2 | TTAHR E-—R wE E-—R Bena R 7 N
N
PIP to weaning phase: mean
achieve the MAP(cmH,0):5.7+0.8
target VT vs 5.3+0.8 p 0.03
weaning phase: mean
VT(ml/kg):4.3+0.6 vs
3.9+0.9 (p=0.1)
weaning phase: mean
RR(breath/min):67.1+
13.5vs 66.5+12.9
(p=0.85)
Guven | single 72(42/3 | 32wk SIMV+VG Babylog800 | SIMV Babylog800 | duration of mechanical | air leak:0/42 vs 0/30 RDS DD RE
2013 center | 0) . FKIzlE 0 plus 0 plus ventilation(day):3.02+ | CLD(grade2, 3):2/42 vs IBICHNT
in 1500g & VT:4ml/kg( Ti:0.3- 6.76 vs 6.93+7.81 9/30 p 0.003 SIMV+VG (&
Turkey mCHEL >1000g), 0.4sec (p=0.001) ROP(>stage2):3/42 vs SIMV &EHEULT
RDS iz 5mi/kg(<1 Rate:60[@l/ | duration of 12/30 p 0.001 BE(C AR
& 2 000g) o) CPAP(day):4.63+7.44 | sIVH: 4/42 vs 13/30 p EIBHARS. CPAP
RFRAA(C PIP limit: PIP:VT 4- vs 1.20+1.30 p 0.005 | 0.001 FEHH. R
S-2J70 SIMV THEH 5ml/kg &7 | duration of NEC(>gradel):4/42 vs &S5 HAfE = 584E
E AN EES) DEIOKE supplemental 7/30 p 0.10 L. CLD.
ZENZE PIP+10cmH B#E pH oxygen(day):4.45+15. | PDA:4/42 vs 4/30 p 0.71 ROP. IVH %&if
>0 7.25-7.35. 27 vs 4.73+7.44 PVL:0/42 vs 2/30 p 0.11 59,
Ti:0.3- pCO, 45- (p=0.003) neonatal Sepsis:16/42 vs
0.4sec 55mmHg, duration of hospital 9/30 p 0.47
Rate:60 [ol/ pO, 50- stay(day):45.50+31.4 | neonatal pneumonia:8/42
v 70mmHg vs 9/30 p 0.28
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
1> | AR TR BE TR BE R 7R
(N)
PEEP:4- maxPIP:25c | 3 vs 40.00+31.24 mortality:3/42 vs 5/30 p
5cmH,0 mH,0 (p=0.465) 0.26
FiO,:Sp0, PEEP:4-
88-94 % 5c¢cmH,0
FzBR(IC EW
NIE %:8l/min
EH NUA— &
7%:8l/min KRE
cUA— & FiO,:Sp0,
RREE 88-94%#ift
FaBRER(IC
MIE
Keszler | Single | 9/9 <GA34w | AC + VG, Babylog convention | Babylog M®RARAF—4. —[Ek | death before discharge VG (&, KiRESS
2004 center %6 BFR | &% 72 15[ | 8000+, al 8000+, K2 1/9 vs 1/9, death or CLD R IMFERTNEE
in USA PIRICAT | F(3RE | with set assist/contr | with set 36 3/9 vs 6/9, CLD36 R—EHaRED
FIRSNE | £T backup rate | ol (A/C) backup rate 2/8 vs 5/8, £FRTDFY | EIIZERICH
7& RDS 40/min ventilation 40/min AT IR ETRHAR WEE3d
Target: . E® 7285 | Target: 4.5days(SD7.3) vs
PaCO, of miE =33k PaCO, of 15.6days(SD18.4), fnstiE
35-45torr | BEXT 35-45 torr HI{EF 0/9 vs 0/9, any air
(mmHg), (mmHg), leak 0/9 vs 0/9,
VTtarget 5 PIP set to pulmonary interstitial
mL/kg, achieve 4-6 emphysema 0/9 vs 0/9,
adjusted by mL/kg VT, pneumothorax 0/9 vs 0/9,
0.5 mL/kg using PIP any IVH 0/8 vs 1/8, sIVH
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
1> | AR TR BE TR BE R 7 N
(N)
to maintain changes of 0/8 vs 1/8, PVL 0/8 vs
target 1-2 cmH,0 0/8,
PaCO, to maintain 1000g Kwmt I —TF
target death before discharge
PaCoO, 1/2 vs 1/4, death or
CLD36 2/2 vs 4/4, CLD
36 1/1 vs 3/3, &EFRTD
YN TIPIREIREAR]
5.7days(SDQ) vs
37.3days(SD6.7),
pneumothorax 0/2 vs 0/4,
PIE 0/2 vs 0/4, any IVH
0/1 vs 1/3, sIVH 0/1 vs
1/3, PVLO/1 vs 1/3
Lista Two 30/23 1E/R 25- PSV + VG Babylog PSV Babylog SEREZINEET DA | death before discharge 5 | VTV (& RDS D&
2004 center 3238, & 8000plus 8000plus EMS A N> /30 vs 6/23, death or E RO NIE
sin ®13— with set with set CLD36 7/30 vs 8/23, RiSER =
Italy 2D AFT backup rate backup rate CLD28 3/30 vs 4/23, =B E vy
A0 K~ 40/min, 40/min, CLD36 3/30 vs 4/23, &7 | .
550, PEEP 3.5-4 PEEP 3.5-4 R TOF N TIFIREEER
%2485 cmH,0, cmH,0, 8.4days(SD4.1) vs
RILIAICE mean mean 11.7days(SD3.8), 17~
fiE RDS M inspiratory inspiratory OJ x> aEaE Uz PDA
Tz HIFIRE time 0.4- time 0.4- 22/30 vs 20/23, DEX #&5
iz ] 0.5 sec, 0.5 sec, #=E (7= 10/30 vs 8/23,
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
<> | TA/R E—R B E—R BE 1R 7 NAL
N
mean mean Y—2D7 05> ME5OE
inspiratory inspiratory oME 1 vs 1, any air leak
flow 6l/min, flow 6l/min, 2/30 vs 3/23, PIE 2/30 vs
Target: Target: 2/23, pneumothorax 0/30
Sp0O, 90- SpO, 90- vs 3/23, sIVH 1/30 vs
96%, pH > 96%, pH > 2/23, PVL 1/30vs2/23,
7.25, PaO, 7.25, PaO, ROP(>2) 2/30 vs 1/23,
50-75 50-75 1000g Fwmt I I —F
mmHg, mmHg, death before discharge
PaCO, 40- PaCO, 40- 2/12 vs 2/5, death or
65 mmHg, 65 mmHg, CLD36 4/12 vs 2/5,
VTtarget 5 PIP set CLD36 2/12 vs 1/5, &%
mL/kg manually to IR TOFYN TR EIEEA
throughout achieve VT ff 9.9days(SD5.4) vs
study of 5 mL/kg 9.7days(SD2.9), PDA
12/12 vs 5/5, any air leak
2/12 vs 1/5,
pneumothorax 0/12 vs
1/5, PIE 2/12 vs 1/5,
sIVH 0/12 vs 2/5, PVL
0/12 vs 1/5
Liu Single | 30/31 JgL—R SIPPV+VG | Babylog IMV VIP Bird, TS5 —772J 8L | Death 2/31 vs3/30, 988 | SIPPV +VG (&,
2011 center I Ffzl& « T AHAR 8000Plus, PIP 20-25 (FBASH TR, FRIGSHER 142h(SD40) vs | BER{EZE RPN
in VD (IAER VTtarget cmH,0, 183h(SD37), AR | (CREL. BEZR
China neonatal 4.0-6.0 rate 30- ‘EIRHAM 115h(SD27) vs SHARIS AT
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
<> | TA/R E—R B E—R BE 1R 7 NAL
(N)
RDS. /& mL/kg, rate 40/min, 155h(SD46), IR EIRHAR 7
BWEEAT 30-40/min, PEEP4- pneumothorax 1/31 vs EEL. [fEte
IR A PEEP4- 5cmH,0, 6/30, sIVH 1/31 vs 2/30 | ATIFIRERRE
WE, TE 5cmH,0, inspiratory fi R DFEAE 74N
(O Fl 111759 inspiratory time 0.3- Do
AR time0.3- 0.5s,
Zmicg . 0.5s, inspiratory
%1285 inspiratory flow 6-
B, B flow8- 8L/min,
—2J705 10L/min, Target:
> MNMESD Target: PaO, 50-
E=ra18) Pa0, 50- 80mmHg,
80mmHg, PaCO, 40-
PaCO, 40- 50mmHg,
50mmHg, pH7.25-
pH7.25- 7.40
7.40
Nafday | Single | 16/18 1500g & | PSV-VG Babylog synchronize | Babylog S—-J7 05> M%5ZFE | death before discharge PSV-VG (ZINi&
2005 center . BREREY | mode, /YA | 8000plus, d 8000plus, FEEEIDRHFMS 24 8F | 2/16 vs 1/18, death or TR ATDEIEL
in USA MDORRETHR | BFRI 24 B¥RS | VTtarget 5 intermittent | Target: pH fid PIP/MAP CLD36 4/16 vs 5/18, ZR/\RICT D
FY mL/kg, mandatory | 7.25-7.35, CLD36 2/14 vs 4/17, HFO | Z &LSHME.
RDS. 4% maximum ventilation PaCO, 45- 3/16 vs 2/18, 5O R SIMV &L T
12 BFfELL IT 0.5s, (SIMV), #1 | 55 mmHg, %5 3/16 vs 5/18, Failure | 2R LDOFI=E
N -2 Target: pH | 205/ 24 BF | PaO, 50-70 of mode of ventilation oz
7.25-7.35, ] mmHg, 0/16 vs 1/18, any air leak
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
<> | TA/R E—R B E—R BE 1R 7 NAL
(N)
7OFT N PaCO, 45- SpO, 88- 0/16 vs 1/18, PIE 0/16 vs
"ENMRE 55 mmHg, 95% 1/18, pneumothorax 0/16
PaO, 50-70 vs 0/18, iAEZZE L= PDA
mmHg, 4/16 vs 5/18,
SpO, 88- NEC(=stage2) 1 /16 vs
95% 0/18, sIVH 3/16 vs 6/18,
ROP 4/16 vs 3/18, Failed
brainstem auditory-
evoked response 1/16 vs
1/18
Piotro | single | 27/30 $1% 72h PRVC Servo300 non- Bear Cub or | death 4/27 vs 8/30, AT IRERR (77 PRVC (& IMV &
wski center BIATAL | synchronize | VT 5-6 synchronize | Sechrist CLD28 6/27 vs 6/30, 18)6.7days(SD4.9)vs13(1 | tEERU T AT
1997 in IR EREZ | d, ml/kg d IMV ventilator, pneumothorax 2/27 vs | 5)(MD-6.3[- IRHAR (DS
Poland EIDE pressure- + 4-5ml mode Et R EhEs 6/30, PIE 1/27 vs 12.88,0.28]). 1000g ki | Iamo et B
<2500g limited AC | JEt]I@ZpEE =2\ 1/30, any IVH 6/27 vs | 18 JOIN—TD
(RDS or mode EE/INVVT, PIP,Ti 0.5s, | 15/30, sIVH 3/27 vs 10.2days(5.7)vs33.9(14.9 | 1000g k&R T
SERAHE) Ti 0.5s, PEEP 3- 11/30, PDA 3/27 vs )(MD-23.7[-37.34,- (F. BRICIEHHE
PEEP 3-5 5c¢cmH,0 3/30, Sepsis 5/27 vs 10.06]) LTz, ZETCY®
cmH,0 8/30, ABstEAIEA CLD (FZEN RN

2/27 vs 7/30. NIk
HAR HroefiE 8days(CI 5-
11) vs 8days(CI 2-14)
1000g =K’ subgroup

A LR ERRE RSB
11days(CI 3-

M. EBEIVH (&
PRVC TEERICD
B o Tz,
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HRID | TyF | HRAH WRE TA TTABED XIHREE XHHREFD I NALBD th>HU— FER
1> | AR TR BE TR BE R 7R
(N)
19)vs32days(CI 3-
61)(p=0.025)
Piotro | single | 30/26 41248 | PRVC Servo300 SIMV Bear Cub, BIEBS death 7/30 vs 4/26. PIE PRVC (& SIMV
wski center BLAICA | synchronize | VT 8- Bear750PS | (Sp0,>90%,PaC0,<50 | 7/30 vs 5/26, EHE LT IVH
2007 in THIREE | d, 10ml/kg V, Sechrist | mmHg,Fi0,<0.23,PIP< | pneumothorax 3/30 vs PR EDE
Poland ZEYBIE | pressure- Millenium, 15cmH,0) 4/26, any IVH 17/30 vs HIEDSEE (CB
g 24-32 limited AC Draeger 10/26. sIVH 11/30 vs BIREGRRMD
JE®D RDS mode Babylog800 7/26, PDA 22/30 vs Iz
B Oplus, 14/26
SLE5000
Zhou | single | 15/15 <GA32w | SIMV+VG | VT 5ml/kg | SIMV BHICBE | SEXEEROME | FiO, 35%(5SD)vs34%(5) | SIMV+VG (&
2007 center <1500g 7& PIP 3o (il NV G MDI[-2.58,4.58]. SIMV &L T
in HTIREZ pneumothorax 0/15 vs EsRIEE S
China CERSYH 1/15 DRIESEE (CH

CLD & IVH(IEHRATE).
T (meta BATICSENT
=2 L)

BRREFIEM D
=

AC: Assist Control

BBW; Birth body weight

GA: Gestational Age

NEC: Necrotizing enterocolitis

NDI: Neurodevelopmental impairment

PDA: Patent ductus arteriosus

PIE: Pulmonary interstitial emphysema
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PRVC: Pressure-regulated, volume-controlled ventilation
ROP: Retinopathy of prematurity

SIMV: Synchronized intermittent mandatory ventilation
VG: Volume Guaranteed

VT: Tidal Volume

VTV: Volume targeted ventilation

sIVH: severe intraventricular hemorrhage (grade3-4)

Page 25 of 53
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U R0 )\ 7 A5
* Review Manager 5.4 iRz U TYERK

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection bias)
Intervention bias (strict vs hybrid studies)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other bias

X zix 0% 7iX 100X

-T

[ Low risk of blas [ unclear risk of blas [l High risk of bias

=~ | Selective reporting (reporting bias)

~ (@~ D @D @ ®| @ Rrandom sequence generation (selection bias)

~ @ VD N D D D D D @ Alocation concealment (selection bias)

O 0 000 OO0 OO0 OO O O O O ® ® ® cidingof participants and personnel (performance bias)
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Bhat 2016 L JL L IR
Cheema 2007 o e e e
Chowsihury 2013 o e 0
¥Anglo 2005 ® 0 e e
Duman 2012 ® e e e
Erdemir 2014 o0 e e
Guven 2013 oo e 0
Herrera 2002 e e~ e
Jain 2016 | 2 @ e e e e
Keszler 2004 | @ o6 e e
Lista 2004 | @ o e e e
wzoil| 7 |2 ® 0o e
2016 | @ | 2 ® 0 e e
Nafday 2005 | @ | @ o0 e e
Plotrowski 1887 | 7 | @ o0 e e
Piotrowski 2007 | @ | @ o0 e e
Pollmen 2006 | 7 | 2 e e e e
Zhou 2007 | 2 | 2 e e e
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BROFT LD

Forest plot of comparison: 1 VTV vs. PLV
* Review Manager 5.4 IRz {ER L TER

Death before discharge

VTV PLV 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 Strict
Lista 2004 5 30 6 23 12.5% 0.64 [0.22, 1.84] .
Keszler 2004 1 9 1 9 2.0% 1.00 [0.07, 13.64]
Chowdhury 2013 2 20 2 20 4.0% 1.00 [0.16, 6.42] —
Subtotal (95% CI) 59 52 18.5% 0.74 [0.31, 1.76] e
Total events 8 9
Heterogeneity: Tau® = 0.00; Chi* = 0,23, df = 2 (P = 0.89); I* = 0%
Test for overall effect: Z = 0.68 (P = 0.49)
1.1.2 Hybrid
Piotrowski 2007 7 30 4 26 11.3% 1.52 [0.50, 4.60] — T
Piotrowski 1997 4 27 8 30 11.9% 0.56 [0.19, 1.64] — &
Nafday 2005 2 16 1 18 2.6% 2.25[0.22, 22.53]
Liu 2018 1 20 2 20 2.6% 0.50 [0.05, 5.08]
Guven 2013 3 42 5 30 7.6% 0.43 [0.11, 1.66] — =
Erdemir 2014 5 30 4 30 9.4% 1.25[0.37, 4.21] o —
Duman 2012 3 23 7 22 9.3% 0.41[0.12, 1.39] — =
D'Angio 2005 13 104 13 107 26.8% 1.03 [0.50, 2.11] ——
Subtotal (95% CI) 292 283 B81.5% 0.84 [0.56, 1.27] 8
Total events 38 44
Heterogeneity: Tau® = 0.00; Chi* = 5.54, df = 7 (P = 0.59); I’ = 0%
Test for overall effect: Z = 0.81 (P = 0.42)
Total (95% CI) 351 335 100.0% 0.82 [0.57, 1.20] -
Total events 46 53

(TP 2 _ . 2 . = T - 4 4 4 4
Heterogeneity: Tau® = 0.00; Chi* = 5.84, df = 10 (P = 0.83); I = 0% 002 o1 0 0

Test for overall effect: Z = 1.02 (P = 0.31)

Favours [VTV] Favours [PL
Test for subgroup differences: Chi* = 0.07, df = 1 (P = 0.79), I* = 0% el il

Death or CLD36

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.3.1 Strict
Chowdhury 2013 8 20 11 20 11.2% 0.73[0.37, 1.42] —r=
Keszler 2004 3 ) 6 9 6.1%  0.50[0.18, 1.40] _—1
Lista 2004 7 30 8 23 9.2% 0.67 [0.28, 1.58] —
Subtotal (95% CI) 59 52 26.5% 0.66 [0.41, 1.05] RS
Total events 18 25

Heterogeneity: Chi* = 0.36, df = 2 (P = 0.84); I' = 0%
Test for overall effect: Z = 1.76 (P = 0.08)

1.3.2 Hybrid

D'Angio 2005 38 104 45 105 45.6%  0.85[0.61, 1.19] BB
Duman 2012 6 23 14 22 14.6%  0.41[0.19, 0.87] -
Erdemir 2014 14 30 13 30 13.2% 1.08 [0.62, 1.89] N
Subtotal (95% CI) 157 157 73.5%  0.81[0.62, 1.05] L
Total events 58 72

Heterogeneity: Chi’ = 4.20, df = 2 (P = 0.12); IF = 52%

Test for overall effect: Z = 1.59 (P = 0.11)

Total (95% CI) 216 209 100.0% 0.77 [0.61, 0.97] &
Total events 76 97

Heterogeneity: Chi’ = 5.20, df = 5 (P = 0.39); I’ = 4% 'lo o1 0’1 L{U 100=

Test for overall effect: Z = 2.26 (P = 0.02)

; 3 Y Favours [experimental] Favours [control]
Test for subgroup differences: Chi* = 0.56, df = 1 (P = 0.46), I’ = 0%

Duration of ventilation
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vV PLV
SD_Total Mean

Mean Difference
Study or Subgroup  Mean

Mean Difference
v, d 95% ClI

SD Total Weight IV, Random, 95% CI

1.4.1 Strict

Bhat 2016 1.8 2.9 20 2.8 33 20 15.5%  -1.00[-2.93, 0.93]
Chowdhury 2013 7.9 15.3 18 20 24.1 19 0.7% -12.10 [-25.04, 0.84]
Keszler 2004 4.5 7.3 8§ 15.6 18.4 8 0.6% -11.10 [-24.82, 2.62]
Lista 2004 84 4.1 25 11.7 3.8 17 12.1%

Subtotal (95% CI) 71 64 28.9%
Heterogeneity: Tau® = 3.62; Chi* = 6.15, df = 3 (P = 0.10); I = 51%
Test for overall effect: Z = 1.97 (P = 0.05)

-3.30[-5.72, -0.88]
-2.93 [-5.84, -0.02]

1.4.2 Hybrid

D'Angio 2005 27. 8 90 24 224 94 2.4%
Duman 2012 4. A 20 69 7.2 15 5.3%
Erdemir 2014 1 1 30 17 1.8 30 27.0%

6 3.60 [-3.08, 10.28]
1
A1
Guven 2013 3 6.8 42 69 7.8 30 7.3%
8
7

-2.80 [-7.07, 1.47]
-0.60 [-1.34, 0.14]
-3.90 [-7.37, -0.43]
-1.70 [-2.48, -0.92]
-6.30 [-12.88, 0.28]
-1.54 [-2.74, -0.33]

Liv 2011 48 1.1 31 6.5 1.9 30 26.6%
Piotrowski 1997 6.7 49 23 13 15 22 2.5%
Subtotal (95% CI) 236 221 71L1%
Heterogeneity: Tau® = 0.82; Chi* = 11.27, df = 5 (P = 0.05); ¥ = 56%
Test for overall effect: Z = 2.51 (P = 0.01)

Total (95% CI) 307 285 100.0%
Heterogeneity: Tau® = 0.97; Chi* = 18.74, df = 9 (P = 0.03); ¥ = 52%
Test for overall effect: Z = 3.32 (P = 0.0009)

Test for subgroup differences: Chi* = 0.75, df = 1 (P = 0.39), I' = 0%

-1.82 [-2.90, -0.74]

Failure of mode of ventilation

¢

L4

-20 -10 0 10

20

Favours [experimental] Favours [control]

viv PLV Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% ClI M-H, Random, 95% CI
1.5.1 Strict
Chowdhury 2013 5 20 3 20  23.5% 1.67 [0.46, 6.06] — T
Subtotal (95% CI) 20 20 23.5% 1.67 [0.46, 6.06] el
Total events 5 3
Heterogeneity: Not applicable
Test for overall effect: Z = 0.78 (P = 0.44)
1.5.2 Hybrid
D'Angio 2005 21 104 36 108 60.4% 0.61 [0.38, 0.97] —H
Nafday 2005 3 16 2 18 16.1% 1.69 [0.32, 8.85]
Subtotal (95% CI) 120 126 76.5% 0.73 [0.34, 1.61] -
Total events 24 38
Heterogeneity: Tau® = 0.14; Chi* = 1.36, df = 1 (P = 0.24); F = 27%
Test for overall effect: Z = 0.78 (P = 0.44)
Total (95% CI) 140 146 100.0% 0.91 [0.43, 1.91] il
Total events 29 41
:eterogeneity: Tau® = 0.18; Chi* = 3.17,df = 2 (P = 0.20); ¥ = 37% 10'01 051 1:0 100:
est for overall effect: Z = 0.26 (P = 0.79) Favours [VTV] Favours [PLV]
Test for subgroup differences: Chi* = 1.14, df = 1 (P = 0.29), P = 12.0%
NEC
vV PLV Risk Ratio Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.6.1 Strict
Subtotal (95% Cl) 0 0 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
1.6.2 Hybrid
D'Angio 2005 4 100 3 105 16.6% 1.40 [0.32, 6.10] e
Duman 2012 2 23 3 22 12.6% 0.64 [0.12, 3.46] —_—
Guven 2013 4 42 7 30 27.9% 0.41[0.13, 1.27] ——
Nafday 2005 1 16 0 18 3.7% 3.35 [0.15, 76.93]
Piotrowski 1997 6 27 7 30 39.2% 0.95 [0.37, 2.48] T
Subtotal (95% CI) 208 205 100.0% 0.80 [0.44, 1.45]
Total events 17 20
Heterogeneity: Tau® = 0.00; Chi* = 2.91, df = 4 (P = 0.57); I’ = 0%
Test for overall effect: Z = 0.74 (P = 0.46)
Total (95% CI) 208 205 100.0% 0.80 [0.44, 1.45] <
Total events 17 20
Heterogeneity: Tau® = 0.00; Chi* = 2.91, df = 4 (P = 0.57); I’ = 0% :0 o1 0:1 110 100:

Test for overall effect: Z = 0.74 (P = 0.46)
Test for subgroup differences: Not applicable

NDI

Favours [VTV] Favours [PLV]
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Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

Experimental Control
1.7.1 Strict
Subtotal (95% CI) 0
Total events 0 0

Heterogeneity: Not applicable
Test for overall effect: Not applicable

1.7.2 Hybrid

D'Angio 2005 13 62 12
Subtotal (95% CI) 62

Total events 13 12

Heterogeneity: Not applicable
Test for overall effect: Z = 0.22 (P = 0.82)

Total (95% CI) 62

Total events 13 12
Heterogeneity: Not applicable

Test for overall effect: Z = 0.22 (P = 0.82)
Test for subgroup differences: Not applicable

0

62 100.0%
62 100.0%

62 100.0%

Not estimable

1.08 [0.54, 2.18]
1.08 [0.54, 2.18]

1.08 [0.54, 2.18]

s =

i

0.01 0.1 10 100

Favours [experimental] Favours [control]
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Severe IVH

vV PLV Risk Ratio
Study or Subgroup _ Events Total Events Total Weight M-H, Random, 95% CI

Risk Ratio
M-H, Rand 95% CI

1.8.1 Strict
Chowdhury 2013 0 20 3 20 2.2% 0.14 [0.01, 2.60] *
Keszler 2004 0 8 1 8 1.9% 0.33 [0.02, 7.14]
Lista 2004 130 2 23 3.3% 0.38 [0.04, 3.97)
Subtotal (95% CI) 58 51 7.5% 0.28 [0.06, 1.33] R
Total events 1 &
Heterogeneity: Tau® = 0.00; Chi* = 0.30, df = 2 (P = 0.86); I' = 0%
Test for overall effect: Z = 1.61 (P = 0.11)
1.8.2 Hybrid
D'Angio 2005 8 101 12 102 25.2% 0.67 [0.29, 1.58] —
Duman 2012 3 23 7 22 12.3% 0.41[0.12, 1.39] —
Guven 2013 4 42 3 30 9.0% 0.95 [0.23, 3.95] =
Liu 2011 1 31 2 30 3.3% 0.48 [0.05, 5.06]
Piotrowski 1997 3 27 11 30 13.4% 0.30 [0.09, 0.97] —_——
Piotrowski 2007 11 30 7 26 29.3% 1.36 [0.62, 3.00] o
Subtotal (95% CI) 254 240 92.5% 0.70 [0.43, 1.14] L 1
Total events 30 42
Heterogeneity: Tau® = 0.05; Chi* = 5.80, df = 5 (P = 0.33); F = 14%
Test for overall effect: Z = 1.44 (P = 0.15)
Total (95% ClI) 312 291 100.0% 0.67 [0.44, 1.02] -
Total events 31 , 48
Heterogeneity: Tau® = 0.00; Chi* = 7.49, df = 8 (P = 0.49); I' = 0% :001 0=1 1:0 100;
Test for overall effect: Z = 1.85 (P = 0.06) - G i
Test for subgroup differences: Chi* = 1.21,df = 1 (P = 0.27), I = 17.7% Favours [experimental] Favours [control]
PVL
vV PLV Risk Ratio Risk Ratio
Study or Subgroup E Total E Total ight M-H, Random, 95% CI M-H, Random, 95% CI
1.9.1 Strict
Chowdhury 2013 1 20 (4] 20 B.8% 3.00 [0.13, 69.52]
Keszler 2004 0 8 0 8 Not estimable
Lista 2004 1 30 2 23 15.9% 0.38 [0.04, 3.97] e
Subtotal (95% CI) 58 51 24.8% 0.81 [0.12, 5.69] e ——
Total events 2 2
Heterogeneity: Tau® = 0.13; Chi* = 1.07, df = 1 (P = 0.30); ¥ = 6%
Test for overall effect: Z = 0.21 (P = 0.83)
1.9.2 Hybrid
D'Angio 2005 2 87 4 86 31.2% 0.49 [0.09, 2.63] — &
Duman 2012 2 23 4 22 34.3% 0.48 [0.10, 2.35] . B
Guven 2013 0 42 2 30 9.7% 0.14 [0.01, 2.90] *
Subtotal (95% CI) 152 138 75.2% 0.42 [0.14, 1.22] i
Total events 4 10
Heterogeneity: Tau® = 0.00; Chi* = 0.56, df = 2 (P = 0.76); I = 0%
Test for overall effect: Z = 1.60 (P = 0.11)
Total (95% CI) 210 189 100.0% 0.49 [0.19, 1.24] i
Total events 6 12
Heterogeneity: Tau® = 0.00; Chi* = 1.96, df = 4 (P = 0.74); I = 0% 50 o1 051 150 1005
Test for overall effect: Z = 1.50 (P = 0.13) ' y
Test for subgroup differences: Chi* = 0.35, df = 1 (P = 0.55), I’ = 0% Favours [VTV] Favours [PLV]
Air Leak
vV PLV Risk Ratio Risk Ratio
Study or Subgroup E Total Events Total Weight M-H, Rand 95% CI M-H, Rand 95% CI
1.10.1 Strict
Keszler 2004 0 9 0 9 Not estimable
Lista 2004 2 30 3 23 12.1% 0.51 [0.09, 2.81] —_—
Subtotal (95% CI) 39 32 121% 0.51 [0.09, 2.81] e
Total events 2 3
Heterogeneity: Not applicable
Test for overall effect: Z = 0.77 (P = 0.44)
1.10.2 Hybrid
D'Angio 2005 12 104 11 108 58.8% 1.13 [0.52, 2.45]
Nafday 2005 2 16 1 18 6.6% 2.25[0.22, 22.53)
Piotrowski 1997 3 27 7 30 22.5% 0.48 [0.14, 1.66)
Subtotal (95% CI) 147 156 87.9% 0.96 [0.51, 1.80]
Total events 17 19
Heterogeneity: Tau® = 0.00; Chi* = 1.91, df = 2 (P = 0.38); ' = 0%
Test for overall effect: Z = 0.14 (P = 0.89)
Total (95% CI) 186 188 100.0% 0.89 [0.49, 1.60]
Total events 19 22
Heterogeneity: Tau® = 0.00; Chi* = 2.37, df = 3 (P = 0.50); I’ = 0% :{)01 0:1 | t 1005

Test for overall effect: Z = 0.40 (P = 0.69)
Test for subgroup differences: Chi* = 0.45, df = 1 (P = 0.50), I’ = 0%

10
Favours [VTV] Favours [PLV]
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Pneumothorax
VTV PLV Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% ClI
1.11.1 Strict
Chowdhury 2013 2 20 0 20 1.5% 5.00[0.26, 98.00]
Keszler 2004 ] 9 0 9 Not estimable
Lista 2004 1] 30 3 23 12.2% 0.11 [0.01, 2.04] ¢ =
Zhou 2007 [+] 15 X 15 4.6% 0.33 [0.01, 7.58]
Subtotal (95% CI) 74 67 18.4%  0.58 [0.16, 2.06] R = -
Total events 2 4
Heterogeneity: Chi* = 3.38, df = 2 (P = 0.18); ¥ = 41%
Test for overall effect: Z = 0.85 (P = 0.40)
1.11.2 Hybrid
D'Angio 2005 6 104 9 108 27.3% 0.69 [0.26, 1.88] —_—
Duman 2012 2 23 2 22 6.3%  0.96 [0.15,6.21]
Erdemir 2014 0 30 2 30 7.7%  0.20[0.01, 4.00]
Liv 2011 1 31 2 30 6.3% 0.48 [0.05, 5.06]
Liu 2018 1 20 1 20 3.1% 1.00[0.07, 14.90]
Nafday 2005 1] 16 0 18 Mot estimable
Piotrowski 1997 2 27 6 30 17.6%  0.37 [0.08, 1.68] —_—
Piotrowski 2007 3 30 4 26 13.3% 0.65 [0.16, 2.64] N
Subtotal (95% CI) 281 284 B81.6% 0.59 [0.32, 1.07] -
Total events 15 26
Heterogeneity: Chi® = 1.42, df = 6 (P = 0.96); I' = 0%
Test for overall effect: Z = 1.74 (P = 0.08)
Total (95% CI) 355 351 100.0% 0.58 [0.34, 1.01] e -
Total events 17 30
Heterogeneity: Chi® = 4.79, df = 9 (P = 0.85); I = 0% =0 01 0=1 150 100:

Test for overall effect: Z = 1.93 (P = 0.05)
Test for subaroup differences: Chi® = 0.00, df = 1 (P = 0.99), I’ = 0%

Forest plot of comparison: 2 VTV vs. PLV - infants weighing less than 1000 g

* Review Manager 5.4 MRz {ER U TR

Favours [experimental] Favours [control]

Death before discharge - infants weighing less than 1000 g,

vV PLV Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% Cl M-H, Random, 95% CI
2.1.1 Strict

Keszler 2004 1 2 1 4 8.3% 2.00[0.22, 17.89]

Lista 2004 11 71 11 74 67.3% 1.04 [0.48, 2.25]

Subtotal (95% CI) 73 78 75.6% 1.12 [0.54, 2.31]

Total events 12 12

Heterogeneity: Tau® = 0.00; Chi* = 0.31, df = 1 (P = 0.58); I = 0%

Test for overall effect: Z = 0.30 (P = 0.76)

2.1.2 Hybrid

D'Angio 2005 2 12 2 5 14.5% 0.42 [0.08, 2.19] s

Piotrowski 1997 1 10 4 10 9.9% 0.25 [0.03, 1.86] _ 1

Subtotal (95% CI) 22 15 24.4% 0.34 [0.09, 1.22] i

Total events 3 6

Heterogeneity: Tau® = 0.00; Chi* = 0.16, df = 1 (P = 0.69); I' = 0%

Test for overall effect: Z = 1.66 (P = 0.10)

Total (95% CI) 95 93 100.0% 0.84 [0.44, 1.57] -

Total events 15 18

Heterogeneity: Tau® = 0.00; Chi’ = 3.00, df = 3 (P = 0.39); I’ = 0% ; + + J
Test for overall effect: Z = 0.55 (P = 0.58) 2.0 F.S\;éurs [VTV] Favours [Pli_(\::f] 100
Test for subgroup differences: Chi* = 2.54, df = 1 (P = 0.11), I’ = 60.6%
Death or CLD36 - infants weighing less than 1000 g,

VIV PLV Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.2.1 Strict

Keszler 2004 2 2 4 4 7.2% 1.00 [0.56, 1.79] ——F

Lista 2004 4 12 2 5 6.0% 0.83[0.22,3.18] —_—
Subtotal (95% Cl) 14 9 13.2% 092 [0.47, 1.82] B =

Total events 6 6

Heterogeneity: Chi* = 0.09, df = 1 (P = 0.76); I = 0%

Test for overall effect: Z = 0.23 (P = 0.82)

2.2.2 Hybrid

D'Angio 2005 33 71 41 72 86.8% 0.82[0.59,1.12] !

Subtotal (95% CI) 71 72 86.8% 0.82 [0.59, 1.12]

Total events 33 41

Heterogeneity: Not applicable

Test for overall effect: Z = 1.24 (P = 0.21)

Total (95% CI) 85 81 100.0% 0.83 [0.62, 1.11] L 3

Total events ; 39 47 ;

Heterogeneity: Chi® = 0.40, df = 2 (P = 0.82); I = 0% b0l o1 10 100

Test for overall effect: Z = 1.25 (P = 0.21)
Test for subgroup differences: Chi* = 0.11, df = 1 (P = 0.74), I’ = 0%

Favours [experimental] Favours [control]
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Grade EP table
VTV compared to PLV for CLD

EREDFHE (Certainty assessment)

JATRD ) #
3 Ee F—ai ' Lol ot
YRy (95% CI) (95% CI)

Death before discharge

11 randomize | serious? | not serious | serious® very none 46/351 | 53/335 | RR0.82 | 28 fewer per o000 9
d trials serious® (13.1%) | (15.8%) | (0.57 to 1,000 Very low
1.20) (from 68 fewer
to 32 more)
Death before discharge - Strict
3 randomize | serious® | not serious not very none 8/59 9/52 RR 0.74 | 45 fewer per OO0 9
d trials serious serious® (13.6%) | (17.3%) | (0.31to 1,000 Very low

1.76) (from 119 fewer
to 132 more)

Death before discharge - Hybrid

8 randomize | serious® | not serious very very none 38/292 | 44/283 | RR 0.84 | 25 fewer per eO00O 9
d trials serious® serious® (13.0%) | (15.5%) | (0.56 to 1,000 Very low
1.27) (from 68 fewer

to 42 more)
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HERMIDE (Certainty assessment)

Page 33 of 53

izho)
(95% CI)

E DD

(95% CI)

AP 2D
HRH | ARFTH1> I—H B

Death before discharge or CLD(36)

- PLV

6 randomize | serious? | not serious | serious® not none 76/216 | 97/209 | RR 0.77 | 107 fewer per 1100
d trials serious (35.2%) | (46.4%) | (0.61 to 1,000 Low
0.97) (from 181 fewer
to 14 fewer)
Death before discharge or CLD(36) - Strict
3 randomize | serious® | not serious not serious® none 18/59 25/52 | RR 0.66 | 163 fewer per 1100
d trials serious (30.5%) | (48.1%) | (0.41 to 1,000 Low
1.05) (from 284 fewer
to 24 more)
Death before discharge or CLD(36) - Hybrid
3 randomize | serious® serious’ serious® serious® none 58/157 | 72/157 | RR0.81 | 87 fewer per 100®)
d trials (36.9%) | (45.9%) | (0.62 to 1,000 Very low
1.05) (from 174 fewer
to 23 more)

Duration of ventilation
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HERMIDE (Certainty assessment)

IAC O () 833 Xt
THITER WETYL> IF—E% JEEEN ] T DR
UzRY (95% CI) (95% CI)
randomize | serious® | serious?® serious® not none 307 285 - MD 1.82 lower OO0 6
d trials serious (2.9 lower to Very low
0.74 lower)

Duration of ventilation - Strict

4 randomize | serious® | serious?® not not none 71 64 - MD 2.93 lower &0 6
d trials serious serious” (5.84 lower to Low
0.02 lower)

Duration of ventilation - Hybrid

6 randomize | serious® very serious® not none 236 221 - MD 1.54 lower | OO0 6
d trials serious' serious (2.74 lower to Very low
0.33 lower)

Failure of mode of ventilation

3 randomize | serious? | not serious | serious® serious® none 29/140 | 41/146 | RR 0.91 25 fewer per 10)00) 4
d trials (20.7%) | (28.1%) | (0.43 to 1,000 Very low
1.91) (from 160 fewer
to 256 more)

Failure of mode of ventilation - Strict
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HERMIDE (Certainty assessment) _

A 2 ()] PO
HRH | ARFTH1> I—H B 1 E DD PLV
(95% CI) (95% CI)

randomize | serious® | not serious not serious® none 5/20 3/20 RR 1.67 | 100 more per OO 4

d trials serious (25.0%) | (15.0%) | (0.46 to 1,000 Low
6.06) (from 81 fewer
to 759 more)

Failure of mode of ventilation - Hybrid

2 randomize | serious® | not serious | serious® serious® none 24/120 | 38/126 | RR0.73 | 81 fewer per OO0 4
d trials (20.0%) | (30.2%) | (0.34 to 1,000 Very low
1.61) (from 199 fewer
to 184 more)

NEC
5 randomize | serious® | not serious | serious® serious® none 17/208 | 20/205 | RR0.80 | 20 fewer per OO0 8
d trials (8.2%) | (9.8%) | (0.44 to 1,000 Very low
1.45) (from 55 fewer
to 44 more)
NEC - Strict
0 randomize 0/0 0/0 not see comment - 8

d trials pooled
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HERMIDE (Certainty assessment) _

A 2 ()] PO
HRH | ARFTH1> I—H B 1 E DD
(95% CI) (95% CI)

NEC - Hybrid
5 randomize | serious® | not serious | serious® serious® none 17/208 | 20/205 | RR0.80 | 20 fewer per 100®) 8
d trials (8.2%) | (9.8%) | (0.44 to 1,000 Very low
1.45) (from 55 fewer
to 44 more)
NDI
1 randomize | serious® | not serious | serious® very none 13/62 12/62 | RR 1.09 | 17 fewer per eO0O0O 9
d trials serious® (21.0%) | (19.4%) | (0.51 to 1,000 Very low
2.01) (from 95 fewer
to 195 more)
NDI - Strict
0 randomize 0 0 Not Not pooled - 9
d trials pooled

NDI - Hybrid
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HERMIDE (Certainty assessment) _

I\ AP 2D 8
MRy | ARTHF1> = FEEENE ] EDfthDiREt
UZRY (95% CI) (95% CI)
randomize | serious® | not serious | serious® very none 13/62 12/62 | RR 1.09 | 17 fewer per 00 9
d trials serious® (21.0%) | (19.4%) | (0.51 to 1,000 Very low

2.01) (from 95 fewer
to 195 more)

severe IVH
9 randomize | serious® | not serious | serious® serious® none 31/312 | 48/291 | RR0.67 | 54 fewer per OO0 8
d trials (9.9%) | (16.5%) | (0.44 to 1,000 Very low
1.02) (from 92 fewer
to 3 more)
severe IVH - Strict
3 randomize | serious® | not serious not very none 1/58 6/51 RR 0.28 | 85 fewer per +00@) 8
d trials serious serious® (1.7%) | (11.8%) | (0.06 to 1,000 Very low

1.33) (from 111 fewer

to 39 more)

severe IVH - Hybrid
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HERMIDE (Certainty assessment) _

N T RAD X
MRy | ARTHF1> F—BiE FEEENE 1 EDfthDiREt
UZRY (95% CI) (95% CI)
randomize | serious® | not serious | serious® serious® none 30/254 | 42/240 | RR0.70 | 53 fewer per OO0 8
d trials (11.8%) | (17.5%) | (0.43 to 1,000 Very low
1.14) (from 100 fewer
to 24 more)
PVL
6 randomize | serious® | not serious | serious® very none 6/210 | 12/189 | RR0.49 | 32 fewer per OO0 8
d trials serious® (2.9%) | (6.3%) | (0.19to 1,000 Very low
1.24) (from 51 fewer
to 15 more)
PVL - Strict
3 randomize | serious® | serious® not very none 2/58 2/51 RR 0.81 7 fewer per +00@) 8
d trials serious serious® (3.4%) | (3.9%) | (0.12to 1,000 Very low
5.69) (from 35 fewer
to 184 more)

PVL - Hybrid
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HERMIDE (Certainty assessment) _

N T RAD X
HRH | ARTH1> IF—HE FFEEE ] EDMMDIRES LAY
Uzo (95% CI) (95% CI)
randomize | serious® | not serious | serious® very none 4/152 | 10/138 | RR0.42 | 42 fewer per +00@) 8
d trials serious® (2.6%) | (7.2%) | (0.14 to 1,000 Very low
1.22) (from 62 fewer
to 16 more)
Air Leak
5 randomize | serious® | not serious | serious® serious® none 19/186 | 22/188 | RR0.89 | 13 fewer per OO0 7
d trials (10.2%) | (11.7%) | (0.49 to 1,000 Very low
1.60) (from 60 fewer
to 70 more)
Air Leak - Strict
2 randomize | serious® not not very none 2/39 3/32 RR 0.51 | 46 fewer per OO0 7
d trials serious® serious serious® (5.1%) | (9.4%) | (0.09 to 1,000 Very low

2.81) (from 85 fewer
to 170 more)

Air Leak - Hybrid
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HERMIDE (Certainty assessment) _

N T RAD X
MRy | ARTHF1> F—BiE FEEENE 1 EDMMDIRES
URo (95% CI) (95% CI)
randomize | serious® | serious® serious® serious® none 17/147 | 19/156 | RR 0.96 5 fewer per eOO0O 7
d trials (11.6%) | (12.2%) | (0.51 to 1,000 Very low
1.80) (from 60 fewer
to 97 more)
Pneumothorax
12 randomize | serious® | not serious | serious® serious® none 17/355 | 30/351 | RR0.58 | 36 fewer per eOOO 7
d trials (4.8%) | (8.5%) | (0.34 to 1,000 Very low
1.01) (from 56 fewer
to 1 more)
Pneumothorax — Strict
4 randomize | serious® | serious® not very none 2/74 4/67 RR 0.58 | 25 fewer per eOO0O 7
d trials serious serious® (2.7%) | (6.0%) | (0.16to 1,000 Very low

2.06) (from 50 fewer

to 63 more)

Pneumothorax — Hybrid
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HERMIDE (Certainty assessment)

A 2 ()] PO
R | WARTH1> E S ={: FFiEEE T DfthDiRET VTV PLV
(95% CI) (95% CI)

randomize | serious® | not serious | serious® serious® none 15/281 | 26/284 | RR 0.59 | 38 fewer per OO0 7

d trials (5.3%) | (9.2%) | (0.32to 1,000 Very low
1.07) (from 62 fewer

to 6 more)

CI: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. AIHREEZWREUCHARTE. TOMEL MTAZERIETDZEN TSR, TALCDVT(E, HEBEHRE Uz VIV BUDO[ICE U TEmEHEISEVWN DD, > T\ 7 XUX DS serious EHIE
Uiz,

b. VTV & PLV DLEEICHULT. Volume targeting IHAD R TERTEITIBL\DEH B Hybrid study hhidd % s Bz bffifhid Volume targeting MIEDLEE & U T IEOP0RBIEN S D,
C. ZROEGIE. R hOBADIRN, T, ISWEBXEELEL. BN SHRRLICE> TS,

d. ATIIMPIREEEGRE VAR CTE. TOMEL. TADERIEA TERN. TOMICKER/\ATIURI@FRN. > T/ 7Y RI(E not serious EHELTZ

e. VTV & PLV DLEE(CHUT. Volume targeting DR THIRTE (CIEL\DE D Hybrid study (& Volume targeting MFIERDLLER & U TIEo/IEN D B,

f. MARBTHRCEALTESDENAEL, REM (heterogenuity) A&,

g. MREITHRCEALTESDENAREL., BB (heterogenuity) HE0L.

h. 2EOEFIE. AR MIHDRN

i. %IROIEH favorable EDREDHS, harmful EDREDFET. (ESDEHIEEICKELN,
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VTV compared to PLV < 1000g for CLD

EsREDFHil (Certainty assessment) BEHY

» SAPRD f
RS | MRFT> JE—EE JEEIEE ' ZDMDIRE VTV PLV
VR (95% CI)

Death before discharge

4 randomized | serious® | not serious | serious® very none 15/95 18/93 RR 31 fewer per | OO0 9
trials serious® (15.8%) | (19.4%) | 0.84 1,000 Very low
(0.44 (from 108
to fewer to 110
1.57) more)
Death before discharge - Strict
2 randomized | serious® | not serious not very none 12/73 12/78 RR 18 more per | dOOO 9
trials serious serious® (16.4%) | (15.4%) | 1.12 1,000 Very low

(0.54 | (from 71 fewer
to to 202 more)
2.31)

Death before discharge - Hybrid
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HERMHEDFEM (Certainty assessment) BEY
NAFRD _ #sd
F—BiE RN . TDfthDIRES
U2y (95% CI)
2 randomised | serious® | not serious | serious® very none 3/22 6/15 RR | 264 fewer per | OO0 9
trials serious® (13.6%) | (40.0%) | 0.34 1,000 Very low
(0.09 (from 364
to fewer to 88
1.22) more)
Death before discharge or CLD(36)
3 randomised | serious® | not serious | serious® very none 39/85 47/81 OR | 103 fewer per | OO0 8
trials serious® (45.9%) | (58.0%) | 0.66 1,000 Very low
(0.35 (from 254
to fewer to 53
1.25) more)
Death before discharge or CLD(36) - Strict
2 randomised | serious® | not serious not very none 6/14 6/9 OR 67 fewer per | ®@O0OO 8
trials serious serious® (42.9%) | (66.7%) | 0.75 1,000 Very low

(0.09 (from 514
to fewer to 262
6.47) more)




Evidence Update COSTR —JEBNeo — v 1.0 — 5 Sep 2022 Page 44 of 53

HERMHEDFEM (Certainty assessment) BEY

RATFRD : .
F—EIE FEEEYE ] T DR
UZzY (95% CI)

Death before discharge or CLD(36) - Hybrid

1 randomised | serious? | not serious | serious® very none 33/71 41/72 OR | 103 fewer per | OO0 8
trials serious® (46.5%) | (56.9%) | 0.66 1,000 Very low
(0.34 (from 259
to fewer to 57
1.27) more)

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

Explanations

a. AIMIRSEEMRE UK TE, ZOBE L MAZERIET DS EN TSR MALDNTIE, EEIIRE LTz VIV DWDOR(CB L CTEmER ISV DD, > T/ T7RU X serious EHIFE
=R

b. VTV & PLV OHEE(CH T, Volume targeting MDD THIRTE (CEL\DE D Hybrid study hYi@¥ %GBz, #iFkR Volume targeting MFIRDLEER & U TIE0RIREN B D,
SRDREBIER. AR MIDIER(TDIRN,

d. VTV & PLV DLEERICH LT, Volume targeting BISAD R TEHIREICIEL\DFH D Hybrid study (& Volume targeting D3RO LEE & U TIEOYHENHD D,
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SEIDHERDEIS

BHEFMRERD RO DHDRERICHUT. ZEEFREMK (Volume Targeted Ventilation: VTV

*1 ) ZEEMOIEERIRIETIE. MERS (Pressure-Limited Ventilation: PLV *2 ) ZAU\ZIFIREIR
KDE. BEEFEEBRKEAVCATHRERZITOCEZRERT D, LU, SHERERSIE (High
Frequency Oscillatory Ventilation: HFOV) to#ZiREIfRNI% (Neurally Adjusted Ventilatory
Assist: NAVA) 7&&, ZOMORMRENIRITIREIR & DBEMMDZE(CRE U TFIRFRTEARATSH D, £
DER(FEMZDOHIMTCERSN D, (BULMER, BOITEFT> XDHEEM)

(#E] VTV E— FZAVWZHIRERENZE LU TITRRVEE,. BROREDUERUATOIREE(C L D1E
REDORERBR Z SOCMOIFIREIREZERT D,

*1 HIRUELREES (Volume Guarantee) 72&  *2 fRER-FAHEARBEIRAVREIHST (Pressure Control-
Synchronized Intermittent Mandatory Ventilation: PC-SIMV) ot/ -##BNAEIRS (Pressure
Control-Assist Control ventilation: PC-ACV) . EX#Fau (Pressure Support Ventilation : PSV) 7&
E

TEF A SHEREN

Summary of judgements

JUDGEMENT
Rz BE5L., FL
PELLHR th
PE L <BLHR DIH
TEF> DM &
EERFRE
HETEES
SERBL
WRDINS> R N ADELL
DEEEE PEEDIR ~
PEEEECHTS
0 RAWRRL
TEF> 2Ok
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JUDGEMENT

BERXIIR BRAWARZRL

pagl=v Al

payl=y\ Al

HESL. @FW

ATHIRERDE— ROERICDNT

AAFRTE, ERSAE L ERKIENBRO—EHRK[EICINRIT DL D(C. BRARSTIE (Peak Inflation
PmﬁmePW)%Qﬁﬁﬁﬁ%@ﬁEWEﬂ@ﬂ@ﬁ(mv&tHPm$w&ammmwvaMabn@Oot
BEEFEEND) E— Rza=BEEMBEKA (Volume Targeted Ventilation: VTV) E— REFFIRUZ, SNUE. B
ABFIWNRICIA < FERAENTLIREN/=FIEEIES (Volume-controlled ventilation (VCV) BmRE—R
EFRANCERDEDTHD(Keszler 2019), HERBTK[TH. VIV E— REERRIC—OIRKEZRTE L T
a7 oM EHHEFATONIRN, =RE U —ERENEERBANBEASNDCH. MMED/NSWRER
(CENWTREBAOCHRAEMWENTRUR[EF1—TNS5DY—D(CKDOHBT UERE L —ERIENERE
([CRESNRBVEVWSHEEZIZA TS,

—7. EEERERS (VTV) E—REHSFD—EHRKER. RREFPIESEFOREZAE LU THIZIBIRIC
£BT1— RNy oZmlc. ATTRSBEROHIH7ILTUXACEDVWTHEZENTNSD. £o T, EAN
(CEEENHE UL —ERQENEBE CRHENSD. AR (CEKD T+ — R\ OD7EE/HE#H7ILTUX
LFERLZTH D, HIREEE— R E U TOIFINE#MERICL D TEVWNSD. BEEREHRST (VTIV) E—RO—
Bl LTI RIBTEL<ALSNTLS Drager Babylog® VN500 7 E (CHEEi M /z Volume Guarantee £
— R (VG) I2ENEITFEND.

WRNEEDOEERS

SEIT O IEBFDIAFTIYT A v ILE1—DF7 v IFT— MINCEBERCHEWNTE, Strict HICHITIE=E
BRREMAR (VTV) £— RN [FETFZE CLD] DEET7 D MILAD IR DZE T EBDIRRICDNT, 5%
BRKETOREREI RSN D, UL, E8FD [FETFZ(E CLD] (ST 3770 MAAK. AFRED
—E&% (consistency) &<, BREZ RN D IZDEATDRY > TILEBA XTERT D EEX SN
F/z. 2K (Strict B2+ Hybrid 8f) O TCIEIBRENRESN TV CENSE. BEEERBR (VTV) £
— R(& IFETFEE CLD] OURTZE T B DRMBFCED LML, 22U, BIRMEIREIRETH
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DRVBESNEY TS XRRE, TEST O ADHEEME (Certainty) ([CBAULTIEEWVWEIFEXRT . BEICE
FIRICIFFEZET D,

Fle. TOMDEFTULVHRE U TE, FEMATIFIREIEHR (duration of ventilation) DREARIDREHE(C
BVWTHERENRENZ. CNFBDIDI > TSA 7> ADRE (V. MIRY/R— K~ (PIP) WREDEEZ
TOZERLKBRENDENDE— RZOEODFFENSEIFESNDIMREE—HLTVD. —H. B=EER
BRR (VTV) E— RZHEAT DI EICLDMEREDITIREIR(PLV) & L8 U Tz AERAESHEDBIER SR
Moz,

1000g U FDRZEMG R E Ul BT IIL—TE#IATIE. B> TILH o DR ICRSNIZ@ETDIzbT2EE
B (VTV) E—R®D 3R] BKLU [T FH(E CLD] AOBMHE I RSN M, R< &6 PLY
BB UTI O MAZBLSIEBRRERTEIRAMN D/, F/z. Klingenberg 5M SR (2017) (CHULTHED
FEERESHEDBMEIRESN TR (KA1 RS RICHBEHIRL) . > T, RKETHRIEFT >IN
WS EFBRURNSE., BREERANDERAGHESEINDIEEEZA SN,

ZofM, EEERICEATDIRICEVNT. B=2=BREMK (VTIV) ZIT7D72H(CE. BE— RZES L IHE
DALMTIREENMNEBEIRD ., )\ AT ROMIEICIRESND. AFBICHULT CLD /\1URTDRDOMIREIRZ
BS#HRE/MBEEREROXREZER I D L. BEEFRRHBK (VIV) E— RamX Tz ATIIRER (E2 T
RICEMSN TR EXTIFERRVNCENS., KGLDFEAMEESNDIKATEPREEDOIA NEET DA
BEHIEL.

UrZ=BFEIT. UTOHEREL,

EBHEMERED IR TDHDIRERICHUT. SEEFREMS (Volume Targeted Ventilation: VTV

*1 ) ZEEMOIEERIRIE TR, MERHS (Pressure-Limited Ventilation: PLV *2 ) ZAU\CIFIREER
KD(F. FEEFERMIZAVVCATITREEREZITDO ZEZIERTD. LU, BHEERERKZE (High
Frequency Oscillatory Ventilation: HFOV) to##ZFREIMEIS (Neurally Adjusted Ventilatory
Assist: NAVA) 1 &. ZOMODIHRERN/AITIRERE EOBEMMEOECAUTERBFRTERRATHD. &
DOER (IR DI (CERSND,

(2] VTV E— RZAVZHIREENTZE U TITRRVVEE., B ROREBRUE R UFTDIRER(C X DiE
REDRER B[ Z SOMOIFIREIREZEZRT Do
*1 KERIES (Volume Guarantee) 72&  *2 ftER-EIHARXEI R As8HIHS (Pressure Control-
SIMV: PC-SIMV) YitE-fBhaEES (Pressure Control-Assist Control ventilation: PC-ACV) .
[EZ#EHES (Pressure Support Ventilation : PSV) 7&&E

Knowledge gap

- BEBFRBRK (VTV) E— ROBRHECEALTE, 1000g A TFDRICHWVWTIZRESNTLVRL,

- INFTITATONTULD ALFIRZEEDOE— RREIDLEE (. HEEpY#aS, (Conventional ventilation: CV) £
— REUTESNDIRER TS (PLV) REDE— REDLRICLDITONTND, TNTIUEL (CREZET
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TV RSEEIREIASUE (HFOV) o#EREIHANIRS (NAVA) 72E, ZDMOIMRENIIFIREE & DB
HEDZECE U TEARRIZENZ N,
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Supplement ({#R&E®)

Evidence to decision table

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O Lz CLD (FREROSMHHRSIBCHITIMETHD ERARKIC. REAC

O HESLK. LWX DIEZTIRBREHEEECD. BIC. BERDODFEECSLNTE

® HE5L. [FL BHEERIFIZENRENTND, CLD DEJURTBFCTHDEB

O Fn BERICBVTIE. RENATHRERZEYT DIFENIERCE

O &Fx2=E <. XEBFZDEBEERICBVWTCERRERARNGER TH D,

O 5N

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL

CONSIDERATIONS

O or-w:) FET I MHATHDETCF/(E CLD36 BRIV ATIFIREIRH
O Mz MZERD = IMRNHD.

e

O KEW

O &FE=x
O BM5R[_N

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O KEW ZFULKRUVLBIRICEALTIE REFATURX T LRI REEIND

O ERFRL, BERIF0,

O ha&En

® HIMH

O &FE=x

O D5 7R0

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL

CONSIDERATIONS
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O IR

® X

O

o=

O BHAmFRRL

ATIHIRERDFECEELZNATE,. ZDHEL. ST
C LR TH D, Ffe. SEID SR Tl ZEERET

(VTV) IS AT RIS (F AT IFIRSROER (CRAT D
ME—DEEZETIIRAREZ < EATVDD. S=EFRR
K (VTV) RIHTEE CRRDMITE Strict iFREE. 2 BRI TE
FAUERYT 2 AR FE(EATIFIREED NUH—F— RO
E122MFR % Hybrid iiFRE & U CTH T ZEITIAD /2. Strict
BIDLERI(IDHRDY > FI)VENIERE (CAMRU Hybrid FRFTEFDLE
B
BFEEERBRT (VIV) ONROLERE UTE/ A FIDKE
L EVLWSHEIEZENTNIBZI TV, 212U EEBV DI MIA
T [TFEEECLD36] ICALTIE. AR hMIBEEL<.
FIEEDOEERE(FERTET D LMLz,

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

O EERTEREZZEESDEHD
O BEERAERMEFZ(EESDEO0H
%30

O BEERAEREFTLEESDEEFHE
5<2L

® EELTHRMUFT(EESDEEFRRL

FETHTZ(F CLD36 EVWSEERTD O LDEEDHR(TH U
T, BERTEFULRLVHIRDPEEOCRIBENR EDR(FR
<. MEHROATERERFRE LRS00,

JUDGEMENT

RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

O heBSRNE

O LBSIRNES T 5 B

O MABLEBREVNTNEEAL TR
O BT LMTANMELL

® T ANME(L

O &FxEx

O IMS57E0

FELF/(F CLD36 EWSEER T b HADEDMRICH U
T, BRRTEFUSRVIR/URIDER(EREENTES
I\ BROINS X (IR ERSRN.

JUDGEMENT

RESEARCH EVIDENCE
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O XERIR B FEEFRRS (VTV) Z1T737HICF. RE— RaEsU ek
® NEEMIX BOATTFEBRNVELLD, BEERRER (VTV) (FIRIE.
O HHTEDFEDTR MO ETOANIMRSRICHEHSNTLDIDETERLS AT RD
O REE DR HAECIRESN S,

O RERETR

O &cFSF

O ISR

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

o AL

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

o AL

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O s

O HZ5KHD

O BZS<FEEEL
O BEELIEBRXD
O BR3

O &cFSF

® HHSIELY

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL

CONSIDERATIONS

O Lihx

O BZ5K. LR
O &5, FW
O &Ly

O &cFSF
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® HHSIELY

JUDGEMENT RESEARCH EVIDENCE ADDITIONAL

CONSIDERATIONS

O LW FEBRRRS (VTV) ZEH UHED A TIFRIENMEATIEE
O H25< WX THNE, BERLKETIBIENTES.

o HT5<. (W
O (FL

O &cFSF
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Clinical Question (CQ)
K[EEEZRII ALTIRERCLIFERZITONIIE 37 BETOETOEMBEZRORE(CILT, ACV
SIMV+PS (& SIMV ELEERUT. NICU MSOFETTIREEIEEER (CLD) REOESHIEZRIEEDN ?

PICOST
Population:
[EREZRI A TITIRERICLDBERK[ZITONIIER 37 BETOE2TOIERBEZODE
Intervention:
@® ACV vs SIMV(£PS)
@ SIMV+PS vs SIMV(non PS)
Comparators:
L&
Outcomes:
CLD(BHtin 28, 1EZ1E 36 ). EfiE CLD. NICU h5DIETRRE. <ubl - I MEAhSUE, TEEEREE. A
TIPIREEEAR, AMZEAREI (IVH) | BIEERER (NEC) | RFATHAREAE (ROP) . MiEFERE
(NDI) R"BS(LRZRIMAE. ANLAYA>
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Type of studies (study designs), Language, Time, etc:
S MELEEGRER, SEMRFIRL

Definitions, other notes for PICOT:

ACV : IRNTOMIRZNH—U CGREMRSRZITD

SIMV(£PS) : H5HUSHRHSNIZEIEZT NG - U GRE IR Z1T5

BIFDHELE:

TERIEMMREOZEEM (ST 2MR) 5 2 BEORMERR A TIRKEECUATOEEN BB,
PEMHRRBADEITOUR I ZIF ORE R A ARE ROFIRER(CHVT, IRKBERTRA TRSEED—DOTH
% ACV/SIMV (F. AT BRI OB RENDD. MRS (BIE 36 :8) ZRHASE2aIaEMEN S, HEEE
N%. ATIMSEENSDI(—Z2J DBRIC(E. ACV HiHEREEN2,. (IR¥LOENSE B) |

SEIDHELR

BEROBEARBRENO 3 20K ANOE— R, #MENEEEI#LIS ( Assist Control ventilation: ACV) . FIHATC
IR EYESHIRS (Synchronized Intermittent Mandatory Ventilation: SIMV) | BRI REVSEFIRS
+ [EZIFRS (Synchronized Intermittent Mandatory Ventilation + Pressure Support: SIMV+PS) ®
S5\ ITNZEIRIIMNONT, [EHEFMEREDLZOMOEHIEICK T2EMEDZECEAITZ+DRIETVRERL, &
hEER DER A IRERE BEDIREZ ZBU GBRIRI 2L ZIERTD (S5, SER(RVIET D ADEEM) .

Evidence update CoSTR summary

BEfFODH#ELER(E. 2008 £F(C Greenough 5IC&>TiThHN Cochrane Database of Systematic Reviews (CUX &

anfz SRICEDTVTLEDY, 20 SR (F 2016 FICAZEES(CLST update SNTWL3P), SO, 20D SR DIRZRENE

H (20154 7 A 24 H) MUBEOHFKICOVWTCEINOXEE&ZRZHERoh, & CQ (CEET B FE R Oh5R

hole.

BE7FD SR Tl ACV & SIMV ZEEERUESH#k(E 3 AN Tépolz. Meta-analysis Tl& ACV T SIMV LOEIIR2D

weaning BARINFE B AN ERHSNIN, HistFEHNBEREFFZZHSNEN Oz (N=3, Mean Difference -

42.38 hours [95%CI -94.35 to 9.60]) . Air leak (CEALTH ACV & SIMV THisTEMNBRZE(LZRHENR

hofe (N=3, 4/60 vs 5/60, RR 0.80 [95%CI 0.23 to 2.83]) . ACV N SIMV ([CLEEU TIE MM EEZS

OIEEHEZRS T NEIMIARETEN TR O,

SIMV+PS & SIMV ZEEEUZ RCT (& 1 DDH THol. iIRFeRFFET” (N=1, 6/53 vs 7/54, RR 0.87 [95%CI

0.31 to 2.43]) . Air leaks (N=1, 5/53 vs 7/54, RR 0.73 [95%CI 0.25 to 2.15]) . &% BPD ({Z1E

36 BIF R TEERFEHD) (N=1, 16/53 vs 23/54, RR 0.71 [95%CI 0.42 to 1.18]) . &EJ%E IVH
(Grade III/IV) (N=1, 9/53 vs 10/54, RR 0.92 [95%CI 0.41 to 2.08]) OLWITNEFRETENBEEEL

ZHSNIRN I,

M EofERED. EBRFARBRNEERSTOD 3 D0 ARDE-R (ACV, SIMV. SIMV+PS) D35, L\IN

ZIEIRGDINEMOVWTEMEDECEHITZ+DRIETRE R, EHIBTUZ,
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BEfFD SR [CBILT

BXfZD SR 0 Citation ()

Authors: Greenough A, Rossor TE, Sundaresan A, Murthy V, Milner AD.

Title: Synchronized mechanical ventilation for respiratory support in newborn infants.
Journal name: Cochrane Database Syst Rev.

Year: 2016

Volume: 9

BEFD SR OFESD

4o,
HX .

BERARBKICHBVTL. BERSEERTFRIERGRCS, SEEFATENE. LDEV PIP TEYIR RS Z
ERRT DN TE, DT/ S2IEENED. BPD ZiR5U5%. K EIE-IR Sz HEEUED., Patient-
Triggered Ventilation (PTV)Z{ERAULENI 2 LTS ZRFASEIENTES,

BrY :
Triggered Ventilation DER3E— FREIOBM M ZLEE T DL,

abs

Cochrane Neonatal Review group OIR4ERYMRZREERZ I\ C. CENTRAL. MEDLINE
(Pubmed) . EMBASE. CINAHL O&F —AN-2&&RUI. BRERIATLT —IN—-APERREIR. i/

X DEE X FRREBIRFTITREUR.

&Rz ZRICUIZ. Triggered Ventilation DE723E—R (ACV. SIMV, SIMV+PS. PRVCV.

PSV) #ZLbB#&RETUIE RCT A2 RCT (CESBIAFTTAMEAH AN,

PIMNAEIEL . Air leaks (%, RIE4ASAE (PIE) ) . EEKEAHM (Grade III/IV) |

BPD (4% 28 HZEBATOMRFE) . PEHAE/EAE BPD (BIE 36 Bz TOEMREFTEHDL\E

IEIR#EED) « A TIFIREIED weaning SAREERRAR. £U.

TER .

ACV (& SIMV (CHEERU T, weaning HAfEINE#E S dttEM@N'S% oz (Mean Difference -42.38 hours,
95%CI -94.35 to 9.60) . Triggered Ventilation (& BPD OBEERHAE(IBHENDRL Z2OMBDTY
MAEEBEREEEERHSNRH O,

BIf7M SR O AMSTR FHE#ESRDFLSH

1 PICO NEZ= Yes
2 FEDAR No
3 EIREAE Yes
4 HAFERY SCRMRER Yes
5 ESHELIN Yes
6 T = No
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7 BRIMFAIT Yes
8 eSS il Partial Yes
9 & 2 DHRFTDONATAVA5HM  Partial Yes
10 &< DRFRDOERIR No
11 A FE RCT No
12 AIHTINA 7 YR 55 No
13 TERAEIRN\A 7RI ZE No
14 HEMY No
15 HARNA TR No
16 FIEHR Yes
BEEfFD SR @ PICOT
Population:

418 4 BELAROANTIFIRERZEZU TVSHTER

Intervention:
ACV vs SIMV. SIMV+PS vs SIMV

Comparators:
it

Outcomes:

FEL. Air leaks (KU, EIEMA<E (PIE) ) . EREMMZ=AIMI (Grade III/IV)  BPD (4% 28 HZ#8
ATOHBRFE)  PEAE/EAE BPD ({BIE 36 8% TOEMRFEHIVIIFRMEE))  ATMHIRERD
weaning Bl AHEAR

ITSRIATTDFELE:
RCT &2W\IZNICEET S clinical trial

%5k Databas:
CENTRAL, MEDLINE, EMBASE, CINAHL, clinicaltrials.gov, WHO ICTRP, ISRCTN Registry

MRREEF:
2015.7.24
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BIfF D SR OfER

Grade EP table
Question: ACV compared to SIMV for Neonates requiring assisted ventilation®*

. No. of
Certainty assessment .
patients
. | Impo
rta

_ Relati Certai
No. of | Study | Risk : _ _ Other nty
Inconsis | Indirect | Imprecis . SIM ve
of . consider | ACV
i tency ness ion ) \' (95%
LIET ations cI)

Duration of weaning (hours)

3 rando | very not serious® very none 60 60 - MD ®OOO | IMPOR

mised | seriou | serious serious® 42.38 Very | TANT
a lower low

(94.35
lower to
9.6
higher)

trials S

Weaning failure
3 rando | very not serious® very none 7/60(9/60| RR 33 eOOO | IMPOR
mised | seriou | serious serious® (11. | (15. | 0.78 | fewer Very | TANT
a 7%) | 0%) | (0.31 per low
to 1,000
1.93) | (from
104
fewer to
139
more)

trials S

Extubation failure

3 rando | seriou | serious® | serious® very none 7/60(7/60| RR |0 fewer | @OOO [IMPOR
mised | ¢ serious® (11. | (11. | 1.00 per Very | TANT
trials 7%) | 7%) | (0.37 | 1,000 | low
to (from
2.67)| 74
fewer to
195
more)

Air leak
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. No. of
Certainty assessment .
patients
Risk . . . Other
Inconsis | Indirect | Imprecis . SIM ve
of . consider | ACV
: tency ness ion . V | (95%
bias ations
CI)

3 rando | seriou not serious® very none 4/60(5/60| RR 17 ®OOO | IMPOR
mised s serious serious® (6.7 | (8.3 | 0.80 | fewer Very | TANT
trials %) | %) | (0.23 per low

to 1,000
2.83) | (from
64

fewer to

153

more)

CI: confidence interval; MD: mean difference; RR: risk ratio

Explanations

a. MADSRENTETLRL, H'D outcome DEIENRRMICRDSS
b. ERZNTLS AT IFIREENEHL

c. YO AEN DR EEXENLN

d. MAOERIENTETLRUVA, outcome DAITEIFEREMICRDICL
e. FEROMEEN 3 DOHFTT—ELTLRL
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Question: SIMV + PS compared to SIMV for Neonates requiring assisted ventilation ©

No. of
Certainty assessment . Effect
patients

h Relativ | Absolu | Certaint | Importa
Other SIM S0 v e
consider | V + v
ations PS

Death during first 28 days

1 rando | seriou | not serious not very none 2/53 |5/54| RR 55 OO0 | CRITICA
mised | s*P serious serious® (3.8 [ (9.3| 0.41 | fewer | Very low L
trials %) | %) | (0.08 per

to 1,000
2.01) | (from
85
fewer
to 94
more)

Death prior to discharge

1 rando | seriou | not serious not very none 6/53 |7/54| RR 17 OO0 | CRITICA
mised | s*P serious serious® (11.3| (13.| 0.87 | fewer | Very low L
trials %) | 0%)| (0.31 per

to 1,000
2.43) | (from
89
fewer
to 185
more)

Pneumothorax

1 rando | very |not serious not extremely none 0/53 |0/54| not e&OOO |IMPORTA
mised | seriou serious serious® (0.0 | (0.0 | estimab Very low NT
trials | s*¢ %) | %) le

PIE

1 rando | very |not serious not very none 5/53 |7/54| RR 35 eOOO |IMPORTA
mised | seriou serious serious® (9.4 | (13.| 0.73 | fewer | Very low NT
trials | s*d %) |0%)| (0.25 per

to 1,000
2.15) | (from
97
fewer
to 149
more)

BPD (oxygen dependency at 28 days)
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No. of
Certainty assessment . Effect
patients

" Relativ | Absolu | Certaint | Importa
Other SIM s v ce
consider | V + v
ations PS

1 rando | very |not serious not very none 43/5 143/5| RR 16 OO0 | CRITICA
mised | seriou serious serious' 3 4 1.02 more | Very low L
trials | s*¢ (81.1(79.| (0.84 per

%) | 6%) to 1,000
1.23) | (from

127

fewer

to 183

more)

Moderate/Severe BPD (oxygen dependency at 36 weeks PMA)

1 rando | very |not serious not very none 16/5 [23/5| RR 124 eOOO | CRITICA
mised | seriou serious serious® 3 4 0.71 | fewer | Very low L
trials | s*d (30.2| (42.| (0.42 per

%) | 6%) to 1,000
1.18) | (from

247

fewer

to 77

more)

Severe IVH (Grade III and 1IV)

1 rando | seriou | not serious not very none 9/53 [10/5| RR 15 OO0 | CRITICA
mised | s*P serious serious® (17.0| 4 0.92 | fewer | Very low L
trials %) | (18.]| (0.41 per

5%)| to 1,000
2.08) | (from

109

fewer

to 200

more)

CI: confidence interval; RR: risk ratio

Explanations

a. Blinding "M %&£, i3 1 KOH
b. outcome DBIFEAZRBICRDILL
c. BOTIENDEL, SN
d. outcome QRIENEEHNITRDIS
e. IR, FHTiABE

f. BTN RO
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Summary of judgements

Question: ACV compared to SIMV for Neonates requiring assisted ventilation®*

e

LFULHR

LIABLIR

IEST>AOMER
3

fiE#ER

RRDONTZR

VEERSE

WEERZ(CR]
IBIETOADHE
=4

BERXR

TR

otk

EATEIREME

Page 11 of 15

JUDGEMENT
BEB L \
AR N HE54, 1Fn (F0 IFSF OB
DIH INEW th KE() F2E | Hpsn0
KE() th INEW LR FEE | HHBHL
o SEFBRRZRR
JESITIE 1% o = & bj“‘*
EELTHE | EBHFHE
EELAE %‘I"_{idr-(ilat“ %@Q—(J(zﬁ‘ EELAE
SMFREE | T | T | E=EEE
5o%40 B5DZD0EE | 5DE(EHES —
e AU ¢
TABLES:
HESTBA | B > BEBAA ) )
o T mmengn | O 0 | nanesr | 2xx | onsnu
(=X\vi HESBMAL N MMEAL
HELITHWV
WATESE
REEREDIR RS R DR \
KERIZ EDIRMD PO sanmm | 2z | amsau
N Tk
iR
. SAWEL
IR % o = <
L
NABHE
HESTBA | B = | BEBA i ) AWML
o T gmeoen | O 0UN | panesr | e
B4 BESMBML N ML L
HEAI TRV
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Question: SIMV + PS compared to SIMV for Neonates requiring assisted ventilation ©
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SEID Update :BMNEAXICBALT

Update DOfzsbDOXEIR IR

(((("infant, newborn"[MeSH Terms] OR ("infant, newborn"[MeSH Terms] OR ("infant"[All Fields]
AND "newborn"[All Fields]) OR "newborn infant"[All Fields] OR "newborn"[All Fields] OR
"newborns"[All Fields] OR "newborn s"[All Fields]) OR ("infant, newborn"[MeSH Terms] OR
("infant"[All Fields] AND "newborn"[All Fields]) OR "newborn infant"[All Fields] OR "neonatal"[All
Fields] OR "neonate"[All Fields] OR "neonates"[All Fields] OR "neonatality"[All Fields] OR
"neonatals"[All Fields] OR "neonate s"[All Fields]) OR ("infant, newborn"[MeSH Terms] OR
("infant"[All Fields] AND "newborn"[All Fields]) OR "newborn infant"[All Fields] OR "neonatal"[All
Fields] OR "neonate"[All Fields] OR "neonates"[All Fields] OR "neonatality"[All Fields] OR
"neonatals"[All Fields] OR "neonate s"[All Fields]) OR ("premature birth"[MeSH Terms] OR
("premature"[All Fields] AND "birth"[All Fields]) OR "premature birth"[All Fields] OR
"premature"[All Fields] OR "prematurely"[All Fields] OR "prematures"[All Fields] OR
"prematurities"[All Fields] OR "prematurity"[All Fields]) OR ("infant, low birth weight"[MeSH
Terms] OR ("infant"[All Fields] AND "low"[All Fields] AND "birth"[All Fields] AND "weight"[All
Fields]) OR "low birth weight infant"[All Fields] OR ("low"[All Fields] AND "birth"[All Fields] AND
"weight"[All Fields]) OR "low birth weight"[All Fields]) OR "VLBW"[AIl Fields] OR "LBW"[All
Fields] OR "infan*"[All Fields] OR "neonat*"[All Fields]) AND ("randomized controlled
trial"[Publication Type] OR "controlled clinical trial"[Publication Type] OR "clinical
trial"[Publication Type] OR "randomized"[Title/Abstract] OR "placebo"[Title/Abstract] OR "clinical
trials as topic"[MeSH Terms] OR "randomly"[Title/Abstract] OR "Trial"[Title])) NOT
("animals"[MeSH Terms] NOT "humans"[MeSH Terms])) AND ("triggered
ventilation"[Title/Abstract] OR "SIMV"[Title/Abstract] OR "mechanical ventilation"[Title/Abstract]
OR "respiration, artificial'[MeSH Terms])) AND (2016:2022[pdat])

RERT —AN-2X
MEDLINE

HRZREAR - 1Rk H
IRZREAM : 2016-2022
®RZ%¥H : 2022.10.28

XSRS SAT
_5C PICO &88

KRR -2 OFFHH
RERTCEY MK 1069 1+
1IRAON=Z27 1 BE B L
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MRIAFTTDOFED

BRIV

BIf7D SR DFEREEMRX DFEROME
ENNGH IR

SEDHROEE

BEROFZERERNO 3 D0MIAROE— R, MbhAIS ( Assist Control ventilation: ACV) . EIHAT
RIREESHEIRE (Synchronized Intermittent Mandatory Ventilation: SIMV) | EHEARE REVSEFIIAS
+ [EZHHRS (Synchronized Intermittent Mandatory Ventilation + Pressure Support: SIMV+PS) O
S5\ ITNZEIRIZIMNONT. [EHEMEREDLEDOMOEHIEICK I3EREDZECEITZ+DRIETVRERL, &
hEER DR IRERE BB DIRBZ B RBU GEIRI2E#IRERTD (B5VEE. SERLRVIET D ADHERM) .

IET Y ANSHERA

BI77M SR % update USOSEFHAN, SRMRZRDFER . FATBSCHREERHE BN, BEFD SR TlE ACV &
SIMV DOLEE, SIMV+PS & SIMV OLEEE., DLWINICHBVWTERETENBREEZZHIE outcome (FFTELRND
2o 2DZELD. WITNOE— REIEHEIE B PZOMOSHEZ R SEDTHRIET A RVELER DT, ACV,
SIMV+PS. SIMV WINHERARTRERN. MisR(CIDILKEAINSE- RIRRDBARDIR Lz [E IR ER
PZOMOEHECT I 2ENMEDECRET 2T RIET VRSB BHEEROERIRERE BEDIREZERBUT
BIRGBEZIERT D). £UIZ. LML, SEID SR [CEFN TVAAR TIEERENRE#E THozCE. FERENTUVE
ATLHIRZENEVED THIECE. YO TN D RGERDES DENKENLIERELDIET > ADEEAE(EIIEE
(ARVIET > ROFEEMIEUT,

IR A IR F I (CFRE R TIEIRNTOERERZHR— NTRENLEUVWEREEINTHD, —EIRKE0ETE. %
IFIRDERE., N TIFR2FRTEDLIDERAD weaning., MMEDDSEDEHL . REDFTRARI outcome (CBILTIE
SIMV (CEERT ACV BEBFEULWEDEREN'$S(3,6,7). Fle. PS [CEALTH SIMV (FINF 3L TR ENE
MIULEMFIRNEREULEVSHRE(8)I. BREIFIRO—EHKENMEMUILEVITHRE(9)H'HD. UM, BEFDO SR T
(& BTNV RGRETENBREZRERM AN DIN, IRFRTEVITNOE-REHERTZEITO+53
RIEFDANRRN DI, £oT. SEIDHERE TIEZHEZOHIMT TIEIREFE— RIETE T DL ZIRTE T BICLEDT,

Knowledge gap
ACV. SIMV+PS, SIMV TEHSNIEORAFRZR(FHEFZN TR, WIRFR)OVTOMRGFERT. SO
FIBRARNEEN D,
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Clinical Question (CQ)

A1 12 FEMRICATHRERZEHAITDIRER (28 37 BXRETHE) (CHWVT, High
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Frequency Oscillatory Ventilation (HFOV) T ATLMIREER %A L Z)B(&. Conventional
Ventilation (CV)T. ALMIREERZRIAUEIEELEUT, EUMEREDZTOMOEHE (B
M=, HRFROERS. RATHRE. NERBERERLIE. REERA) OREZRD S
F=yard

PICOT
Population:
412 12 KRR S ATIRERZERIFEIR (T2 37 BRimTis)
Intervention:
41 12 BRLIRNS High Frequency Oscillatory Ventilation (IAF HFOV &B89)T. ATIFIRER
ZRIE LR
Comparators:
41 12 BRLIRNYS Conventional Ventilation (MUF CV &B89)T. ATHIREEERMIALIER
Outcomes:
AL, MR ER. Y. EEEARD. SREFRETE. RERTERE. ATHIREEEAE
Type of studies (study designs), Language, Time, etc:
S5 >5 MELLEGERER, HEEFR(CPRE
Definitions, other notes for PICOT:
SRR ER (chronic lung disease, CLD ; {E1E 36 @R COBRIG S F /o (FFFIREHR— )
ZET-(death; iRBTRIMDIET)
EfEEEE=ALM (severe intraventricular hemorrhage, sIVH ; Papille’s classification @ Grades III
or 1V)
FEFSETH (ELE 18 H A TOHi)
REVTHBIEAE (Retinopathy of prematurity, ROP; stage3 M b F /(&L —HF—HEEE o4 VEGF i§F
KRS ZELIZED)

BIFoHE (bnld) :
AR BFRAEFRIDCH (CERRIANSIL—F > T HFOV ZEA T3 MR NS,
B 25T 2 AR REPRURBLCE DUV A IR IB iR R D2 E

SEDHE (X)
EMERERRDOY X0 DH D RE R ICERRIN SEEEIREIRS (High Frequency Oscillatory
Ventilation: HFOV) ZERT 3 ERIRET D (BULHE, BLWITEST > XDOEEN) .
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2L, EBEBEN SO HFOV SR U T, OBABER(IMOE— R2AWTEREHAT HFOV (£
FY3EESE. OQFEBZERIRES (Volume Targeted Ventilation: VTV) . QiR HENIRS
(Neurally Adjusted Ventilatory Assist: NAVA) . @ZDDFH LWEIRAEE T, BMHEOZECEL
TERBRCTERATH D, TOBRSIEHROHICERSND (BFOEER, IEE(CERNIET>RD
=R .

Evidence update CoSTR summary

BEROTIRER(CHS TS HFOV & CV DLEE(CRIL T, 2015 £(C Cools S(C k> THThHn
Cochrane Databaseof Systematic Reviews ([CUREE1/z SR i’ D, AAKTIE 19 DS >4 Afbth
ek (randomized controlled trial ; LAF RCT &B89) AERDIIRERD I,

RENEFENIZ. 4,096 ADRDE < (F 30 BFRE T oIz, MaF CIEIE 36-37 BTORTXKCERE
(Fraofz (N=17. n=3329. RR 0.95[95%CI 0.81-1.10]) . HFOV &f(& CV Bf&te& LT, CLD
B (N=17. n=2786. RR 0.86[95%CI 0.78-0.96]) DFAEXR. =5(MEIE 36-37 B TD CLD &
ETDEET (N=17. 678/1659 vs 756/1670. RR 0.90[95%CI 0.84-0.97]) =&z, 1=/Z
L. HFOV B¥& CV B DR TIIEIRLIFITEETH D, CLD OFHlI(F EERIRIRIENTIRE TH DB IS
BPIWETH D,

BSHECBLTIE HFOV B C. SMHEN LA EREOKIICIRES 2 LIBmMLRan >z, BEEAL
M. BFEOEEAHMICE>RD DI, F/z HFOV B TRATMREMET LIz,

SE. EHRORZEL TEMOXEMREZITD T, FRmXERDONSEMN o1z,

BXFD SR [CEALT
BEfFD SR @ Citation

Authors : Cools F et al

Title : Elective high frequency oscillatory ventilation versus conventional ventilation
for acute pulmonary dysfunction in preterm infants

Journal : Cochrane Database of Systematic Reviews

Year : 2015 Volume (Issue): Issue 3. Art. No.: CD000104.
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BEfF®D SR DF &

+iE (SRA—DdD1zs)
HFOV =29 3ET
{EIE 36 BTORLT(FEDSIEM DIz : N=17, 257/1659 vs 272/1670. RR 0.95[95%CI 0.81-1.10]
1ER8 36 AT CLD A &7z 1 N=17, 421/1392 vs 485/1394. RR 0.86[95%CI 0.78-0.96]
108 36 B TDIETH/zIE CLD ZijA =B/ : N=17. 678/1659 vs 756/1670. RR
0.90[95%CI 0.84-0.97]
S (MEMHMSEST) ZIEINEE/Z  N=13, n=2854, RR 1.19 [95%CI 1.05-1.34]
S (BAEDFH) ZIEISETZ : N=11, n=2185, RR 1.13 [95%CI 0.88-1.45]
BEEEEEARMIFED SN D/ : N=18, n=4069. RR 1.10 [95%CI 0.95-1.27]
{EIE 18 WA CTOEREMHREE(FIZN SN >/ : N=2, n=317. RR 0.83 [95%CI 0.83-1.01]
RARMEBEZ B SE/z : N=12, n=2781. RR 0.81 [95%CI 0.70-0.93]

BEfFD SR ® AMSTR FHil#ERDFE &8

1 PICO mEx: Yes
2 F33EDAZR Partial Yes
3 BEREE Yes
4 | HEFERYSCERIRER Yes
5 AFTER Yes
6 | TSt Yes
7 BREMATT Yes
8 | AR TH® Yes
° Z C DR D) \A 77 Y R 5HHifl Ves
RCT
10 |B&R Yes
11 | XA53HFE RCT Yes
12 | X534 77 Y X O5H Yes
13 | #EREERI\A T RURIEE Yes
14 | =B Yes
15 | HAR/SA 77X Yes

AMSTAR 2 T3, EBFHBERZSVETOIERT [Nol DOfEREEM .
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BE%=®dD SR @ PICOT

P: IFIRFEEDH D (E(CRDS) . ALHIKEREZNEETDIRERFLIFMBEHERER.
I : 3#EIRAY high frequency oscillatory ventilation

C : conventional ventilation : SIMV i’ X1 >, ffl AC+VG. PSV+VG EET.

0 : XEHHMIER

1. {EIE 36 TDIELX

2. [BMRRE  1BIE 36-37 BE T (FRIRIFOBEIRIKTT I /= (SR 25

3. FEECF(FIE MRS

EIREHEIER
4. REBECTIDBZ . 54
5. I77U—UEREE : MEMEMSE (PIE) BRUPIRTOMNERRN (KIERE)
6. MMZEPHIM:
e INTDIL—R
e JL—R 3 (MRTHERUIZME) Fe@JL—R4 (EEoHMm)
7 REBRIDRR SR FEE
8. RETHIREAE (ROP) > grade 2.
9. WMDYV —XDER (ABHEAM. 1HE ATIFIRERR)

STERODAFLTH > : RCT or quasi-RCT D,
H®FET— R : MeSH headings 'high-frequency-ventilation' and 'infant, preterm
M¥%H 20145 11 8

BIfFD SR DFER
19 DIARNEEN. 4,096 ADRZEHRE U,

Page 6 of 16

EIE 36-37 IBTODITRICIASHVREFIAN DTz, HFOV ¥ TTERA 36-37 B TD. CLD BEMiEFET &

(& CLD =R =B .

EEDOSMIEFEN RN HFOV B clhMEmLen, BEREABI. SAEDEEARMCENRN D

7z &z HFOV B TRAEHRBEMET Uz,
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R ID ARTY1> HRE BE-E-R 7O MALBORER HFOV vs CV FEHEER
TREEL PNGSEE (Absolute Event Rates, P {B; OR or RR; & 95% CI) limitation
(MA/3FER)
tyFa20
Moriette RCT GA 24-29wk HFOV : OHF1 piston oscillator ; initial + 2B D> STAER: 42/139(30%) vs 83/134(62%), aOR 0.20 HFOV ZRHAICERT S
2001 N=148/144 Pa02/Fi02 MAP 2 cm H20 > than on CV, [95%CI 0.11-0.38] &, SIMV &g LT, 4
Multicentre <200 I:E ratio 1:1, 15 Hz, high volume strategy | - Biiif 28 DEAZRIKIF: 66(54%) vs 60(55%), aOR 0.93 [95%CI 0.49- RS —T7 05> hdD
10 CXR RDS #% (higher mean airway pressure, sighs) 1.78] WHEENBDIT D, UM
In France - {E1E 36 BDBEIRIKTF: 24(22%) vs 30(28%), aOR 0.53 U CLD (FE&E Lgah >
SIMV : Drager babylog 8000 ; TI < [95%CI 0.24-1.14] oo E5CEEDHER
0.45 sec, PEEP 4 to 5 cm H20, - MEMASAE (PIE:) 15(11%) vs 15(11%), aOR 1.11 [95%CI 0.43- | HMDREERZIENEE
minimal PIP to achieve target PCO2 2.86] 2R DD
- BEEAM grade3-4: 34(24%) vs 19(14%), aOR 1.50
[95%CI 0.63-3.30]
Courtney | RCT BW 601- HFOV : using SensorMedics 3100A ; « {EIE 36 BTOMIRYR— ML HFOV (& SIMV & EEE& L
2002 N=244/254 1200g initial MAP 2 cm H20 > CV, 10 to 15 Hz, 131/234(56%) vs 117/250(47%), P & 0.046 T. CLD =R &z,
Multicentre AGA IT 0.33 (I:E ratio 1:2) - BETC: 33/234(14%) vs 40/250(16%), P& .061 EHEOREXR(CARE
26 STA at birth - IRERINBEG: Bis 13 vs Bilf 21, PfE <.001 [Famorz.
In USA SIMV : VIP Bird, Drager Babylog 800, - &U: 32/244(13%) vs 33/254(13%), P{& 1.0 FIAREB D subgroup

Bear Cub with volume monitor or Bear
Cub 750vs ; Vt 4 to 7 mi/kg, IT 0.25 to

0.40 sec, rate < 60/min

- RIEHERESAE (PIE) : 48/244(20%) vs 33/254(13%), P& 0.05
- EEEMHIM grade3-4: 45/244(18%) vs 45/254(18%), P& 0.09
- SREMBHEESE T 30/244(12%) vs 32/254(13%), PAE 1.0

- $H8: 29/244(12%) vs 40/254(16%), P& 0.24

- {EIE 36 BTOIRTFIFIEHAER/RL  subgroup fi#tfT : AEE

601-700g :
701-800g :

801-1000g :
1000-1200g

12/44(27%) vs 17/54(31%), RR 0.67
27/55(49%) vs 21/60(35%), RR 0.14
52/83(63%) vs 45/84(54%), RR 0.27

: 40/52(77%) vs 34/52(65%), RR 0.28

T CTERRBEBN D
zo
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cm H20 (aim low), PEEP 4 cm H20, IT <
0.35 sec, rate 80/min, I:E ratiol:1

Synchronisation: not reported

Johnson RCT GA 23-28wk HFOV : SLE2 2000 (187 infants) or - {E1E 36 B TOIRT T (FIB MRS HFOV (& SIMV &L
2002 N=400/397 Inborn Sensormedics 3100A (38 infants), and 265(66%) vs 268(68%), RR 0.98 [95%CI 0.89-1.08] T. CLD. ZEL. RHif
Multicentre HFFI using Drager Babylog 8000 (165 < SARRDKEN: 41(10%) vs 41(10%), RR 0.99 [95%CI 0.66-1.50] RREETFR. OHEDOR
25 infants) ; 10 Hz, MAP 6 to 8 cm H20; I:E - Zi8: 64/399(16%) vs 72/395(18%), RR 0.88 [95%CI 0.65-1.20] ER(CBREQND
In united 1:1 or 1:2, FiO2 weaned before MAP - EBiE BEERRZE: 59/393(14%) vs 75/393(19%), RR 0.72 =
Kingdom (high volume strategy) [95%CI 0.52-0.99]
- {EIE 18 h'A TOEIEMERE
77/172(45%) vs 92/191(48%), P& 0.93 [95%CI 0.74-1.16]
(S)IMV :  SLE 2000 (193 infants), Drager
Babylog 8000 (192 infants), other - {E1E 36 A TODIETF = (FIEMHEAERE subgroup f#f : BEE
ventilators (12 infants) ; IT 0.4 sec, initial 23-25w : 130/148(88%) vs 119/136(88%), RR 1.00 [95%CI 0.92-
rate 60/min 1.10]
26-28w : 135/252(54%) vs 149/261(57%),RR 0.94 [95%CI 0.80-
1.10]
A ID MRTH> | WRE TA 7 NALBOFER HFOV vs CV FEHEFR
TTRELL > bO-)L (BEE) (Absolute Event Rates, P f#; OR or RR; & 95% CI) limitation
(T A/3TER)
TyFa>D
Van RCT GA <32wk HFOV : Sensormedics 3100A (122 infants) | - {&1E 36 B TDIEMEMRE HFOV (& SIMV & EE& L
Reempts | N=147/153 CXR RDS #% and HFFI using Infant Star (25 infants) ; 24(16%) vs 19(12%), P& 0.33, OR 1.05 [95%CI 0.95-1.15] T. CLD. &H#HEDRE
2003 Single centre initial MAP 8 cm H20 if < 29 weeks and - {E1E 36 B TERMMERDRVEF R(CHREFRNM O,
In Belgium Fi02 >0.40 10 cm H20 if 29 to 31 weeks, 10 Hz 98(67%) vs 114(75%), P1E 0.1, RR 0.76 [95%CI 0.5-1.09]
or - GH9: 11(7.5%) vs 7(4.6%), P& 0.3, RR 1.03 [95%CI 0.97-1.09]
MAP x Fi02 AC : Drager Babylog 8000 (73 infants) or - {EIE 7-12 A TDIEERFIE
>3.8 Infant Star (80 infants) ; Settings: PIP 20 | 42/70(60%) vs 48/68(70%), P& >.05
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Sun RCT GA <32wk HFOV (N=184)
2014 N=184/182 BW <1500g fRITE 177
Multicentre 2 | Pa0O2/Fi02
In China <200 SIMV-PSV (N=182)

CXR RDS HRATER 179
%

- {EIE 36 B TOIET F /(IS HAhEE

17/177(9.6%) vs 41/179(23%), P& .001,RR 0.42 [95%CI 0.25-
0.71]

- 1B ADMFIRSREARS : 5.745.0 vs 4.0£4.0, P <.001

- ABTHAR] : 27.0+£20.2 vs 31.6+21.7, Pf# .04

- BEEAM grade3-4 : 30(17%) vs 27(15%), Pf& 0.67

- RFTHBIEAE >stage 2 : 8(5%) vs 19(11%), P1E .04

- {EIE 18 "B TOEEMEEE

29/145(20%) vs 45/143(31%), P& .03

- {B1E 36 BTOIRTFH(FIBIAER subgroup f#f 1 B KES
<28w : 10/56(18%) vs 21/53(40%), RR 0.45 [95%CI 0.24-0.87]

28-30w : 6/112(4%) vs 19/110(16%),RR 0.31 [95%CI 0.13-0.75]

30-32w: 1/9(11%) vs 2/16(13%), RR 0.89 [95%CI 0.09-8.50]

<1000g  :9/53(17%) vs 18/50(43%), RR 0.47 [95%CI 0.23-
0.95]
1000-1500g : 8/124(6%) vs 23/129(18%), RR 0.36 [95%CI 0.17-
0.78]

HFOV (& SIMV &t L
T. CLD. ZET. KRHiH
BRETREZRELR.
ES(CATIFIRAAR & A
P zsafL. RAT
HAIRAEDFAE R Z A &
Bz, GHEDRER(IC
BREEERRBNOL.

BEEBD subgroup ##T
T3, 728 30 BT DR
[ LT HFOV Z (AL
JzB¥T CLD. ZETh'tRE
Urz.

aOR: adjusted odds ratios; BW: birth weight; N: number of units or patients; wk: weeks
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GRADE EtD table

Certainty assessment o 50 _

1A FPRD
F—EHE
UZRY (95% CI1) (95% CI)

death at 36w

Certainty

17 SN AT HATIRN LTI A ° U 257/1659 272/1670 RR 0.95 8 fewer per 1,000 ®®®O BX
1EEtER (15.5%) (16.3%) (0.81 to 1.10) (5 31 fewer to 16 more)
th
CLD36
17 SN B ° R AT S U 421/1392 485/1394 RR 0.86 49 fewer per 1,000 @OOO BX
it (30.2%) (34.8%) (0.78 to 0.96) (5 77 fewer to 14 fewer)
IERICIR
death or CLD36
17 SN B ° R AT S U 678/1659 756/1670 RR 0.90 45 fewer per 1,000 @OOO BX
it (40.9%) (45.3%) (0.84 t0 0.97) ("5 72 fewer to 14 fewer)
IERICIR
death or CLD36 - -1999
5 S>AHI B ° R FATRW | BTN U 84/308 (27.3%) | 103/303 (34.0%) RR 0.79 71 fewer per 1,000 @@OO BX
et (0.62 to 0.99) (M5 129 fewer to 3 fewer)
&
death or CLD36 - 2000-
12 SN B ° R FATRW | BTN U 594/1351 653/1367 RR 0.92 38 fewer per 1,000 @@OO BX
it (44.0%) (47.8%) (0.85 to 0.99) (h> 72 fewer to 5 fewer)
&
air leak all
13 S>AH L AT HATIRN LTI S U 392/1415 337/1439 RR 1.19 44 more per 1,000 @@@O BE
it (27.7%) (23.4%) (1.05 to 1.34) (H5 12 more to 80 more)
th

air leak gross
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Certainty assessment

KATAD ) Certainty
F—EHE IFEIENE E iR
Yzo (95% CI) (95% CI)

11 S AN | RATHY | TR | ETRL EA° U 117/1086 103/1099 (9.4%) RR 1.13 12 more per 1,000 EYYNe £
1batER (10.8%) (0.88 to 1.45) ("5 11 fewer to 42 more)
th
IVH all
12 S AN | RATHY | TR | ETRL EA° U 582/1529 (38.1%) 568/1555 RR 1.04 15 more per 1,000 EYYNe £
1batER (36.5%) (0.95to 1.14) (h'5 18 fewer to 51 more)
th
IVH 3-4
18 S AL | BTy | BTy | BETen 7 U 312/2019 289/2050 RR 1.10 14 more per 1,000 EYYNe EPS
{bitsR (15.5%) (14.1%) (0.95 to 1.27) (M5 7 fewer to 38 more)
th
ROP
12 S AN | RATHY | TR | ETRL EA° U 232/1381 293/1400 RR 0.81 40 fewer per 1,000 EYYe EN
1bitsR (16.8%) (20.9%) (0.70 to 0.93) (75 63 fewer to 15 fewer)
th

CI: {S#8[XM]; RR: UXULL

a. SN EBXENEL L. BR-FEROOIEEENH D
b. WIRAFRTEDEIRIL AEE
c. 121 >50
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mdeath at 36wk or CLD36 {EIE 36 BB TOIETE(FIEMMERE
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HFO cmv Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95%Cl Year M-H, Fixed, 95% CI
1.3.1 1999
clark 1992 11 ar 16 28 24% 0.52[0.29, 0.94] 1992 —
gerstmann 1996 17 64 28 61 3.8% 0.58 [0.35, 0.94] 1996 I
rethwitz valk 1998 ] 46 4 50 0.5% 1.36[0.39, 4.75] 1998 e
thome 1998 46 140 45 144 58% 1.05[0.75,1.48] 1998 -
plavka 1993 ] 21 10 200 1.4% 0.481[0.20,1.15] 1999 ——
Subtotal (95% CI) 308 303 139%  0.79[0.62, 0.99] L 2
Tatal events a4 103
Heterogeneity: Chi®=8.19, df=4 (P=0.08); F=51%
Testfor overall effect Z=2.01 (P=0.04)
1.3.2 2000-
durand 2001 10 24 18 24 24% 0.56[0.33, 0.94] 2001 —
mariette 2001 55 138 57 134 TT% 0.93[0.70,1.24] 2001 -
johnson 2002 265 400 268 397 356% 0.98 [0.89, 1.08] 2002 L]
courtney 2002 103 244 133 254 17.3% 0.81 [0.67,0.97] 2002 -
craft 2003 16 22 16 24 2.0% 1.08[0.74,1.60] 2003 -
van reempts 2003 49 147 3 183 a1% 1.31[0.82,1.86] 2003 ™
schreiber 2003 61 102 85 105 T.2% 1.14 [0.80,1.45] 2003 ™
venta 2005 3 20 10 200 1.3% 0.30[0.10,0.93] 2005
dani 2006 3] 13 i) 12 0.7% 111 [0.45, 2.70] 2006 T
lista 2008 3 149 3 21 0.4% 1.11[0.25, 4.83] 2008  —
salvo 2012 G 44 g 4 11% 0.75[0.28,1.98] 2012 T
sun 2014 17 177 41 179 54% 0.42[0.25,0.71] 2014 —
Subtotal (95% CI) 1351 1367 86.1%  0.92 [0.85,0.99] 1
Tatal events a94 BA3
Heterageneity: Chi*= 27.484, df=11 (P = 0.004); F=60%
Testfor overall effect Z= 220 (P=0.03)
Total {95% CI) 1659 1670 100.0% 0.90 [0.84, 0.97] L[]
Total events 678 TaE
Heterogeneity: Chi®= 38.39 df=16 (P = 0.001); F= 58% 'D.D1 Df1 1'0 100'

Test for overall effect: £= 2.84 (P = 0.0048)
Testfor subgroup differences: Chi*=1.81, df=1{P =022, F=33.9%

Favours [HFO] Favours [CMV]

SE(l0g[RR])
D T .
11,
&
F <I><>
0.2+ h :% 1
| "
<>§ P
.’r :
I ]
04+ ! !
i) e
; <> : \
/ H ‘\~
0.6+ o | \
|’.r : O '.‘
.’J 1 ‘I\
I 1 A
! <& y
08 4 J.’ 1 A
/ | Y
L 1 A}
K ! \
/ ! s
; ! \
1 i ] - R
0.01 0.1 1 10 100

Subgroups

E -1999 <> 2000-
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m{EIF 18 1A TOMEFET%

HFO cmv Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
johnson 2002 7TO172 92 191 658% 0.93[0.74,1.16] 2002
sun 2014 29 145 45 143 34.32% 0.64 [0.42 088 2014 —
Total (95% CI) n7 334 100.0%  0.83[0.68,1.01]
Total events 106 137
?etﬂogenemfl:l CQ T;?: gf?:;EPD:DDS.m);I =63% 'D.D1 Df1 1| 1'0 100'
estfor overall effect 2= 1.87 (P = 0.06) Favours [HFO] Favours [CMY]

B PCV+Volume-targeted MK 4 fRDFE &8 (EIE 36 B TOIET-FETZ(E CLD (CHUWLT)

HFO CMvV Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl Year M-H, Fixed, 95% CI
courtney 2002 103 244 133 254 T27% 0.81 [0.67,0.87] 2002
dani 2006 G 13 ] 12 29% 1.11[0.45, 2.70] 2006  —
lista 2008 3 149 3 21 1.6% 1.11[0.25, 4.83) 2008 N —
sun 2014 17 177 41 179 228% 0.42[0.25 071 2014 —
Total (95% CI) 453 466 100.0%  0.73 [0.61, 0.87] L3
Total events 129 182
Heterogeneity: Chi®= 6.46, df= 3 (P = 0.09); = 54% t t t |
Testforgovergll effect Z= ?:.50 (Pi D.DDDS))I 0.01 01 1o 100
Favours [HFQ] Favours [CMV]

S[EID Update :BhIERX(CBALT
Update DzshDXEMEZRT
(("High-Frequency Ventilation”[Mesh]) AND (“infant, premature”[Mesh])) AND ((“2014"[Date -
Publication] : “2022"[Date - Publication]))
MeSH headings 'high-frequency-ventilation' and 'infant, preterm')
BRET—HINR—R
MEDLINE dd»+
R - ®R%A
RZREAR) : 2014-2022. #®ZFH : 2022/9/15
MRS
52 PICOT £28%
XROU—=>J Dl
RELEY 102 #R
1RROU—Z27 5w (BRIMNERH ; 1#RE 2 RETHRS. 248 HFIV. 2% BIFD SR [CEFEN
3)
2RRAOI—Z27 1 01
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MRAFTDE L
SENIEE @A

BIFD SR DFER LB DREROME
BIF®D SR DEREZERDIBEDTRWMES
SENIEEI 02O =Y UN

SEDHER () Bi§

EEREBDY RO DHDRERICEERRERHN SEHEERERS (High Frequency Oscillatory
Ventilation: HFOV) ZERYTDZEZRETD (BULHEE, BOITES > ROEEM) .

L. ERBENSO HFOV SHERU T, ORABERJIMOE— RZAWTEREBET HFOV (CEE
IREESE. QBEEZRMRS (Volume Targeted Ventilation: VTV) . QX AHHENES
(Neurally Adjusted Ventilatory Assist: NAVA) . @ZDADF LWEIRASEE T, BRHOZECEAL
TIFRERTEARATH D, ZOBRSIEMEROHI(CERSND ([OMHEE, IFHECERVIET>ROD
R .

IEF>ADSHEEA

2015 £ Cools 5D AFIT 1 VI LE1—TI3 4,096 ADRBHNEFEN. %< (I7ERA 30 BFKE (P
JUEDZ < (£ 27-28 ) THolz. BEFSESIARENSMEILIZ CV EIEZITO 128 (14 fFHY(S)IMV
FEF AC B, 4 HENEEBEIC volume guarantee ZBIMU TER) & £RFH (Z<(F 12 BRI
A) (CHFOV [CEBUBf R Uz, CV B¥D% < (E SIMV TH D7z, 2008 &0 Lista 5(F AC+VG.
2006 €D Dani 5(& PSV+VG Ik E—EBiELVEdH Dz, F/z PCV+volume guarantee (CEAT 37 —46
REISRUEN. SmXENMMRESZEDIFBORFEREEEEZ 2. =5(C HFOV+ volume
guarantee MiEX (d72 <. 2000 FELRFITETE (MAP KDBWEZ—H(CHITBEIEE) ZT>TL)
TeDHTHDIze 5(C NAVAIREDFHTUWEESEE DR (IR zsh, TDOEEHEE(CHHEE LTz,

MER(STERE 30 BERBORNLNEERER, HEDOWSRZE CLD DURINBVWRER LU, Fizk
% 12 75 24 KfEI T HFO [CBITU TV R MmN EEEN TV IBN SARFIA LM ERRR Lo Tz,

#EREUTELE 36-37 BTORER(CHEZE (M D 7=M. HFOV £ TTERE 36-37 B TO CLD Bl
&L BETFZIE CLD D&t ERD BTz, IRNTORRZEEDD EEE G ZRDHIc. Fiz 2000 FLUET
subgroup fi#ti 92 & HFO B¥ TR /z(& CLD ZiE T DHRICER X DINEEE(FRDHMN > /2. 2000
FRIETXY) > 23BHA(E 2000 FEUFEOHRX THERIFIRDE A DEKRIC high volume strategy D' 4 (CELD
ANSN., FMFEREOMENREL TCELHTHD. HROUE LEIR(ENAREIEETHSDE. CLD O
SHECEBRNADEDIENSITET V> ROBEEEFBVNEERT. TEFTALANILIMENEUTZ,
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REFHRZEZHTRCE L TE2014 0D Sun SOIRETI(F HFOV B THEICTRZHNES BN, i
DF IRV BAEREVTERRM DL, FRBEEARM, BEDEEAHMCENBM >, X
AR DERZEALMOIEENE <. BAROBEREDEWVCEEIRNBETH D, D, BART—HEN
([CREESNTVDER 3 BURE(C HFOV (CEE I ZECHIZIHULLVAIRECOLE1—MBEERR
W BIESEDENNSHDE. HFOV DEBZITRRVEERNG DEIEN S, HEDEE(FENEL
Iz

Knowledge gap

+ CLD. CLD F/z(IFET(CBIL TE HFOV BB TH D0, HHFROERI{EERY' . CLD D/ 17
AEHD.

« BATI(E HFOV ([CKDMEEAE L& (CAESHMEAL MBI EMEEER L. BRERCH L TERG
3-7 TIL—F > T®D HFOV B17%& L TLBHMEEEHZ L. ULHL HFOV BITOERCRA Y 27— 4 (378 <.
HATHBAE 12 BRUAICBITURAFRVLNIREATHS.

- BEBOLERET —FH 2 <. subgroup A RN D T2,

- IMIRERERTE (CBIL T, Volume Guarantee Y2 NAVA 73 EDFT UWEIESTE & DHEIFIFFRU .

SEXmMUZ N, {t:

1. Cools F, Offringa M, Askie LM. Elective high frequency oscillatory ventilation versus conventional ventilation

for acute pulmonary dysfunction in preterm infants. Cochrane Database Syst Rev. 2015(3):Cd000104.

2. Lista G, Castoldi F, Bianchi S, Battaglioli M, Cavigioli F, Bosoni MA. Volume guarantee versus high-frequency
ventilation: lung inflammation in preterm infants. Arch Dis Child Fetal Neonatal Ed. 2008;93(4):F252-6.
3. Salvo V, Zimmermann L], Gavilanes AW, Barberi I, Ricotti A, Abella R, et al. First intention high-frequency

oscillatory and conventional mechanical ventilation in premature infants without antenatal glucocorticoid prophylaxis.
Pediatr Crit Care Med. 2012;13(1):72-9.

4. Van Reempts P, Borstlap C, Laroche S, Van der Auwera JC. Early use of high frequency ventilation in the
premature neonate. Eur ] Pediatr. 2003;162(4):219-26.



Evidence Update COSTR -JEBNeo - v 2.0 - 23 Jan 2023 Page 1 of 22

CQ 501 EvUp CoSTR: JFYVZ R RO FRERRS

(EvUp: Evidence update; CoSTR: Consensus of science and treatment recommendation)

Contents
CQ 501 EvUp CoSTR: YV R&XRFTOA RKEBPHES ..o 1
COSTR T (A DL ) ettt senes 3
COSTR QUENOIS () oottt 3
Version & date (MR « BRI TR ) 1 oo 3
COSTR CItAtiON (Bl BTTI2E )ttt 3
Conflict of interest (COTL: FUZEARRZ): ..o oveeeeeeeeeeeeeeeee e 3
Clinical QUESLION (CQ) ..uviieiieeeeeeeeeeeee ettt ettt et e ettt eatene e s et e s e eteereereeneeneeneas 3
PLCOT ettt ettt ettt b st b et et e h et e st te b et e st ete b e st ete s et essene b e st eseete s esseteebens 3
BEFDHELZ (BDIUL) 1 TR U oot 4
STEIDIELZ (Z2) oottt 4
Evidence update COSTR SUMMIAIY ...ttt enens 4
BRTFD SR (TBI LU T it 6
BEFFOD SR D CILALION ... 6
BETFDD SR DT EED ..o 6
BEFD SR D AMSTR FHIHFEERIDEE C8D ..o, 7
BETFOD SR DD PICOT ...ttt aes s 7
BRTF D SR DIFER <. 8
SEID Update IBANFESZICEI L T oo 9

Update DD ITRRIRZRTR ..ottt 9



Evidence Update COSTR -JEBNeo - v 2.0 - 23 Jan 2023 Page 2 of 22

(("respiratory distress syndrome, newborn"[MeSH Terms] OR "respiratory distress
syndrome"[Text Word] OR "RDS"[Text Word]) AND ("infant, newborn"[MeSH
Terms] OR "premature"[All Fields] OR "preterm"[Text Word] OR "newborn*"[Text
Word] OR "neonate"[Text Word]) AND (("Budesonide"[MeSH Terms] OR
"Budesonide"[Text Word]) AND ("Pulmonary Surfactants"[MeSH Terms] OR
"surfactant"[Text Word]) AND ("inhalation"[Text Word] OR "inhaled"[Text Word] OR

"intratracheal instillation"[Text Word] OR "intratracheal administration"[ Text

Word] ))) AND (2021/09/01:2050/12/31[Date - Publication]) .......ccccceeveevieeceeeeeeren 9
FRIZRTT T /R R o 9
FRZRHARD « BRZEE ..ottt 9

TG BRI SEERE ..o 9
SCERR T V) = 2T DIFFEH ..ot 9
FFERIFIFTTIDTE CoBD ottt 10
BEFD SR DAER EIBNNFHSCDAETRIDMTEE oot 15
TET U ZADNBHEER/N e 18
SEIDHEIZ (F) BB et 19
SUMMARY OF JUDGEMENTS. ...ttt 20
TYPE OF RECOMMENDATION ......oiiiitiititeteteeeee ettt et be st neene e 21
KNOWIEAGE QAP ...ttt ettt ettt ettt et et sese et et et ese et e s eneeaeane 21

R TR L R Dt oottt ettt ettt ettt ettt reaen 21



Evidence Update COSTR -JEBNeo - v 2.0 - 23 Jan 2023 Page 3 of 22

CoSTR title (&1 NJL):
IBHEMREFBHOEODEZRRAOIILFIRTOA RES—T 705> FOKERES

CoSTR authors (E#&):
BuET*. AERE—. BEOE. DNIE. BftF  *Corresponding author (HEE#E)

Version & date (kR - =#E€E#HH):
$£ 440k : 2023 4 3 A 18 HEH

CoSTR citation (BIAAX):

FARIEY, AERE—, BAE, /NS, BT, EBMMEEFHOIHOEREIROTI)ILFIX0O414 REY
— 705> bOKNERKRS. BERDEEMERED T - IBEDIZHDZES RS> JEBNeo
CoSTR. 2023.CQ501

Conflict of interest (COI: Fl#£1HKR):
FlastBRAREE /R U

Clinical Question (CQ)

IO ESIBAEIREF (RDS)DHD. F/e(d RDS DURXTDHEWRERICH U T, &% 24 KEURNICH—2T 7
5> MEDDLFIARFTOA RZRERTS I D E(E. B—TJ7 05> hEMFRET-T7 05> b
+TSERZERE T DL LERU T, BEHMERSEDEHEDREZ BRI SEDIN ?

PICOT
Population: FIREETE(EEF (RDS)DHD. F/Z(ERDS DURIDEWRER (1Ths 37 BXKiE)

Intervention: £% 24 BREILIANOIILFIRTO4 REY—T 705> FOKENIES

Comparators: 4% 24 BEMUADOY —J 7 045> RERFEZ(EY—-T 705> b+ TS ROKENE
=

Outcomes: 2/4A&EE (CLD), JETC, CLD FZ(FFET, HREFHINFERSE (NDI), =AM (IVH), &
FEMERER (NEC), BUMAE, SRARBARERFAE (PDA), RZTHIFRAE (ROP), i
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Type of studies (study designs), Language, Time, etc.: £ TCD S>> 4 AfbtEKER (RCT:
randomized controlled trials) ZXHRE Uz, 3ES A AMELEBSERER. OO A —/\—5E&. #FRERAR
(FBRSM LTz, REBOERTENHDRD. SEEOFIFIFRL E UL,

Definitions, other notes for PICOT:

RDS; FIO2 30%U L && T DIFREE

CLD; JEBNeo DEZICHED

Severe IVH (sIVH; Papille’s classification, Grades I and IV)

NEC; Bell’s criteria >2a

NDI; MdtERFE, fSHEESFEER. R - BREE

PDA; treatment (> RXAS 2R EDFEYIEES® ligation 72 ENRIEYEE) ZE LTz PDA
BmiE; (MRISERBER)

ROP; iaBZELZED. FIL(FEFEDFEMEAL L

B0 (Hnif) : 2L

SEIDHE (F)

[M{IREE 8% £ DBEHAEFREIR(CHUT, £ 4 FEURNICTFTVIREG—T 705> hEREL
TRERRST 2 EFBUMEERDPRTREZRS T EMRESNTLDH. TES > ROHERMEN
K<, HBREWNTEIFTYVZ ROEEIENIESIIREME TRER THDeH. —RBICEFRELRNTE
ZIRET D, LIEL. BRIMERSDDVIERRIATTE UTOER. BRERGADHRBEABRZETITY
“RERETDIEERETLTELL. | (BBUVEE, BT EFT > XDHERM)

Evidence update CoSTR summary

2022 ££(C Tang 5(C K> THE =NTE systematic review (SR) Tld. RDS M DTERE 33 BXE.
4{KE 1,5009 RBORER(CH U TERRIC I TV REDG T 705> hZREQUEN(CIRE5 T DT
AEDWTH#EET LTz RCT16 WD A FFTHMTIONTLNS (Tang 2022) V', Z2ZTIE. JFVZREY

— 709> hEREUVTRENKRS T2 I JIL-T & IJTVIRBLUYT—T 709> bDRA%Z
T5HTOIL—TFCDWTLHERENTH D, £#& 24 BRIURNICTIFTV_RES—-T 705> hEREEL

TRERESI D EE BIMAE IVH, 2-3 mREOEMEESFEER R EOSHERIEMEE D &R
<. CLD WIEETZBIP BRI ENRESNTULD,
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SEIDHA RSA AERk(CHIZD. TEIC PICO W —E9 DBIFD SR (F1ah > 7zht Tang 2022 D SR (C
BIFBDYTTIL—TEERICDNT. FrADPICO [CFEF—HITDEDTH >zt update {707z, BE
70 SR THRETENIZ 12 #RD RCT DS BEXHAFARETIH D Iz 6 fwD RCTH W GIO N Ezinz |
2021 £ 9 AMS 2022 £F 12 ADHRIE ISR E U TRBNSXEMERZITV. FIRCESNE 1RO
RCTO%&GHETZET 7 #&D RCT [C DWW T A IEFERIE LI,

ASGFEMOFER. £ 4ABFRILANICT TV REDG DT 705> MEREULTCRERRS IR EE B
—J7 05> hEMIGS S U T, CLD. ZETC. CLD FZEFFRT-DWLWINDT T MALICDVWTERD
S 3AREMN RSN (CLD: WSRIATTEL 7 14, WHREEZL 787 %: RR 0.52 [95% CI 0.41, 0.67],
RD -0.17 [-0.23, -0.11], NNT=5.9, TEF > XDiEEM (CoE: Certainty of Evidence) & / 3EL:
SHERFAFTER 5 14, WHREBEE 573 %: RR 0.62 [95% CI 0.42, 0.91], RD -0.07 [-0.13, -0.02],
NNT=14.3, TEF>ROEEME o/ CLD FZIIFET: sTRMAFKER 5 4, IREBEL 5734, RR: 0.57,
95% CI [0.48, 0.67], RD -0.28 [-0.36, -0.21], NNT=3.6, TEF> XDEEM &) . IVH T8

fE. NEC 72 EDIERANREHEDIEE (CDWTIE. TT7VZR+Y—TJ7 05> NfED—-TJ 705>k
BEMEFC. BREREZRDRNMN Oz (TEF > ADOHEM @D TR~K) . =5(C. 7 #RP 2 #KdD RCT
TREBFR(CETIREAMTONTSED. TFVIR+HP—-T 705> hOKERRS (C K DHEFENF
EEE (NDI) DIENMFERDIEMN DTz (XIRATTER 2 14, WHREEEL 239 44, RR 0.78, 95% CI [0.55,
1.11], RD -0.09 [-0.21, 0.03], NNT=11.1, TEF> XDHEEY &) .

—7A 7T, SOH&ETUIZ RCT DEFEAENFTE. &E. BEEV VS TFHERERNSDIRETHD. RES
NEMIHDAH TDIRET TH D, T5(C. AP TRERRSOREEICNHD TV RER (VUL=T0—
r®) (& REAXEBLERT SAY—ZAWCIRAKRS DI IESFEHNREETNTLD,
LEROFENS. HIREEZE 2T IMRMEHEARER(CH LT, ERBHRICITTVIREG—T705> K
ZRAEUTCRERIRS T DMTAK. BIZFEHN(C(E CLD WIRTERDFBMNREESNDH. BARERNTOERRR
BUOTIES > ROBEENZ UL, 55 5L U TEI TV RERIORENBEIRISS IR TIEEKRART
BDEZBFERITC, [—RIEFESURVWCEZRRT D] EVWDHR LU, IR1E. KETKRMRER
LRI RE S > A LAMELLESRERN EITHR TH D (The Budesonide in Babies Trial (BiB trials),
ClinicalTrials.gov Identifier: NCT045458661%) . $%&. EMY COEDSV\ERKAR EBMMES LT
ZEMHCETEISSRBIIET O RDEERFENS.
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BIFD SR [CEALT
B¥fFD SR @ Citation

Tang W, et al. Effectiveness and safety of early combined utilization of budesonide and
surfactant by airway for bronchopulmonary dysplasia prevention in premature infants with RDS:
A meta- analysis. Pediatr Pulmonol. 2022; 57: 455-469.

BFdD SR DFE &8

Ha O CLD TRz DFRERE E U CILFIRTOA RESOMRMNM RSN TS, )L
FIARXFOA ROE2BI5(E CLD ORERZRID S EDZENRESNTUVDN,. —AT. BEANREH
RES JSURINQHFEFNBRBEDIBINEMIIND . EREBHAOIILFIRSTOA ROKERRS (.
EEHFES SR UTYRVEWER TRABENICASO4 RZIEFATSE LT, ABHNRERKRERRD
AlREMN B D, =5(C. RDS (CHUTIFTYVZIRES—T7 059> hMEREL TSI DI LICEKD. T
TRPOESHIEDIENGR CLD ZRA B T EMRETN TS,

B : RDS DHDRERICHITDERRIADI TV REDG—-T 705> hDBS DR & B % ST
EESH

& 2021 £ 9 BEToOHARIZ x5k & LT PubMed, Web of Science, EMBASE, Cochrane Library,
Wanfang, CQ VIP, China National Knowledge Infrastructure databases MD&F —45\— X ZHEFEN (C
REUT, AS#ETAMTONI.

#&5R : RDS D D7Eha 32 BLAT. AE 1,5009 KEDRERICH T D, ERBHOITYVZREY—T
74> NOTERIES(E. CLD (RR = 0.64; 95% CI: 0.55-0.74, p < 0.001), 3ET- (RR = 0.63;
95%CI: 0.43-0.93, p = 0.019), CLD Z/=(33ET- (RR = 0.59; 95%CI: 0.50-0.70, p < 0.001)%&(\
INEBREPEEZ. IVH. NEC. BUMfE. ROP DSEE (HEINN=ET. PDA DIEEZ R =BTz (RR =
0.80; 95%CI: 0.65, 0.99, p= 0.044), &=5I(C 2-3 mkFdD mental developmental index (MDI) 3K
U* psychomotor developmental index (PDI)I[CBEZE(F/AMoic. HIJIL—T#ATIEIITVIRE
H—J7 059> hOBSHREBICDOWVWT, JTVIREY—TJ7 09> hREULTCRERES I D EN
Y—D07 05> b+TJFYZRIRA SR U TIRTRNO A THIRAEAR . ABtHAR. PDA ORERTEAIT
»oTz,

#&:@ : RDS DB DRERAD CLD FHHZzENELIETITYIRET DT 705> hOKERESE. B
AN DRETHDAEEN DD, —HAT. BRI SNZZE <D RCT (FINRIET 7= 7tk 5 DIk (CPRE
SNTHH., HRJFWHSOXFIETRIAD T A O—7 v THRIZSE RCT ASEBEIFEIND.
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BIfFD SR D AMSTR FHfifERDFE L&

1 PICO D&z Yes
2 FEDIAR No
3 EIREAE Yes
4 | i art
Yes
5 AFTER Yes
6 T —SHH Yes
7 BRIMATT No
8 eSO 2 i Ewul No
91 | {B2DHR®D) A 7R R 5 RCT Piretisa'
10 BRIR No
11-1 AIBHFERCT YES
12 R G3H) A 7 Y X5 il No
13 FERARFRI\A 7 R R TE R Yes
14 BN Yes
15 HiAR) (107 X Yes
16 FIERER Yes
BEfFdD SR @ PICOT

Participants: RDS &2 N/=1Eia 33 R, HAEMRKE 1,5009 KRimDIMEHAEARE T
Intervention: £&FH (8 HUAN) OIFV_REY—-T 705> hOKREARES
Comparison: £%F8 (8 HUA) U —J 705> hEHMOKERRS

Outcomes:

FEHMIER: CLD. JET. CLD F/Z(FET
BIREHIIER: B—D7 05> MENES. BN, ATIFIREEME. EkB%. PDA.

IVH. ROP. EIMfiE. NEC. mental developmental index (MDI).

psychomotor developmental index (PDI)

Study design: RCT

Page 7 of 22
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BIF D SR DfER

PO MAL

No. of
participants
(studies)

No. of patients Effect

Page 8 of 22

IEF>ADHESRM

JIJ5FYZR . Relative Absolute

1,377 RR 0.64 144 fewer per 1,000
CLD 170/679 (25.0%) 275/698 (39.4%)
(12 RCTs) (0.55 to 0.74) | (from 95 fewer to 192 more)
771 RR 0.63 53 fewer per 1,000
A 36/383 (9.3%) 57/388 (14.7%)
(6 RCTs) (0.43 t0 0.93) | (from 7 fewer to 99 fewer)
771 RR 0.59 215 fewer per 1,000
CLDE /(35T 120/383 (31.3%) 205/388 (52.8%)
(6 RCTs) (0.50 to 0.70) | (from 147 fewer to 283 more)
543 RR 0.80 76 fewer per 1,000
PDA 90/271 (33.2%) 111/272 (40.8%)
(4 RCTs) (0.65 to 0.99) | (from 5 fewer to 157 more)
897 RR 1.03 5 more per 1,000
IVH 130/441 (29.5%) 132/456 (28.9%)
(7 RCTs) (0.85 to 1.24) (from 54 fewer to 65 more)
1105 RR 0.87 34 fewer per 1,000
ROP 112/545 (20.6%) 134/560 (23.9%)
(9 RCTs) (0.70 to 1.07) (from 15 fewer to 83 more)
969 RR 1.05 3 more per 1,000
NEC 39/475 (8.2%) 39/494 (7.9%)
(8 RCTs) (0.69 to 1.58) (from 31 fewer to 37 more)
N 1051 RR 0.83 27 fewer per 1,000
R T (S EIMAE 68/519 (13.1%) 84/532 (15.8%)
(8 RCTs) (0.63 to 1.09) (from 16 fewer to 69 more)
239 RR 0.89 27 more per 1,000
MDI<69 28/120 (23.3%) 31/119 (26.0%)
(2 RCTs) (0.57 to 1.38) (from 82 fewer to 136 more)
239 RR 0.86 44 more per 1,000
PDI<69 34/120 (28.3%) 39/119 (32.8%)
(2 RCTs) (0.59 to 1.26) (from 72 fewer to 161 more)

P72 L

Tang W, et al. Pediatr Pulmonol. 2022; 57: 455-469.% Jt(C{ERK
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SEID Update :ENERSZICEAL T

Update DIz D BIMEZRT

(("respiratory distress syndrome, newborn"[MeSH Terms] OR "respiratory distress
syndrome"[Text Word] OR "RDS"[Text Word]) AND ("infant, newborn"[MeSH Terms] OR
"premature"[All Fields] OR "preterm"[Text Word] OR "newborn*"[Text Word] OR
"neonate"[Text Word]) AND (("Budesonide"[MeSH Terms] OR "Budesonide"[Text Word]) AND
("Pulmonary Surfactants"[MeSH Terms] OR "surfactant"[Text Word]) AND ("inhalation"[Text
Word] OR "inhaled"[Text Word] OR "intratracheal instillation"[Text Word] OR "intratracheal
administration"[Text Word] ))) AND (2021/09/01:2050/12/31[Date - Publication])

RRT —AHNR—2R
PubMed

A e
2023/01/04

PO eSS
52 PICOT £88

XERRA O — > D

RFERNEY MR : 3R

1RROU—_>7 : 1#&include, 2 #&(d wrong study design MJz& exclude LTz
2 RROYU—7J : full-text review T 1 #& include
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ITRIATTDE &6
s g | TOER SN 5 HHEE AR popct ] TERSBE itk thE BEFRRER
THIFHAR (HBEH) (REBIZN) (GEFIED) (Ga) (9) BiREBS
e LB ARSRILLA LB ARSRILLA
= 1, e
| Yen 2008 zofji;ﬁ e Rﬁfﬁi<>650?’?? IV = R 0.25 mg/kg H—T74> 100 mg/kg | TTABE 26.4+2.2 881 + 245 NCTO01446497
Kou 2010 = 2700 HY—J74> k 100 mg/kg BRI S WERRE 26.7+2.3 919 + 272
~2006428 (N=116)
(n=60) (n=56)
BABSRIL BABSRL
S H55% . A AKE <1,500q _ ERaABRLR LAY
B : IV R 0.25 mg/kg H—T74> 100 mg/kg | TTABE 26.5+2.2 882 + 249
2 |Yeh 2016 2009448 » RDS (Fi0,>0.5) : NCT00883532
KE H—TJ7 4> k 100 mg/kg BRI S WEBEE 26.8+2.2 935 + 283
~2013438 (N=265)
(n=131) (n=134)
o EE% <328 SRS ARSRALIA SRS ARSRILLA
o
HAEARE<1,500g JFYZR 0.25 mg/kg H—-2J7045> ~ 200 mg/kg e o
Ke 2016 201243 . g .
3|Ke ~201f$fﬁ " RDS (Fi0,>60%) | H—2J744> k 200 mg/kg BRS S cHL cHL sL
(N=92) (n=46) (n=46)
o TERSER <3218 S ARSI S4B ABS R
o S
H4E4kE < 1,500g IV = R 0.25 mg/kg H—J7%5> k70 mg/kg | TABE 30.0+1.7 1,360 + 370
Pan 2017 201546 12
4 |Pan Nzof&fﬁ FE | pshoFEmER | H—T705> k70 mg/kg S HEEEE 205818 | 1,260 £ 240 sb
(N=30) (n=15) (n=15)
e 1, V=R 0.2 — 75>
==Y, 5% . ﬁiﬁi§< 500g JZ7YZ R 0.25 mg/kg H—T7 0?/# 105 mg/kg AREE 28.641.9 1,055 & 247
5 |Heo 2020 2018415 | RDS (Fi0,>50%) H—TJ7 4>~ 105 mg/kg BRI S B 283420 . 030 + 255 U
~2018%128 (N=34) (n=16) (n=18) . . ,
N AR <308 SRS ARSRALIA SRS ARSRILLIA ReT
o
Gharehbaghi B H4pkE < 1,250g J5VU= R 0.25 mg/kg BT 5> 200 mg/kg | TMARE 28.2+1.7 1,055 + 192
20174E10 >
® 12021 F0R | (5> RDS (FiO,>40%) H—TJ7 4> k 200 mg/kg BT WBBEE 28.4+1.5 1,080 + 168 | 20100512003915
~2018468 N20
(N=128) (n=64) (n=64)
o TERLER <3218 B4R S4B
5% — ) — e == ~
- i 2022 N - Hi2E (58 <1,5000 J5v= |\\o.25 mg/kg H—J7 0/‘51/: 200 mg/kg ﬂ):ﬁ 20.6+1.3 1,199 + 137 L
el RDS (FiO,>60%) H—J7 /74> k 200 mg/kg B S WIBEE 29.3%£1.4 1,175 + 175
(N=122) (n=60) (n=62)
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Risk of bias tool 2

Unique ID Study ID Experimental Comparator Outcome Weight D1 D2 D3 D4 D5  Overall

1 Yeh 2008 BUD+PS PS BPD 1 . . . . . . . Low risk

2 Yeh 2008 BUD+PS PS Mortality 1 ‘ . . . ‘ . ! Some concerns

3 Yeh 2008 BUD+PS PS BPD or Mortality NA . . . ‘ . . . High risk

4 Yeh 2008 BUD+PS PS NDI NA . ‘ . . . .

5 Yeh 2008 BUD+PS PS IVH NA . . . . . . D1 Randomisation process
6 Yeh 2008 BUD+PS PS Sepsis NA . ‘ ‘ . . . D2 Deviations from the intended intervention:
7 Yeh 2008 BUD+PS PS PDA NA . . . . . . D3 Missing outcome data
8 Yeh 2008 BUD+PS PS ROP NA ‘ ‘ ‘ ‘ ‘ . D4 Measurement of the outcome
9 Yeh 2016 BUD+PS PS BPD NA . . . ‘ . . D5 Selection of the reported result
10 Yeh 2016 BUD+PS PS Mortality NA . ‘ ‘ . . .

11 Yeh 2016 BUD+PS PS BPD or Mortality NA . . . . . .

12 Yeh 2016 BUD+PS PS NDI NA . . ! . . @

13 Yeh 2016 BUD+PS PS IVH NA . . . . . .

14 Yeh 2016 BUD+PS PS NEC NA . . . . . .

15 Yeh 2016 BUD+PS PS Sepsis NA . . . . . .

16 Yeh 2016 BUD+PS PS PDA NA . . . . . .

17 Yeh 2016 BUD+PS PS ROP NA ‘ . . ‘ ‘ .

18 Ke 2016 BUD+PS PS BPD NA . . . . . .

19 Pan 2017 BUD+PS PS BPD NA ! ! . . ! .

20 Pan 2017 BUD+PS PS Mortality NA ! ! . ' ! @

21 Pan 2017 BUD+PS PS BPD or Mortality NA ! ! ‘ . ! .

22 Pan 2017 BUD+PS PS NEC NA ! ! . . ! .

23 Heo 2020 BUD+PS PS BPD NA ! ! ‘ . . .

24 Heo 2020 BUD+PS PS Mortality NA ! ! . ‘ . @

25 Heo 2020 BUD+PS PS BPD or Mortality NA ! ! ‘ . . ‘

26 Heo 2020 BUD+PS PS IVH NA ! ! . . . .

27 Heo 2020 BUD+PS PS NEC NA ! ! ‘ . . .

28 Heo 2020 BUD+PS PS PDA NA ! ! . . . .

29 Heo 2020 BUD+PS PS ROP NA ! ! . ‘ . .

30 Gharehbaghi 2021 BUD+PS PS BPD NA . . . . . .

31 Gharehbaghi 2021 BUD+PS PS Mortality NA . . . . . .

32 Gharehbaghi 2021 BUD+PS PS BPD or Mortality NA . . . . . .

33 Gharehbaghi 2021 BUD+PS PS NEC NA . . . . . .

34 Gharehbaghi 2021 BUD+PS PS PDA NA ‘ . . . ‘ .

35 Gharehbaghi 2021 BUD+PS PS Sepsis NA . . . ‘ . .

36 Gharehbaghi 2021 BUD+PS PS ROP NA . ‘ . . . .

37 Liu 2022 BUD+PS PS BPD NA ! . . . . .

38 Liu 2022 BUD+PS PS IVH NA ! ‘ ‘ . . .

39 Liu 2022 BUD+PS PS NEC NA ! . . . . .

40 Liu 2022 BUD+PS PS PDA NA ! ‘ ‘ . . ‘

41 Liu 2022 BUD+PS PS Sepsis NA ! . . . . .

42 Liu 2022 BUD+PS PS ROP NA ! ‘ ‘ . . .
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Heterogeneity, Chi*= 022, df= 3P =087, F=0%
Testfor overall effect Z=0.34 (F=0.74)

Forest plot
CLD
BUD+PS Control Risk Ratio Risk Ratio
Study or Subgroup  EBvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gharehbaghi 2021 4 A4 10 A4 1% 0400013, 1.21] B
Heo 2020 2 16 4 18 27% 046012, 267] —
ke 2016 2 46 £] 46 G.4% 0.22[0.08, 0.97] - ]
Liu 2022 17 ] 249 A2 20.4% 0.61 [0.37, 0.98] — ]
Pan 2017 1 14 ] 15 4.3% 017 [0.02,1.27]
Yeh 2008 4 ] 16 a6 11.8% 0.53[0.25,1.09] —
Yeh 2016 CIS RCH 67 134 47.3% 048 [0.42 0.80] i
Total (95% CI) 392 395 100.0% 0.52 [0.41, 0.67] &
Total events 73 141
ity: Chi®= = = E= I ; t i
Tostfofaveraleffect Z- £33 (P < 000007 10
T : Favours [experimental] Favours [control]
/4 =
BUD+PS Control Risk Ratio Risk Ratio
Study or Subgroup  Ewvents Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gharehbaghi 2021 ] f4 £] 4 16.3% 067 [0.25,1.76] —
Heno 2020 1 16 4 18 6.8% 0.22[0.03, 2.26]
Pan 2017 1] 14 2 15 445% 0.20[0.01, 3.84]
Yeh 2008 10 1] 18 a6 33.5% 042 [0.26,1.03] —
Yeh 2016 17 13 22 134 381% 079044 1.42] —i—
Total (95% CI) 286 287 100.0% 0.62 [0.42, 0.91] -
Total events 34 a5
T o - - = 1 1 1 ]
_Iljletnilrrngenem,rl.l C;I ;;962 i;-;EPD-Dg.TE), F=0% T o 1 100
gstfor ovarall sffect 2= 2.42 (P = 0.02) Favours [experimental] Favours [control]
CLD FI(IFET
BUD+P S Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Gharehbaghi 2021 26 fid 47 fd 24 9% 045 [0.40,0.77] &
Heo 2020 ] 16 11 18 5.8% 0.61 [0.30,1.28] ~
Pan 2017 1 14 a 15 42% 0.13[0.02, 0.88]
Yeh 2008 19 ] a4 a6 18.7% 0.52[0.34, 0.80] —=—
Yeh 2016 a5 13 B9 134 467% 0.63 [0.50, 0.80] L
Total (95% Cl) 286 287 100.0% 0.57 [0.48, 0.67] L
Total events 107 189
i - = = s == | } t 1
Tostfofaveraleffect Z- 649 (P <0.0000%) 10
T : Favours [experimental] Favours [control]
IVH
BUD+PS Control Risk Ratio Risk Ratio
Study or Subgroup  Bvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Heno 2020 1 16 1 18 1.1%  1.13[0.08,16.55] '
Liu 2022 20 ] 20 A2 23.4% 1.03[062 1.7
Yeh 2008 fi 1] 7 sl 8.6% 0.80[0.29, 2.24]
Yeh 2016 a3 13 a7 134 B6.9% 0.951[0.71,1.27]
Total (95% CI) 267 270 100.0% 0.96 [0.75, 1.22]
Total events a0 85

Favours [experimental]

0.01 01 1 10

Favours [contral]

100
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NDI
BUD+PS Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Yeh 2008 11 34 13 32 28.8% 077 [0.41,1.47] —
Yeh 2016 26 a5 a4 ar 71.2% n.raosz 1.18] -
Total (95% CI) 120 119 100.0% 0.78 [0.55, 1.11] <
Total events v 47
T o - - = 1 1 1
_Iljletnilrrngenem,rl.l C;I IEHE; 31;—; EF'D-12.98), [F=0% 'III.IZI1 DH 1'EI 1DEI'
gstfor ovarall sffect Z=1.40 (P = 0.16) Favours [experimental] Favours [control]
NEC
BUD+PS Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Bvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gharehbaghi 2021 2 fid 4 A4 20.2% 0.40[0.08, 263] =
Heo 2020 0 16 1] 18 Mot estimahble
Liu 2022 7 ] ] A2 44.8% 0.801[0.32, 2.02] ——
Pan 2017 1] 14 1] 15 Mot estimahle
Yeh 2016 4 131 7134 350% 048018, 1.949] —
Total (95% CI) 286 293 100.0% 0.67 [0.34, 1.30] -
Total events 13 20
i - = = s == | } t 1
?etnta;ngenemfl.l CQI ;gfa ?;-PQEPD-EDE.BS),I =0% 001 0 10 100
estfor overall effect Z=1.19 (P = 0.23) Favours [experimental] Favours [control]
PDA
BUD+PS Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% Cl
Gharehbaghi 2021 13 i) 17 B4 12.0% 076 [0.41,1.44] —
Heno 2020 1 16 3 18 2.0% 0.3a[0.04, 3.29]
Liu 2022 24 1] ) A2 21.8% 097 [0.67,1.349] -
Yeh 2008 36 ] 32 a6 23.4% 1.08[0.77, 1.43] -
Yeh 2016 a0 13N a9 134 41.3% 0.649 [0.50, 0.96] —-
Total (95% Cl) 33 334 100.0% 0.84 [0.70,1.01] &
Total events 119 142
T o - - = 1 1 1
_Iljletnilrrngenem,rl.l C;I ;;?3; g;-;EPD-Dg.%), F=14% T o 1 100
gstfor ovarall sffect Z=1.86 (P = 0.06) Favours [experimental] Favours [control]
R fie
BUD+PS Control Risk Ratio Risk Ratio
Study or Subgroup  EBvents Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gharehbaghi 2021 21 A4 25 4 28.0% 0.84[0.53,1.34]
Liu 2022 19 ] 22 A2 24.32% 0.89[0.54,1.47]
Yeh 2008 ] ] ] a6 5.8% 1.12 [0.36, 3.47] T
Yeh 2016 29 13N a8 134 42.0% n.raoat, 1.149 —-
Total (95% CI) 315 316 100.0% 0.84 [0.65, 1.09] &
Total events Ta an

Heterogeneity, Chif=042, df= 3 (P=084); F=0%
Test for overall effect Z=129 (P =020

0.01

0

10

Favours [experimental] Favours [control]

100
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ROP

BUD+PS Control Risk Ratio Risk Ratio
Study or Subgroup  BEvents Total BEvents Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Gharehbaghi 2021 2 oF:! 3 oL:! 6.6% 06T [0.12, 3.86]
Heo 2020 2 16 A 18 104% 045010, 2.01] —
Liu 2022 B G0 7 B2 15.2% 0.89[0.32, 2.48] ) E—
Yeh 2008 25 A 1 56 48.0% 141 [0.71,1.749] —M—
Yeh 2016 o1 9 134 197% 0.80[0.31,2.07] —
Taotal (95% CI) 331 334 100.0% 0.92 [0.64, 1.32] <
Total events 47 45
Heterogeneity: Chif=1.78, df= 4 (P = 0.78); F= 0% IEI o 051 150 1DEI=

Testfor overall effect 2= 0.47 (F=0.64) Favours [experimental] Favours [control]
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BIf7MD SR DR LENMRXX DFERDME

Certainty assessment No. of patients Effect

Certainty | Importance

Absolute
(95% CI)

Relative
(95% CI)

No. of Risk of
Study design
studies bias

Inconsistency | Indirectness | Imprecision

Other
BUD + PS
considerations

CLD
7 randomised not not serious | not serious | not serious none 73/392 141/395 RR 0.52 171 fewer per 1,000 SO0 CRITICAL
High
trials serious? (18.6%) (35.7%) (0.41 to 0.67) (from 211 fewer to 118 g
fewer)
/4
5 randomised not not serious not serious serious® none 34/286 55/287 RR 0.62 73 fewer per 1,000 DO CRITICAL
trials serious? (11.9%) (19.2%) (0.42 t0 0.91) (from 111 fewer to 17 Moderate
fewer)
CLD F/z(IFET
5 randomised not not serious | not serious | not serious none 107/286 189/287 RR 0.57 283 fewer per 1,000 OO0 CRITICAL
High
trials serious® (37.4%) (65.9%) (0.48 t0 0.67) (from 342 fewer to 217 g
fewer)
IVH
4 randomised not not serious not serious | very serious® none 80/267 85/270 RR 0.96 13 fewer per 1,000 epO0O CRITICAL
trials serious® (30.0%) (31.5%) (0.75 to 1.22) (from 79 fewer to 69 Low
more)

NDI
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Certainty assessment No. of patients Effect

No. of Other Relative Absolute (SLHRESY || Mk e e
Study design Inconsistency | Indirectness | Imprecision BUD + PS
studies considerations (95% CI) (95% CI)

2 randomised not not serious not serious | very serious® none 37/120 47/119 RR 0.78 87 fewer per 1,000 OO CRITICAL
trials serious® (30.8%) (39.5%) (0.55 to 1.11) (from 178 fewer to 43 Low
more)
NEC
5 randomised not not serious not serious extremely none 13/286 20/293 RR 0.67 23 fewer per 1,000 OO0 CRITICAL
trials serious® serious® (4.5%) (6.8%) (0.34 to 1.30) (from 45 fewer to 20 Very low
more)
PDA
5 randomised not not serious not serious | very serious® none 119/331 142/334 RR 0.84 68 fewer per 1,000 ®pO0O CRITICAL
trials serious® (36.0%) (42.5%) (0.70 to 1.01) (from 128 fewer to 4 Low
more)
R e
4 randomised not not serious not serious | very serious® none 75/315 90/316 RR 0.84 46 fewer per 1,000 OO CRITICAL
trials serious® (23.8%) (28.5%) (0.65 to 1.09) (from 100 fewer to 26 Low
more)
ROP
5 randomised not not serious not serious | extremely none 42/331 45/334 RR 0.92 11 fewer per 1,000 @&@OOO [IMPORTANT
trials serious? serious® (12.7%) (13.5%) (0.64 to 1.32) (from 49 fewer to 43 Very low
more)
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CI: confidence interval; RR: risk ratio

Explanations

a. included some high risk of bias studies, but resolved by sensitivity analysis.
b. wide 95%CI (-1)

c. wide 95%CI, small sample size (-2)
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TEF A SHERNA

O BA#Rk & DL

S[ElD update Tld Tang 2022 @ SR & (FFERDIER T DIz, BIERD SR THERET NI 12 #wD RCT
D5, 6 fwIFHREBIPFRODRVREZEBHE(CBBINTCH/RETH D, PEENTI IZXAERRT 5N
— A (CERSNTWDEOAFRE TH O e BXNAFHRETH DT 6 #wD RCT ([CHIR. 2021 F9 A
~2022 £ 12 B3 5REM & U THBFERI SGRMRZRZ1TU). FTARICIESNIZ 1 #RD RCT Z&HOE 25t 7 iR
D RCT (CDWNWTXIEITZERE LT,

O&RICDNT
AFRMDFER, TJTFV_RES—-T 705> FOKRERIKS(EIY—DJ 705> NEMIGS ELEE L T,
CLD. 3ETC. CLD EEFETDWVWINDT I MAALCDWTERD BB RI8EMEN RSN,

CLD: N=7, n=787: RR 0.52 [95% CI 0.41, 0.67], RD -0.17 [-0.23, -0.11], NNT=5.9, CoE &
BET": N=5, n=573: RR 0.62 [95% CI 0.42, 0.91], RD -0.07 [-0.13, -0.02], NNT=14.3, CoE
CLD or 3ET=: N=5, n=573, RR: 0.57, 95%CI [0.48, 0.67], RD -0.28 [-0.36, -0.21], NNT=3.6,

CoEm®

Fre. BIFOSRTRIFTYZR+Y—T 705> MESET PDA DR HRESNEN,. SEIORET T
ITYZR+Y5—=T7 045> NEFT PDA OSEENAMR B (C3 D EDDRFETFINIRBRE AN D 1z,

0ZE(CDNT

SHAREHHE(CDULNT IVH. NEC, ROP [CEAUTIE. IJFVZ R+ =07 05> hEf I —D 7045
> hEMBFELER U T, BASHRY R OO EIZ(JEM(E RSN > fe.

IVH: N=4, n=537: RR 0.96 [95%CI 0.75, 1.22], RD -0.01 [-0.09, 0.06], NNT=100, CoE 1&
NEC: N=5, n=579: RR 0.67 [95%CI 0.34, 1.30], RD -0.02 [-0.06, 0.02], NNT=50, CoE & TI&K
ROP: N=5, n=665: RR 0.92 [95%CI 0.64, 1.32], RD -0.01 [-0.06, 0.04], NNT=100, CoE #®& T
15

Ffz. PDA & sepsis [CDWTIEITFVZ R+ =T 705> FOKERIES(EUX OZIBMETEROEWN
SR THOI.

PDA: N=5, n=665: RR 0.84 [95%CI 0.70, 1.01], RD -0.07 [-0.14, 0.00], NNT=14.3, CoE 1&
BQIfE: N=4, n=631: RR 0.84 [95%CI 0.65, 1.09], RD -0.04 [-0.11, 0.02], NNT=25, CoE &
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E5(C, 7 #FH 2 #RD RCT TREAFR(CEAT IREMTONTED, IJTVIR+5—-TJ7059> bDOK
BERES(CLD2HREFHFERE (NDI) DBEMEERDRN DT
NDI: N=2, n=239, RR 0.78, 95% CI [0.55, 1.11], RD -0.09 [-0.21, 0.03], NNT=11.1, CoE 1&

oB I IL—-T

FARTOD RCT THIEIDTAFER 4 BRILIACITHON T Z. Fie. 9RTOD RCT THARKE 1,5009
FEOMEHERERZIRE LT, ERRIBENERERI DD T )L — TR (C DWW TIFEHRRIER
PESNIEBTERMNDIE, 5IC. TFVIRDEESE(CDVNTIEIANTD RCT T—1 0.25mg/kg
T,

0 ZDAtd limitation

SEDRFTZITOTZ RCT DIFEAENFRE. BE. BEEVWOZ7ZVEENSDIRETHD. RE=N
JeHURDH TORREI TH D, =50, AP TRIEARSORREEN DTV REH (JUL=O—K
®) (& REANELERIT AT —ERVWCIRARSDIH ISR NAIRE SN TS,

oFL®D

BEMS. FKkEBZE T DMMELERER(CHUT, EBBHICTIFTVIRES—TJ705> hERE
UCTRERIRS T DAL, RIFENIRLE UTREERBREMHIEDOY R VZIBIMcE D2 £/a<, CLD. %

. CLD FZ@FETCZES I algeEhmrigenzh. BAERTOMEARBRPITET > XD FEMNZ UL
& Fe BEREAEEUTEI TV REFIOKENBEIESS (IR TIEIRER THDIIEZ2EREL

<.

[fIRESIEZ 29 DMELERERICHUT, £ 4BREURNICTTVIRES D7 045> haRE
TREARRE T D EFEEMERBEPRTREZBS T ZEMNRESNTNDIN, TEF > XOEEMNN

K<. BAERNTIEITYVZ ROEZEKENISS(FIRERE THRAR THDIEH. —BICERELRVWS &

HIRET D, 212U, BRIMERSDWVFBRKATLE L TOFR. BEFREADHBAERRZETITY

ZTREFESIDZ LRI LTELL. 1 (5L VL, KU\ CoE)

EWSIRENDERET S Uz, 1% BRI TOBEOBVREKARE EBMES LULZEMEICET 5/
BDIEFAOEENEBFEND,

SEIDHRE () Bi§

[MTIRESEZ £ 9 DAMELERER(ICH U T, £ 4BFEMRNICTTVRES D 705> haRE
[ENNS YD E(FIEEMERBEDPERCREERBS T ZEMNRESTNTUVIN, TES > XDOEEMEN

K<, BARERNTIEZI TV ROBEZEIENISS (FREE TREAR THDIEH. —BICFRS LRV &
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ZIRET D, 212U, BRIMERS D WEERKRATLE U COER. BREFRKADHRBAEREZETCTITY
“RERETDIEEARETLTELL. | (BBLEE, BT EFT > XDHERM)

SUMMARY OF JUDGEMENTS

PROBLEM Probably yes
DESIRABLE
Large
EFFECTS
UNDESIRABLE
Small
EFFECTS
CERTAINTY OF
Low
EVIDENCE
Probably no
important
VALUES
uncertainty

or variability

Probably
BALANCE OF

EFFECTS

favors the

intervention

Negligible
RESOURCES
costs and
REQUIRED
savings?®
CERTAINTY OF
No
EVIDENCE OF
included
REQUIRED
studies
RESOURCES
No
COST
included
EFFECTIVENESS
studies
Probably no
EQUITY
impact

ACCEPTABILITY

Probably yes
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JUDGEMENT

FEASIBILITY Probably no®

a: Pulmicort Respules 0.5mg ¥196.8.7A

b: Off-label use in japan

TYPE OF RECOMMENDATION

Strong recommendation Conditional Conditional Conditional Strong recommendation
against the intervention | recommendation against recommendation for  [glele]yalial=laleEldlelgWie] hu s (= for the intervention
the intervention either the intervention or intervention

the comparison

O O O [ O

Knowledge gap

o BIIIIBAINNELINATRAIRODBWMEINEENTLND

o RHEIFR(CEAIDIT—INATNDTHD

o TERRBEWIKSEREDT T T)IL—THFTHITZ TLVRL)

o VITHMBNMSDIREICREMNTED. RERODEEVOCRZSMHEOCRELZNEARERNDIRVIA R
DEJEEMEN DD

o BIMEPRZEMICDOVWTHETT B ICEERN TORBNRI A O—7 Y T2 EHIEKHETEDE L
RCT A NS

SEENBUR b

1. Tang W, Chen S, Shi D, Ai T, Zhang L, Huang Y, et al. Effectiveness and safety of
early combined utilization of budesonide and surfactant by airway for bronchopulmonary
dysplasia prevention in premature infants with RDS: A meta-analysis. Pediatr Pulmonol.
2022;57(2):455-69.

2. Yeh TF, Lin HC, Chang CH, Wu TS, Su BH, Li TC, et al. Early intratracheal
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Clinical Question (CQ)
ALK EDFIRHEI ZE 3 27 32 BRGEDRER(CH LT, &% 6 HURNO)LFIXFO1 K
DEBES(FEWEFAPHRENBEIEREDYRIZEBRBICOVN TCEFERIEICTSITDIN?

PICOST

Population:
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ANTLMHEIRIR EDIFRERZE 9 D il 6 KIIDTE 32 BKE L2 (FHEARE 15009 RKEDEER
Intervention:
)\ ROJJLFYV> (HDC)/ TFHY AV (DEX)DEEKRE

Comparators:
TS RE(FEEE

Outcomes:
FETC. ZET or [2MARE. BNMERME. MRFNFRERE. 24EE. EEMEATM
EEH{CESHE. HILEZTL. BB

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

2 TOEFEA{LILESERER (RCT: randomized controlled trials).
Cluster randomized trials, Cross-over trials, quasi-RCT (ZBx4+9 3.
SEEFREOHET D,

Definitions, other notes for PICOT:

AT MIRERTR EDIFIRAERD : N TR USHSEERBSE T IR##EE (nasal high flow Z&83 - Z&
[(ZESEE=T VAN Y|

1BHhEER (CLD) : {EIE 36 BIFm COMRIGSH(FITFIRED/R—

RIEEMEREX (NEC) : Bell DRHAIHE >2a

SOHCESHE: BIEEZFL. BIEMRX

SREMERLM (sIVH) : Papille's 3%8(C3H U\ T Grades III or IV

mRFEREE (NDI) : i4mE,. S2AEE. RE - BRES

AdtERRE (CP) : GMFCS LALLM E

ESNERRAVIE | BUIMAE

BIfF DHELE:

HILEZFLIR EOEBREWEA RIS - EEEEERE SO S ERBFRBLOBREEHD—HT. B
ECDVWT ORI+ E(EFER IRV TDIES FERIEIEREREFID rescue use (CPRESNBRETH
D, FHENCIRETDILEFRHOSNIR. GhRERIEHEMERROZERES (SET 2R) )



Evidence Update COSTR —JEBNeo — v 1.0 — 5 Sep 2022 Page 5 of 39

SElDHESR

TERa 32 BRBDRE R T (IRMELAARE R (ST D44 48 KRN/ \7 ROJILFY > D5,

BHEMRERZRL SEY. ACEZTRD BTz, BEEOEERETREZEZRLC. £RFBH(C) \« OV

FV 2—TFEBRIR5 IR LU TEL. ZIEL. SO0AFI 5 F—UHERLOHAICEKD

SHILEZILORIE(CER I D. TFIATYUEER 6 BUAIC—RIC(HEE LRV L Z2IRET .
(F5L VR, RV EF > XDEEM)

Evidence update CoSTR summary

BERCHTDIEEAT0O1 RMEE5OEMM. 24 (CFALT(E 2021 £(C Doyle 5(C k> TITHN
Cochrane Database of Systematic Reviews (CYX&k =11/ Systematic Review (SR) 7' (Doyle
2021).

Z D SR TIFEREBHDRE (R, BERZMRE ULEBXRF0O1 RMESOEME. T2 HOREH
RENTED. 2EPT 4395 ANEFNSD 32 KD RCT ZHRELTULND,

FRATODFER. BERBRBHOE2HB RS04 FM&5(E [FETFZ(E CLD] DEE7D bHALAKU CLD &R
SEIMRMNEFTEDIN, BIEEFILOYRTMENL. MEMEZIEINSE SulREMN'5 D T &Nk
sSNrc.

<l 58 SR DRFEMEE (2020 £ 9 A 25 H) HUBOMRICDOWNWT., EIMOXBMRRZIT oz, Bk
DRRRAZAVWTHRRL, BECH O TRV JZITOIZETS. FITOBIIMSR EIRDAFKFR
Moz, =5(C. 2RO ROESZEREE T DAL, KODEEEDOSVEANFRLEZEZ SN
7z, 1Ehs 32 BXRBE U < (IMEHEREIRZH/RE LU RCT (CREIDZEELUE.

ZOFER. BIfFD SR TRWSNIZ 32 KD S5 12 KZBRIMNUTZ 20 ARD RCT TA YT EMU T,

7w IT— MECB#ER T, X704 FOEEHRSTREZBS SN o 72nt. X0 ROiESER!
DB T I I —TEfTE&BDH. HDC TOHFET =R =z (N=9, 117/681 vs. 150/698, RR
0.80 [95%CI 0.64-0.99]) . [FETZF/2(E CLD] DEE7 D hALA. CLD (FVVITNEREXFO1 R
STz, FETFR(ECLD ( N=19, 763/1586 vs. 855/1605, RR 0.90 [95%CI 0.84-

0.97]) . CLD (N=19, 454/1586 vs. 544/1605, RR 0.84 [95%CI 0.76-0.93]) . CN5DT7 T ~H
AICAULTIERFO4 ROBEERIY T JIL— T CEZROIIN D Iz,

BEMZRET D7D MAELTEEERTOA MES(CKD, HEEZFAMEIMUEZ (N=15,
106/1383 vs. 58/1399, RR 1.85 [95%CI 1.36-2.51]) . AMlERE. MHEFERE. EEMEALI.
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HILESHHE. BIEMBR(ICDVTE. WINE S5NERKEDEREFRSNT . X701 ROTESER!
B O —THRITCTEEZRRBOIIN DIz, EIZU. BERRE (L 95%ERX BN A < FEEMEMEL S &
56, SEBOMBOEEICL DO TCTRRMAENDDSDZLICEEIANETTHD (N=9, 51/681 vs.
48/688, RR 1.06 [95%CI 0.73-1.55]) .

CNSDERMNS. BEZRS IMRZBHTZ HDC [FBEREMNENEEZZISNDIH. TDWRFHE
TIHRTCDIURINBWEFICIREND EERX D, — A TIHRTZRS FTHIRMNESIRNK SIREFI T,
BEHOHIMN EEIZ EEXESNS.

BIfFD SR [CRALT

BEfFD SR d Citation

Authors. : Lex W Doyle, Jeanie L Cheong, Susanne Hay, Brett J Manley, Henry L Halliday.
Title. : Late (7 < days) systemic postnatal corticosteroids for prevention of bronchopulmonary
dysplasia in preterm infants.

Journal name. : Cochrane Database Syst Rev.

Year : 2021

Volume(Issue)/Pages. : 10(10)

(Doyle 2021)

BIfFD SR DF &8
H= : CLD FBRERCHITDIEEIRE CHD. MCHITDEBENRIENEELRIRETH D, £HX
O RES(E. MRERRCEFF N CLD OFFL. BEICAVWSNTER.

Bi : CLD (CEEBEITDURIDHIRERICHUT. Bl 6 LNICEBRASO1 REKEIT B LD
R, BEMICDWTHEET B,

737% : Cochrane Neonatal DIREER/MRZREERZ ALV T, 2020 9 A 25 HETOHAIEICH T
MEDLINE (OVID) . CENTRAL(CRS)DEFT —INR—RZRER Uz, ISRF—S>F Mz, 70X
F—)\—5BR. FI(FHE RCT (FHHRE LI Tz,

BERCH U THER 6 LAICEEXFT0O1 R&5Z1T/2 D2 RCT 23R E LTz,

Cochrane O EMRICEDNWT/I\A 7 ADYRDZFHEL. FET. CLD. FET_F/z(d CLD. REXREL. A
PR DERRER)R. REAMRBRFHN TR ZMHITUIZ. GRADE B#EZAWNWTE 7D MADIEST > XDE%=
FHE L7z,
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fER 4395 AEET 32 AD RCT MR ERDTZ, CLD (CEAUL TR/ A PRICLDT. TEF>X
DE(FFEE L LN EVITNESWLEHIBTUTZ.

RTICEAUTEEBERT0O1 ROMRZRDIERM DTz (N=31, 486/2194 vs. 506/2179, RR 0.95,
[95%CI 0.85-1.06]; high-certainty evidence), HDC (CPRE T D T =B ETz (N=11,
127/707 vs. 163/726, RR 0.80, [95%CI 0.65-0.99]; high quality evidence).

CLD (FZ£BXR70O-1 R#F5THA Uz (N=26, 513/2090 vs. 640/2077, RR 0.80, [95%CI 0.73-
0.88]; moderate-certainty evidence). DEX T(XEHRDIER TH>7=H (N=17, 270/1410 vs.
372/1381, RR 0.72, [95%CI 0.63-0.82]; high-certainty evidence). HDC T(& CLD ZiRA = =H1eh
D7Z(N=9, 243/680 vs. 268/696, RR 0.92, [95%CI 0.81-1.06]; high-certainty evidence).
FTFZ(E CLD (FEBRFO1 RES5TRA Uz (N=26, 950/2090 vs. 1068/2077, RR 0.89,
[95%CI 0.83-0.94]; high-certainty evidence). DEX. HDC TRIRDIEWIFRDIAMN DIz,
SHILEZFLIEEB RO RS TIEMULZ (N=16, 109/1513 vs. 59/1527, RR 1.84, [95%CI 1.36-
2.49]; high-certainty evidence), DEX. HDC THIERDEWIFRHAN DT,

CP (ZXRF0O- RDODEBIHS(CLDIEIMUE (N=13,111/992 vs. 73/981, RR 1.43, [95%CI 1.07-
1.92]; high-certainty evidence)., DEX T(IXEHRDIERTH DM (N=7, 76/472 vs. 40/449, RR
1.77, [95%CI 1.21-2.58]; high-certainty evidence). HDC Tld CP ZiEN=ERM o7z (N=6,
35/520 vs. 33/532, RR 1.05, [95%CI 0.66-1.66]; high-certainty evidence),

FETFRZ(F CP (FRFOA ROEBHES (CLDREZRDIENDTZ(N=13, 346/992 vs. 329/981, RR
1.03, [95%CI 0.91-1.16]; high-certainty evidence). HDC TIXREDIERTH =M (N=6,
133/520 vs. 157/532, RR 0.86, [95%CI 0.71-1.05]; high-certainty evidence). DEX TIFFETETT
(& CP &iEINIEEZ (N=7, 213/472 vs. 172/449, RR 1.18, [95%CI 1.01-1.37]; high-certainty

evidence),

fitism : Biin 6 LROHAERRICEBRSTOA beH59 D& CLD. FETFZ(EF CLD TR =ED
. EEEZFL. CP. FETFZ(F CP ZiENM=ESD. DEX (FHDC KDEBRHEEEEUHERA LT
(CBIL T HDC D5 THA 9 D0 DEX [CEERDFNR(F5RHIR. FLIBHAC(ZFHIA TERVK SIS
KIEEEDFNZ (FCH & UTERIIFENIEE CTHD. FHICHDCZHR L E L. RIFERZ T EHIIEE
EURBHE£BXR0O4 RMES(CET D RCT DEBEHNEFND.
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BIf7MD SR D AMSTR sHEFERDFE & &b

1| PICO mEZ%= Yes
2 | FEDIAR Partial Yes
3| EIREAE Yes
4 | HEFERI S IMRZR Partial Yes
5 | FAZER Yes
6 | T —5Ht Yes
7 | BRIMAZE Yes
8 | IR DFF DR Partial Yes
9 | CCTOAFD) A 7 RYU XD RCT Partial Yes
10 | BRIR Yes
11 | X90hFE RCT Yes
12 | XD \A 77 XY X5 Yes
13 | #&RER) A T RYURDZERR Yes
14 | E8™% Yes
15 | AR/ (A 7R Yes
16 | FIZER Yes

AMSTAR 2 TFERIEH 7 IEHZZ6HZETCICEWLT [Nol DfER[ERM DT,

BE7dD SR D PICOT

Population:
BUEMEBEDOIVRIVDHDIHRER

Intervention:
HAER66BLURDEERATOA Fik5E,

Comparators:
TS5+t or EARE

Outcomes:

FEIVOMIA

- 8T (Hiin 28, 121E 36 8. By, BEiT)
- CLD (H#n 28, 121 36 1B, A£FRICHITDIELE 3618)
- BETC &F/z(& CLD (Hin 28, {E1E 3638)

Page 8 of 39
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- REAF (RAOMEE. HEE MME, FTEMERERE)

8IR77D b AL

- IREKREL (BB 3. 7. 14, 28)

- HDC. DEX DL XF+1 -85

- EEBRFEORE

- NICU ABcFROEMHIE (&, SIME. BlE. by, EBIRERFE. EEMKERLMM,
MERIFRBERICAE. RIERGA. HIEERI. BEEZFFL. BERATHRIE)

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

S MELEBEHER (DS RY -S> AMEER. I0O0XA—/)V—ER. /(3 RCT (FFR<)

B (IREEDH .

I

XEMRZRAAR] - RRE
MEHRT—4~R—X : MEDLINE (OVID) . CENTRAL
®R¥H : 20209 H 25 H

BEFD SR DFER

S[EldD EvUp sheet T, A& SR DFERD S B7EM 32 BRES U < (MBELEAREIRZXIRE UITHAFR(C
PBRE LU ETEZITV. FEHTHRRZRTI D

SEID Update :ENiAXICBALT
Update D7z D X iktRZE

1. exp Adrenal Cortex Hormone / 2. exp Steroids / 3. exp Glucocorticoids / 4. (adrenal cortex
hormone* or DEXamethasone or betamethasone or hydrocortisone or steroid or
corticosteroid* or prednisolone or methylprednisolone or glucocorticoid*).mp.
5.1or2or3o0r4

6. exp infant, newborn/ 7. (newborn* or new born or new borns or newly born or baby* or
babies or premature or prematurity or pre term or low birth weight or low birthweight

or VLBW or LBW or infant or infant or infant’s or infantile or infancy or neonat*).ti,ab.
8.6o0r7

9. randomized controlled trial.pt. / 10.controlled clinical trial.pt. / 11.randomized.ab.
12.placebo.ab. / 13.drug therapy.fs. / 14.randomly.ab. / 15.trial.ab. / 16.groups.ab.
17.0r/9-16 / 18.exp animals/not humans.sh.

19.17 not 18 / 20.8 and 19
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21.randomi?ed.ti,ab. / 22.randomly.ti,ab. / 23.trial.ti,ab. / 24.groups.ti,ab. / 25.((single or

double* or tripl* or terb*) and (blind* or mask*)).ti,ab. / 26.placebo*.ti,ab.

27.0r/21-26 / 28.7 and 27

29.Limit 28 to yr="2021-current”
30.20 or 29 / 31.5and 30
32.limit 31 to yr="2020-current

BRRT—HINR—2R
OVID - MEDLINE

R - R%H

2020698 1H-2022¢9H 17 H

Xy SRam S RAF
_L52 PICOT 88

XA U—=>0 D

RENEY MR

1RRDO)—Z=T%R
2RRADV)—Z—>J%ER

11701 %
1 6 im

=7 Eo AN

2RAOYU—_2TTHIMNUIER

s BRIMER
Allison 2020 % CQ THEULLT I bAAICET BEdN AN D 2Tz,
HRAFRDOT L

FARARATII SR IR D TEARFR(FIR L
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BIfFD SR DFER LENRX DIERDRES

Doyle 2021 DMFFARD S E. 1EIGEL - HERE(CE U CREZBI SN DIz 12 Xzl Uiz
THEREZME LIz, Doyle 2021 LEARICRFT O RDFEE (DEX / HDC) THI DI —T#FiZiT/8D
1z

SEIDFFICE LT Doyle 2021 K DRI SR

) BRoMER
Baden 1972 7ERR 32 BB £, H44KE 1,500 U EDRZEZSA TR
Halac 1990 1£h6 32 B £, BAHAE 1,500 L EDBZEATULDZ8
Lin 1999 HAERE 1,500 U EDBZSATUVNDIESD
Mukhopadhavay 1998 | 7£fa 32 B k. HAEAKE 1,500 U EDRBZSA TSI
Romagnoli 1999 TERR 32 B £, HAEKRE 1,500 L EDRESATUVNDIED
Shinwell 1996 HAERE 1,500 L EDBZSA TSI
Suske 1996 e 32 BU EDRZEATWDIZS
Tapia 1998 HAERE 1,500 L EDBZSATVNDIESD
Vento 2004 1ERR 32BN E. HAERE 1,500 L EDRESATWLNDED
Wang 1996 HAEARE 1,500 UL EDRZSEATVNDIZSD
Yeh 1990 HA{KE 1,500 U EDRZEATWNDIZSD
Yeh 1997 HAERE 1,500 L EDBZSATVNDIZSD
Doyle 2021
RCT 32tH5%
ERE32EL EE U < (AR E 150098 &
> ZXRE USRS
12855
DEX HDC

1158 OfiZT
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Page 12 of 39

5% ID tyFa>U MRE TREE 7TA /3> bO-)L I SO LBORER HERFEEH
(Author / year) WO
Anttila Multicenter RCT GA<32w, BW 500-1000g | 109 DEX 0.5mg/kg/day 2 HF ZET or CLD FETA° CLD [CBERRMRER 5n/a
/ 2005 in Finland MV, BEZRZEUIZR 53 /56 / TSt RR 0.86, 95%CI 0.57-1.31 moJz.
CLD AR DOEMIEICEIL CTEBRIRF
RR 0.77, 95%CI 0.39-1.53 Z(IRDT.
sIVH
RR 1.06, 95%CI 0.42-2.61
NEC
RR 1.06, 95%CI 0.42-2.61
HILEZFSL
RR 3.11, 95%CI 0.33-29.0
Baud Multicenter RCT GA 24-27w 523 HDC 1mg/kg/day 7 BHfE + LA HDC 58 C%ET or CLD ZHBRI(C
/ 2016 in France 255 /256 | 0.5mg/kg/day 3 B4 RR 0.75, 95%CI 0.54-1.04 ETSELHREENERCBERER

/ TSR

FET or CLD

RR 0.82, 95%CI 0.67-0.99
CLD

RR 0.82, 95%CI 0.60-1.12
CcP

RR 1.25, 95%CI 0.55-2.85
sIVH

RR 1.07, 95%CI 0.65-1.77
NEC

RR 1.51, 95%CI 0.72-3.16
HILEZFSL

RR 1.27, 95%CI 0.57-2.80

sEIEMoIE.




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

Page 13 of 39

Biswas Multicenter RCT GA<30w. 253 HDC 1mg/kg/day 5 Bf& LA FETA° CLD [CBERRMRER 5n/a
/ 2003 in England 125/ 128 | +0.5mg/kg/day 2 B RR 0.94, 95% CI 0.57-1.57 mhoJz.
/ T5tR ZET or CLD
RR 1.06, 95%CI 0.87-1.30
CLD
RR 1.08, 95%CI 0.82-1.41
sIVH
RR 0.81, 95%CI 0.43-1.52
NEC
RR 1.09, 95%CI 0.56-2.11
Bonsante Multicenter RCT GA 24-30w or BW<1250g | 50 HDC 1mg/kg/day 9 BHF T HDC $#%58$ T3ET- or CLD Z=HBRIC
/ 2007 in Italy MV EET B8 25 /25 +0.5mg/kg/day 3 RS RR 0.40, 95%CI 0.14-1.11 ‘BTtz
/ T5tm BET or CLD
RR 0.53, 95%CI 0.29-0.95
CLD
RR 0.75, 95%CI 0.30-1.85
CcP
RR 1.00, 95%CI 0.15-6.55
sIVH
RR 0.50, 95%CI 0.05-5.17
NEC
RR 0.50, 95%CI 0.05-5.17
HILEZRSL
RR 2.00, 95%CI 0.19-20.7
Efird Single center RCT | GA24-28w,BW 500-1000g | 34 HDC 2 mg/kg/day 2 BFE LA FET-/CLD (CBRIBMRIFES N
/ 2005 in USA 16 /18 +0.6mg/kg/day 3 HFH RR 0.75, 95%CI 0.14-3.94 DJZ.NEC, SIVH HLEF/REICE

/ TSR

BT or CLD

BERRE LRI .
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RR 1.13, 95%CI 0.69-1.85
CLD
RR 1.27, 95%CI 0.65-2.48
sIVH

RR 0.45, 95%CI 0.10-2.01
NEC

RR 1.13, 95%CI 0.18-7.09
BIEEZFAL

RR 3.35, 95%CI 0.15-76.9

Garland
/ 1999

Multicenter RCT
in USA

BW 500-1500g

241
118 /123

DEX 0.8mg/kg/day +
0.4mg/kg/day +
0.15mg/kg/day

/ TR

T

RR 0.79, 95%CI 0.46-1.36
FET or CLD

RR 0.70, 95%CI 0.50-0.99
CLD

RR 0.62, 95%CI 0.35-1.09
sIVH

RR 0.68, 95%CI 0.39-1.19
NEC

RR 0.78, 95%CI 0.28-1.19
HILEZAL

RR 1.79, 95%CI 0.73-4.38

DEX % 5E£ T3 T or CLD ZHEIC
BT B tEFLIIBERTER
WHMEIMERI CTh o 2.

Hochwald

/ 2014

Single center RCT

in Canada

GA=30w BW=1250g

22
11/11

HDC 48 BT 7mg/kg
(2mg/kg + 1mg/kg 3@ +
0.5mg/kg 4 [al)

/ T5tR

T

RR 0.11, 95%CI 0.01-1.85
ZET or CLD

RR 0.44, 95%CI 0.19-1.02
CLD

RR 0.57, 95%CI 0.23-1.41

FET/CLD [CERIBREIESNLN
DJZ.NEC, sIVH RE(CEERIRFE
(FEBHT".
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Kopelman Multicenter RCT GA<28w MV EZELER 70 DEX 0.2mg/kg/dose 1 [g] BT BET-/CLD (CEERMRERE S
/ 1999 in USA 33 /37 /] Tt RR 1.78, 95%CI 0.68-4.68 DIz IVH PEESRICOVWTEAER
ZET or CLD REZEIRDT .
RR 1.67, 95%CI 0.82-3.43
CLD
RR 1.07, 95%CI 0.36-2.18
Lauterbach Single center RCT | BW<1251g 70 DEX 0.5mg/kg/day 3 HF# ZET or CLD FET-/CLD ([CBERMREESNH
/ 2006 in Poland MERERzEZEURLR 33/ 37 /] TSt RR 0.85, 95%CI 0.62-1.16 oz,
CLD
RR 0.76, 95%CI 0.45-1.28
Ng Single center RCT | GA<32w BW<1500g 48 HDC 3 mg/kg/day 5 BF& LA FET-/ CLD ([CERIRMRER 5/
/ 2006 in China RINEDR 24 24 / Tt RR 1.33, 95%CI 0.33-5.33 Mol ZOMEHECDOVTHER
ZET or CLD IREFE(FERDHT .
RR 1.18, 95%CI 0.67-2.09
CLD
RR 1.13, 95%CI 0.52-2.42
sIVH
RR 0.60, 95%CI 0.16-2.23
NEC
RR 0.67, 95%CI 0.12-3.64
SHILEZRSL
RR 0.50, 95%CI 0.05-5.15
Peltoniemi Multicenter RCT GA 23-30w 51 HDC 2mg/kg/day 2 BfE + T FET/CLD [CHEERRMRER Shah
/ 2005 in Finland BW 501-1250g 25/ 26 1.5mg/kg/day 2 BHFfE + RR 0.69, 95%CI 0.13, 3.81 DI SBMEEZEILIE HDC 5 TER

0.75mg/kg/day 6 EHF
/ Tt

BT or CLD
RR 0.78, 95%CI 0.40-1.52
CLD

(CHEmurz.
CP DEIGEmEF CTEREMLL.
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RR 0.66, 95%CI 0.31-1.43
Cp

RR 5.19, 95%CI 0.26-103.07

sIVH

RR 1.10, 95%CI 0.06-18.6
NEC

RR 2.17, 95%CI 0.19-25.6

SHILEZSL
RR 2.17, 95%CI 0.19-25.6
Rastogi Singlecenter RCT | BW 700-1500g 30 DEX 0.5mg/kg/day 3 Hf# + T FET-/CLD (CBERREIESNM,
/ 1996 in USA RDS Z LW MV ZEUIZIR 13/17 0.3mg/kg/day 3 BRI + RR 1.89, 95%CI 0.37-9.65 oJz.
0.2mg/kg/day 3 BRI + FET or CLD
0.1mg/kg/day 3 HFH RR 0.47, 95%CI 0.16-1.43
/ TSR CLD
RR 0.07, 95%CI 0.00-1.24
Romagnoli Single center RCT | GA<33w BW<1251g 50 DEX 0.5mg/kg/day 3 HfE + | 3ETC DEX #%5T%E1- or CLD, CLD " ER
/ 1999 in Italy 25 /25 0.25mg/kg/day 3 HfE + RR 0.67, 95%CI 0.12-3.65 (SR UTE.CP IR EDRIANIRRZE(C
0.125mg/kg/day 1 BfE BET or CLD U TCTEEREDIERDT.
/ Tt RR 0.26, 95%CI 0.12-0.59
CLD
RR 0.18, 95%CI 0.06-0.53
CcP
RR 0.67, 95%CI 0.12-3.65
Sanders Single center RCT | GA<30w 40 DEX 0.5mg/kg/dose 12 B T FET-/CLD ([CBERMREESNH
/ 1994 in USA RDS Z#WLWMV ZEUIEIR 19/ 21 B RR 0.32, 95%CI 0.07-1.34 DJz.CP IR EDRHANAFE(C DT

2\ / TSR

FET= or CLD
RR 0.55, 95%CI 0.26-1.18

CEEREDERDHT.
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CLD

RR 0.55, 95%CI 0.20-1.54
CpP

RR 3.32, 95%CI 0.38-29.23

Sinkin
/ 2000

Multicenter RCT
in USA

GA<30w
RDS Z LW MV ZE LR

348
189 /195

DEX 0.5mg/kg/dose 12 B
B/
2@/ TStk

BT

RR 1.25, 95%CI 0.83-1.89
FET or CLD

RR 1.01, 95%CI 0.79-1.28
CLD

RR 0.82, 95%CI 0.56-1.19
CcP

RR 3.38, 95%CI 0.40-28.42
sIVH

RR 1.08, 95%CI 0.62-1.90
NEC

RR 1.27, 95%CI 0.63-2.57
HILEZFL

RR 1.55, 95%CI 0.26-9.16

FET-/CLD [CAELRMRERESNEN
D71Z.CPREDRIANIRFZE(C DT
EBEERBDIFRHT .

Soll
/ 1999

Multicenter RCT
in USA

BW 501-1000g
MV ZE TR

542
273/ 269

DEX 0.5mg/kg/day 3 BRI +
0.25mg/kg/day 3 HRE +
0.1mg/kg/day 3 BRI +
0.05mg/kg/day 3 BF

/ TZtR

T

RR 1.21, 95%CI 0.90-1.61
FET or CLD

RR 0.93, 95%CI 0.79-1.09
CLD
RR 0.72, 95%CI 0.55-0.96
sIVH

RR 0.75, 95%CI 0.51-1.11
NEC

DEX 58T CLD iR U
7=.DEX 58 Ciafa B 9 D= MME
MBI UTZN, T DMDEHIEICER

ANz {E et or
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RR 0.95, 95%CI 0.55-1.61

HILEZRSL
RR 1.53, 95%CI 0.89-2.61
Stark Multicenter RCT BW 501-1000g 220 DEX 0.15mg/kg/day 3 BRI + | 3ETC FET/CLD [CHEERRMRER shah
/ 2001 in USA MV ZZUTZE 111/ 109 | tapering(10 BfEIT&t RR 0.81, 95%CI 0.50-1.31 D Jz.DEX # 58 CTHILEZFFLAMEND
0.89mg/kg) 5ET- or CLD LTz
/ Tt RR 0.92, 95%CI 0.76-1.11 CPIREDRIANIZFE(IC DV TER
CLD BIREDERHT.
RR 0.94, 95%CI 0.70-1.27
CP
RR 0.90, 95%CI 0.42-1.95
sIVH
RR 0.7, 95%CI 0.4-1.2
NEC
RR 1.4, 95%CI 0.6-3.0
SHILEZRSL
RR 1.8, 95%CI 0.8-4.2
Subhedar Single center RCT | GA<32w 42 DEX 1.0mg/kg/day 3 B + TET FET-/CLD (CBRGMRIFES NG,
/ 1997 in England MV ZZUIIR 21 /21 0.5mg/kg/day 3 HFE RR 1.13, 95%CI 0.54-2.35 .

/ TSR

FET or CLD

RR 0.95, 95%CI 0.84-1.09
CLD

RR 0.85, 95%CI 0.50-1.43
CcP

RR 0.20, 95%CI 0.01-3.93
NEC

RR 2.00, 95%CI 0.20-20.41

CPIREDRIMIIFE(CDVTER
BIREDERHT.
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Vento Single center RCT | GA<33w BW<1251g 20 DEX 0.5mg/kg/day 3 HRE + WERERRICAAWEEKXRTD AL | EEHAIER (CRT d5csk/aL.sIVH
/ 2004 in Italy MV, BEREZEUIZR 10/ 10 0.25mg/kg/day 3 B + DEHEHIE L. (CHERFZEFRDT.
0.1mg/kg/day 1 B
/ EAE
Watterberg Multicenter RCT BW 500-999¢g 40 HDC 1mg/kg/day 9 B + BT FET-/CLD ([CBERMREESNH
/ 1999 in USA MV ZZEUZR 20/ 20 0.5mg/kg/day 3 HH RR 1.00, 95%CI 0.23-4.37 oJz.
/ TSR ZET or CLD CP /R EDRAAMIFEZE(CDNTER
RR 0.62, 95%CI 0.33-1.15 BREDFZRDT.
CLD
RR 0.50, 95%CI 0.21-1.20
CpP
RR 0.50, 95%CI 0.05-4.86
sIVH
RR 2.00, 95%CI 0.20-20.33
NEC
RR 1.00, 95%CI 0.16-6.42
HILEZFL
RR 1.00, 95%CI 0.07-14.9
Watterberg Multicenter RCT BW 500-999¢g 360 HDC 1mg/kg/day 12 B + BT FET-/CLD ([CBERMREESNZN
/ 2004 in USA MV ZZEUTZR 180/ 180 | 0.5mg/kg/day 3 HF RR 0.97, 95%CI 0.62-1.52 oJz.

/ T5tR

FET or CLD

RR 0.98, 95%CI 0.84-1.14
CLD

RR 0.98, 95%CI 0.80-1.21
CpP

RR 0.89, 95%CI 0.47-1.69
sIVH

HDC & 58 CHILBEZANER(CIE
murz.
CPIREDRIINIZIFZE(CDVTER
BREDFZRDT.
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RR 1.14, 95%CI 0.72-1.79
NEC

RR 0.50, 95%CI 0.21-1.21
HEEZFAL

RR 4.25, 95%CI 1.46-12.38

RCT: Randomized controlled trial, GA: Gestational age, BW: Birth weight, MV: Mechanical ventilation, DEX: Dexamethasone, BPD:
Bronchopulmonary dysplasia, RR: Relative risk, CI: Confidence interval, RDS: Respiratory distress syndrome, HDC: Hydrocortisone, CP:

Cerebral palsy, sIVH: severe intraventricular hemorrhage, NEC: Necrotizing enterocolitis.
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BROFT LD

JALZARTOY b £BX50O1 RS vs. TS5t

* Review Manager 5.4 Mz {#EH U TIYERK

T

steroid Control
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% ClI

Risk Ratio

Risk Ratio

M-H, Fixed, 95% CI

3.1.1 Control vs Dexamethasone

Garland 1989 18 118 25
Kopelman 1998 10 37 5
Rastogl 1996 4 36 2
Sanders 1994 2 19 7
Sinkin 2000 40 189 33
Soll 1989 76 273 62
Stark 2001 23 111 28
Subhedar 1997 8 21 B
Subtotal (95% CI) 804

Total events 183 170

123 7.7%
33 17X
34 0.6%
21 2.1%

195 10.2%

260 19.6X%

109 B.9%
21 2.5%

805 53.3%

Heterogeneity: ChF = B.00, df = 7 (P = 0.33); P = 13%

Test for overall effect: Z = 0.79 (P = 0.43)

3.1.2 Control vs Hydrocortisone

Bawd 2016 48 255 67
Blswas 2003 23 125 25
Bonsate 2007 4 25 10
Efird 2005 z 18 3
Hochwakl2014 0 11

Ng 2006 4 24 3
Peltonkeml 2005 2 25 3
Watterberg 1999 3 20 3
Watterberg 2004 31 180 32
Subtotal (95% CI) 681

Total events 117 150

266 20.6%
128 7.8%
25 3.1
18 0.9%
11 1.4%
24 0.9%
26 0.9%
20 0.9%
180 10.1%
698 46.7%

Heterogenetty: ChP = 5.58, df = 8 (P = 0.69); F = 0%

Test for overall effect Z = 2.01 (P = 0.04)

Total (95% CI) 1485
Total events 300 320

1503 100.0%

Heterogenelty: ChP = 17.47, df = 16 (P = 0.36); P = BX

Test for overall effect: Z = 0.75 (P = 0.45)

0.79 [0.46, 1.36]
1.78 [0.68, 4.68]
1.89 [0.37, 9.85]
0.32 [0.07, 1.34]
5 [0.83, 1.89]
1 [0.90, 1.61]
1[0.50, 1.31]
3 [0.54, 2.35]

8 [0.90, 1.29]

1.2
1.2
0.8
1.1

1.0

0.75 [0.54, 1.04]
0.94 [0.57, 1.57]
0.40 [0.14, 1.11]
0.75 [0.14, 3.94]

—_—

y

L

0.11 [0.01, 1.85] +
1.33 [0.33, 5.33]
0.69 [0.13, 3.81]
1.00 [0.23, 4.37]
0.97 [0.62, 1.52]
0.80 [0.64, 0.99]

0.95 [0.82, 1.09]

L 3|

Test for subgroup differences: ChE = 4,16, df = 1 (P = (.04}, F = 76.0%

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

0.1 1

Favours[Steroid] Favours [control]

Risk Ratio
M-H, Fixed, 95% CI

FET or CLD
steroid Control

321C lvs D h

Antilla 2005 22 53 27
Garland 1999 35 118 52
Kopelman 1999 15 37 B
Lavterbach 2006 28 50 33
Rastogl 1956 4 36 B
Sanders 1994 ] 19 12
Sinkin 2000 78 189 B0
Soll 1999 135 272 143
Stark 2001 70 111 75
Subhedar 1997 20 21 21
Subtotal (95% CI) 906

Total events 413 458

Heterogenelty: Chi = 9.61, df = 8 (P = 0.38);

Test for overall effect: Z = 2.19 (P = 0.03}

3.22C I vs Hydro“n i

Bawd 2016 102 255 130
Biswas 2003 78 125 75
Bonsate 2007 ] 25 17
Efird 2005 11 18 11
Hochwaki2014 4 11 9
Ng 2006 13 24 11
Peltonlkeml 2005 ] 25 12
Watterberg 1999 B 20 13
Watterberg 2004 116 179 118
Subtotal (95% CI) 680

Total events 350

56 3.1%
123 &.0%
33 1.0x%
50 3.9%
34 1.0%
21 1.3%
195 93X
267 17.0%
109 B.9%
21 2.5%
909 53.9%
P =X
266 15.0%
128 B.7%
25 2.0%
18 1.2%
11 1.1
24 1.3%
26 14X
20 1.5%
176 13.9%
696 46.1%

396
Heterogenehy: ChP = 13.91, df = B (P = 0.08); F = 43X

Test for overall effect: Z = 2.09 (P = 0.04)

Total (95% CI) 1586
Total events 763 855

1605 100.0%

Heterogenelty: ChE = 23.53, df = 18 (P = 0.17); F = 23X

Test for overall effect: Z = 3.02 (P = 0.003)

l0 57,1.31]

0.86
0.70

1.67

0.85 [0.62, 1.16]
0.47 [0.16, 1.43]
0.55 [0.26, 1.18]
1.01 [0.79, 1.28]
0.93 [0.79, 1.08]
0.92 [0.76, 1.11]
0.95 [0.84, 1.09]
0.90 [0.82, 0.99]

[0.33, 1.15]
[0.84, 1.14]
0.90 [0.82, 0.99]

8
.78 [0.40 1. 52]
62
.98

0.90 [0.84, 0.96]

Test for subgroup differences: ChE = 0.00, df = 1 (P = 0.99}, F = 0X

-.;.ll b ot

-

001 01 ] 1
Favours [Steroid] Favours [control]
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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
3.3.1 Control vs Dexamethasone
Antllla 2005 11 53 15 56 2.7%  0.77 [0.39, 1.53] g
Garland 1998 16§ 118 27 123 49X 0.62[0.35, 1.09] ]
Kopelman 1999 & 37 5 33 1.0%  1.07 [0.36, 3.18] —
Lauterbach 2006 1§ 50 21 50 3.9% 0.76 [0.45, 1.28] m—=
Rastogl 1996 0 36 & 34 1.2% 0.07 [0.00, 1.24] +
Sanders 1994 4 19 B 21 1.4%  0.55 [0.20, 1.54] =
Sinkin 2000 38 189 48 195 B.7% 0.82[0.56, 1.19] B i
Soll 1989 62 272 B4 267 15.7% 0.72[0.55, 0.96] -
Stark 2001 47 111 49 109 9.1X 0.94 [0.70, 1.27] -
Subhedar 1987 11 21 13 21 2.4%  0.85 [0.50, 1.43] —
Subtotal (95% CI) 906 909 51.0%  0.77 [0.66, 0.89] ¢
Total events 211 276
Heterogenehy: ChP = 6.16, df = 9 (P = 0.72); F = 0X
Test for overall effect: Z = 3.47 (P = 0.0005)
3.3.2 Control vs Hydrocortisone
Baud 2016 55 255 70 266 12.7% 0.82[0.60, 1.12] i
Biswas 2003 58 125 55 128 10.2X% 1.08 [0.82, 1.41] -+
Bonsate 2007 6 25 25 1.5% 0.75 [0.30, 1.85] —T
Efird 2005 9 16 B 18 1.4% 1.27 [0.65, 2.48] e R
Hochwaki2014 4 11 7 11 1.3%  0.57 [0.23, 1.41] —_—
Ng 2006 ] 24 B 24 1.5% 1.13 [0.52, 2.42] ——
Peltonieml 2005 7 25 11 26 2.0% 0.66[0.31, 1.43] ——
Watterberg 1999 5 20 10 20 1.8% 0.50[0.21, 1.20] —
Watterberg 2004 B9 178 80 178 16.7% 0.98 [0.80, 1.21] -+
Subtotal (95% CI) 680 696 49.0%  0.92 [0.81, 1.06] !
Total events 243 268
Heterogenelty: Che = 7.19, df = B (P = 0.52); F = 0%
Test for overall effect: Z = 1.15 (P = 0.25)
Total (95% CI) 1586 1605 100.0%  0.84 [0.76, 0.93] +
Total events 454 544
Heterogenehy: Ch* = 16.54, df = 18 (P = 0.56); F = 0X b1 : 1 % 100
Test for overall effect: Z = 3.32 (P = 0.0009) :
Test for subgroup differences: Chit = 3.32, dF = 1 (P = 0.07), # = 69.9% Fous TRl o Bone
CP

steroid Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Rand 95% CI M-H, Random, 95% ClI
3.4.1 Control vs Dexamethasone
Sanders 1994 3 18 1 21 3.1 3.32 0.38, 29.23] —
Sinkin 2000 4 32 1 27 3.3 3.38 [0.40, 28.42] —
Stark 2001 11 111 12 108 24.8% 0.90 [0.42, 1.95] B
Subhedar 1997 0 2 21 1% 0.20 [0.01, 3.93]
Subtotal (95% CI) 183 178 32.9% 1.17 [0.49, 2.81] i
Total events 18 16
Heterogenehty: Tau® = 0.16; Ch = 3,57, df = 3 (P = 0.31); F = 16X
Test for overall effect: Z = 0.35 (P = 0.73}
3.4.2 Control vs Hydrocortisone
Baud 2016 12 255 10 266 22.1% 1.25 [0.55, 2.85] S
Bonsate 2007 2 25 2 25 4.2% 1.00 [0.15, 6.55] [ r—
Peltoniem! 2005 2 25 0 26 1.7% 5.19[0.26, 103.07]
Wartterberg 1989 1 13 2 13 2.0% 0.50 [0.05, 4.86]
Watterberg 2004 16 180 18 180 36.2% 0.89 [0.47, 1.69] —:
Subtotal (95% CI) 498 510 67.1% 1.02 [0.64, 1.64]
Total events 33 3z
Heterogenehy: Taw* = 0.00; Ch¥ = 1.94, df = 4 (P = 0.75); P = 0X
Test for overall effect Z = 0.09 (P = 0.93)
Total (95% CI) 681 688 100.0% 1.04 [0.71, 1.53]
Total events 51 48 T
Heterogenehy: Taw* = 0.00; Ch¥ = 5.53, df = B (P = 0.70); ' = 0X b1 o1 1 10 100

Test for overall effect: Z = (.20 (P = 0.54)
Test for subgroup differences: Chi* = 0,07, df = 1 (P = 0.79), F = 0X

Favours [Steroid] Favours [control]
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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
3.5.1 Control vs Dexamethasone
Stark 2001 40 111 30 109 26.8% 1.31[0.88, 1.94] ™
Subhedar 1987 1 21 4 21 35%  0.25[0.03, 2.05] —
Subtotal (95% CI) 132 130 30.4% 1.19 [0.81, 1.74] -«
Total events 41 34
Heterogenelty: ChE = 2.34, df = 1 (P = 0.13); F = 57X
Test for overall effect: Z = 0.87 (P = 0.38)
3.5.2 Control vs Hydrocortisone
Baud 2016 14 255 21 266 1B.2X% 0.70 [0.36, 1.34] —
Bonsate 2007 4 25 3 25 2.7% 1.33[0.33,5.38] B R—
Warerberg 2004 49 180 55 180 4B8.7% 0.89 [0.64, 1.23]
Subtotal (95% CI) 460 471 69.6%  0.86 [0.64, 1.14]
Total events &7 79
Heterogenehty: ChE = (.84, df = 2 (P = 0.66); F = 0%
Test for overall effect: Z = 1.06 (P = 0.29)
Total (95% CI) 592 601 100.0%  0.96 [0.76, 1.20]
Total events N 108 113 a
Heterogenehy: Chi* = 5.33, df = 4 (P = 0.26); F' = 25X bo1 o1 i i 100
Test for overall effect: Z = 0.36 (P = 0.70) Favours [steroid] Favours [control]
Test for subgroup differences: ChE = 1.78, df = 1 (P = .18}, ¥ = 43.9%
A Wi
BEMERTM
steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-=H, Fixed, 95% CI
3.6.1 Control vs Dexamethasone
Soll 1999 38 257 50 255 343X 0.75[0.51,1.11] i
Stark 2001 24 111 26 109 17.9% 0.91[0.56, 1.48] oy =
Subtotal (95% Cl) 368 364 523% 0.81 [0.60, 1.09] &
Total events 62 76
Heterogenetty: ChE = 0.34, df = 1 (P = 0.56); F = 0%
Test for overall effect: Z = 1.40 (P = 0.16)
3.6.2 Control vs Hydrocortisone
Baud 2016 38 255 37 266 248X 1.07 [0.70, 1.63] -
Bonsate 2007 1 25 2z 25 1.4% 0.50 [0.05, 5.17] —
Peloniemi 2005 4 25 3 26 20X 1.39[0.34,5.58] B I
Watterberg 2004 33 172 29 176 19.6% 1.16 [0.74, 1.83] -
Subtotal (95% CI) 477 493 47.7% 1.11 [0.82, 1.49]
Total events 76 71
Heterogenehty: ChE = 0.62, df = 3 (P = 0.89); F = 0%
Test for overall effect: Z = 0.67 (P = 0.50)
Total (95% CI) 845 857 100.0% 0.95 [0.77, 1.17]
Total events - 138 147 "
Heterogenelty: Chi* = 3.08, df = 5 (P = 0.69); I = 0X lbﬂl 0:1 1 1 100:
Test for overall effect: Z = 0.48 (P = 0.63) ’ ;
Test for subgroup differences: ChE = 2,14, df = 1 (P = 0.14}, F = 53.3% Favours (Sterold]  Favours [controf
N 4 =t oo
STHIEBEZL
steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 95% CI
3.11.1 Control vs Dexamethasone
Antilla 2005 3 53 1 56 16X 3.17[0.34, 28.53] —
Garland 1999 10 118 7 123 116X  1.49[0.59, 3.78] ] o
Kopelman 1999 3 37 0 33 0.9% 6.26[0.34, 116.92]
Rastogl 1996 0 38 0 34 Not estimable
Sinkin 2000 3 188 2 195 3.3%  1.55 [0.26, 5.16] —
Soll 1998 31 273 20 269 340X 1.53 [0.89, 2.61] ™
Stark 2001 15 111 B 109 13.6X% 1.54[0.81,4.17] -1
Subhedar 1997 2 21 1 21 1.7% 2.00[0.20, 20.41] —
Subtotal (95% CI) 838 840 66.7% 1.70 [1.17, 2.48] <
Total events &7 39
Heterogenehty: ChE = 1.36, df = & (P = 0.97); F = 0X
Test for overall effect: Z = 2.76 (P = 0.006)
3.11.2 Control vs Hydrocortisone
Bawd 2016 13 255 11 266 18.2%  1.23 [0.56, 2.70] -1
Bonsate 2007 F 11 1 25 17% 2.00[0.18, 20.67] E—
Efird 2005 1 18 0 18 0.8% 3.35[0.15, 76.93]
Ng 2006 1 24 2 24 34X 0.50[0.05,5.15] —
Pelonieml 2005 4 25 0 26 0.8% 9.35[0.53, 165.12] +
Watterberg 1999 1 20 1 20 1.7%  1.00 [0.07, 14.90]
Warterberg 2004 17 180 4 180 &.7% 4.25[1.46, 12.38]
Subtotal (95% CI) 545 559 33.3% 2.05 [1.21, 3.47] -
Total events 38 19
Heterogenehty: ChP = 6.24, df = & (P = 0.40); F = 4%
Test for overall effect: Z = 2.67 (P = 0.007)
Total (95% CI) 1383 1399 100.0% 1.82 [1.34, 2.47] &
Total events 106 58
Heterogeneity: ChE = 7.67, df = 13 (P = 0.B6); F = OX IUOI t ; 100{

Test for overall effect: Z = 3.82 (P = 0.0001)

Test for subgroup differences: ChE = 0.32, df = 1 (P = .57}, F = 0N

X 1 10
Favours [Steroid] Favours [control]
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IRIEIERR R

steroid Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.12.1 Control vs Dexamethasone
Antilla 2005 B 53 B 56 6.1% 1.06 [0.43, 2.61] —_—
Garland 1989 6 118 B 123 &.2% 0.78 [0.28, 2.19] —
Kopelman 1999 5 37 3 33 2.5%  1.49[0.38, 5.75] — I T—
Rastogl 1996 2 36 2 34 1.6% 0.94 [0.14, 6.33] —
Sanders 1994 0 18 3 21 2.6% 0.16 [0.01, 2.86] +
Sinkin 2000 16 189 13 185 10.1% 1.27 [0.63, 2.57] R
Soll 1999 24 2173 25 269 19.9% 0.95 [0.55, 1.61] —
Stark 2001 14 111 10 109 B.OX  1.37 [0.64, 2.96] B
Subhedar 1997 2 21 1 21 0.BX 2.00 [0.20, 20.41] —_
Subtotal (95% CI) 857 861 57.8% 1.06 [0.78, 1.43] L 3
Total events 77 73
Heterogenelty: ChE = 3.41, df = B (P = 0.91); F = 0X
Test for overall effect: Z = 0.36 (P = 0.72)
3.12.2 Control vs Hydrocortisone
Bawd 2018 17 255 12 266 9.3% 1.46[0.72,3.03] =
Blswas 2003 16§ 125 15 128 11.7% 1.09 [0.56, 2.11] b o
Bonsate 2007 1 25 2 25 1.6% 0.50 [0.05, 5.17] —
Efird 2005 2 16 2 18 1.5% 1.13 [0.18, 7.09] ]
Hochwaki2014 1 11 3 11 24X 0.33[0.04, 2.73] —
Ng 2006 2 24 3 24 Z24%  0.67 [0.12, 3.64] —
Peltoniemi 2005 2 25 1 26 0.8B% 2.08[0.20, 21.52] e
Watterberg 1998 zZ 20 2 20 1.6% 1.00 [0.16, 6.42] EE—
Watterberg 2004 7 180 14 180 11.1%  0.50 [0.21, 1.21] T
Subtotal (95% CI) 681 698 42.2% 0.95 [0.66, 1.37] 2
Total events 50 54
Heterogenehy: ChE = 5.53, df = B (P = 0.70); F = OX
Test for overall effect: Z = 0.28 (P = 0.78)
Total (95% CI) 1538 1559 100.0% 1.01 [0.80, 1.28] L J
Total events 127 127
Heterogeneity: Ch* = 9.15, df = 17 (P = 0.94); F = 0X IbOl l.'l:l 1%0 1001'
Test for overall effect: Z = 0.10 (P = 0.92) N -
Test for subgroup differences: Ch = 0.20, df = 1 (P = 0.66), F = 0X Favours [Sterold] Favours [control

Pty =1 == A
BB LESHE

steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
3.7.1 Control vs Dexamethasone
Stark 2001 28 111 1B 109 454X 1.58 [0.94, 2.68] —
Subtotal (95% C1) 111 109 45.4% 1.58 [0.94, 2.68] .
Total events 28 18
Heterogeneity: Not applicable
Test for overall effect: Z = 1.71 (P = 0.08)
3.7.2 Control vs Hydrocortisone
Bonsate 2007 z2 25 2 25 5.0% 1.00 [0.15, 6.55]
Efird 2005 3 18 z 18 4.7% 1.69[0.32, B.85] R
Wartterberg 2004 24 180 18 180 44.9% 1.33[0.75, 2.37] t
Subtotal (95% Cl) 221 223 54.6% 1.33 [0.79, 2.25]
Total events 29 22
Heterogenetty: ChP = 0.17, df = 2 (P = 0.92); F = 0%
Test for overall effect: Z = 1.08 (P = 0.28)
Total (95% CI) 332 332 100.0% 1.45 [1.00, 2.09] L
Total events 58 40
Heterogenehty: ChP* = 0.37, df = 3 (P = 0.95); F = 0% Ih o1 0=1 1'3) 1003

Test for overall effect: Z = 1.95 (P = 0.05)

Test for subgroup differences: ChE = 0.21, df = 1 (P = 0.65}, F = 0X

Favours [Steroid] Fawvours [control]
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AR
(95% CI)

it
(95% CI)

Certainty

=EJid

17 RCT FEZTRN FEZITHRN FEZITIRN EUTIRN A 300/1485 | 320/1503 RR 0.95 RD -0.01 OO0 'K
(20.2%) (21.3%) (0.82to 1.09) | (-0.04 to 0.02) =
BET- - Control vs Dexamethasone
8 RCT SR TR SR TR TR TIRUN ST © AN 183/804 170/805 RR 1.08 RD 0.02 e9a0 BX
(22.8%) (21.1%) (0.90 to 1.29) | (-0.02 to 0.06) o
FETC - Control vs Hydrocortisone
9 RCT SR TR TR TR Z=Z © FEZITIRN U 117/681 150/698 RR 0.80 RD -0.04 e0a0 BX
(17.2%) (21.5%) (0.64 to 0.99) | (-0.08 to 0.00) o
BET- or CLD
19 RCT FEATHN TN TN EZITIRN U 763/1586 | 855/1605 ( RR 0.90 RD -0.05 OO0 sX
(48.1%) 53.3%) (0.84 to 0.97) (-0.08 to - =
0.02)

BET or CLD - Control vs Dexamethasone
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J\ATRD b et Certainty
IE—EM JEIEEE N i oA B €47 N
U2 (95% CI) (95% CI)
10 RCT ST TN TR TR TR TR TR TN AN 413/906 459/909 RR 0.90 RD -0.05 €9€i®® PN
(45.6%) (50.5%) (0.82 t0 0.99) | (-0.09 to 0.00) =
FET- or CLD - Control vs Hydrocortisone
9 RCT ST TN =) TR TR TR TN A 350/680 396/696 RR 0.90 RD -0.04 PO EPN
(51.5%) (56.9%) (0.82 to 0.99) | (-0.08 to 0.00) th
CLD
19 RCT ST TN TR TN TR TR TR TN AN 454/1586 | 544/1605 RR 0.85 RD -0.05 €9€i®® EpoN
(28.6%) (33.9%) (0.76 to 0.94) | (-0.08 to 0.02) =
CLD - Control vs Dexamethasone
10 RCT RATRY | RATROL | ORATRY | RATER) U 211/906 | 276/909 RR 0.77 RD -0.07 POOS £
(23.3%) (30.4%) (0.66 to 0.89) (-0.11 to - =
0.03)
CLD - Control vs Hydrocortisone
9 RCT EZTRN FEZITHRN LTI FEZITIRN A 243/680 268/696 RR 0.92 RD -0.03 OO0 sA
(35.7%) (38.5%) (0.81 to 1.06) | (-0.08 to 0.02) =

A1 iR TE
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SATRD A3 et Certainty | E=ME
IF—B EiEE N =i Zofth TSR
R (95% CI) (95% CI)
9 RCT FEZTIRN FEZITIRN LTI IEBITEH © 51/681 48/688 RR 1.06 RD 0.00 OO EZDN
(7.5%) (7.0%) (0.73 to 1.55) | (-0.02 to 0.03) iss
R IERRE - Control vs Dexamethasone
4 RCT FZITIRN FEZITIRN LTI IEB(TFEH) @ AN 18/183 16/178 RR 1.17 RD 0.01 1 100) BEX
(9.8%) (9.0%) (0.49 to 2.81) | (-0.05 to 0.07) iss
fXEA%#E - Control vs Hydrocortisone
5 RCT EATRL | ERTRL | ERTRL | IEECER 2L 33/498 32/510 RR 1.02 RD 0.00 00 PN
(6.6%) (6.3%) (0.64 to 1.64) | (-0.03 to 0.03) iss
HRFERE
5 RCT FEZTIRN FEZITIRN LTI 7 N 108/592 113/601 RR 0.96 RD -0.01 olo1010) EX
(18.2%) | (18.8%) (0.76 to 1.20) | (-0.05 to 0.03) B8
HHRFOE - Control vs Dexamethasone
2 RCT FZTIRN 7 AT IEE(TEH @ AN, 41/132 34/130 RR 0.80 RD 0.05 dOOO EZWN
(31.1%) | (26.2%) (0.18 t0 3.58) | (-0.06t0 0.16) | IFEI(CIE
THIRFGERE- Control vs Hydrocortisone
3 RCT FEATRL | EITRL | ERTRL EZ) P 2L 67/460 79/471 RR 0.86 RD -0.02 o000 E-pN
(14.6%) (16.8%) (0.65 to 1.15) | (-0.07 to 0.02) th
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AC O 0)) AR FiEpa] Certainty
IE—FE IEEIEME TAEHE TSR
X (95% CI) (95% CI)
Espndiey il
6 RCT FEZTIRN FEZITIRN LTI 7 AN, 138/845 147/857 RR 0.95 RD -0.01 1110 BEX
(16.3%) | (17.2%) | (0.77to 1.17) | (-0.04 to 0.03) o
EREMEMAHIM- Control vs Dexamethasone
2 RCT FEZTIRN FEZITIRN LTI % ° N, 62/368 76/364 RR 0.81 RD -0.04 1110 BEX
(16.8%) | (20.9%) | (0.60to 1.09) | (-0.10 to 0.02) e
EfEMRKZERHM- Control vs Hydrocortisone
4 RCT FZITIRN FEZITIRN LTI R © AN, 76/477 71/493 RR 1.11 RD -0.02 1110 BEX
(15.9%) | (14.4%) (0.82 to 1.49) | (-0.03 to 0.06) e
SEHLESHHE
4 RCT FZTIRN FEZITIRN LTI = @ AN, 58/332 40/332 RR 1.45 RD 0.05 o0 EX
(17.5%) | (12.0%) | (1.00t02.09) | (0.00to0 0.11) e
EREH{EEASHE- Control vs Dexamethasone
1 RCT FEZTIRN FEZITIRN LTI R © AN, 29/111 18/109 RR 1.58 RD 0.10 1110 BEX
(26.1%) (16.5%) | (0.94t02.68) | (-0.10 to 0.20) e

SEH{LESHHIE- Control vs Hydrocortisone
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AT D AR et Certainty | EEIE
IE—EM BEiEE N i oA B €47 N
=2 (95% CI) (95% CI)
3 RCT SEZI TR B TR SEATRL | ERCER 29/221 22/223 RR 1.33 RD 0.03 o®00 BA
(13.1%) (9.9%) (0.79 t0 2.25) | (-0.03 to 0.09) 1%
SHILEZETL
15 RCT ST TN TR TN TR TR TR TN A 108/1383 | 58/1399 RR 1.85 RD 0.03 €9€i®® EpoN
(7.8%) (4.1%) (1.36 to 2.51) | (0.02 to 0.05) =
SE{EEZEFL- Control vs Dexamethasone
8 RCT EATRWL | SBATRV | SEATROY | FRTRO N 67/838 39/840 RR 1.67 RD 0.03 P00 PN
(8.0%) (4.6%) (1.14 to 2.44) | (0.01 to 0.06) =
SHIEEZEFL- Control vs Hydrocortisone
7 RCT EATRWL | SBATRL | SRATROY | FRHTR N 39/545 19/559 RR 2.05 RD 0.04 P00 PN
(7.2%) (3.4%) (1.21to0 3.47) | (0.01 to 0.06) =
IR A
18 RCT BTN BTN SEZI TR SEZ) N 127/1538 | 127/1559 RR 1.01 RD 0.00 o000 N
(8.3%) (8.1%) (0.80 to 1.28) | (-0.02 to 0.02) &
EIEERZ A - Control vs Dexamethasone
9 RCT SEZ TR B TR SEATRWL | IERITER 2 N 77/857 73/861 RR 1.08 RD 0.00 o000 PN
(9.0%) (8.5%) (0.79 to 1.46) | (-0.02 to 0.03) 15
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JA T RD 1A% ) Certainty | EEIE
SEEE TFAEHE Zofth IStk
XD (95% CI) (95% CI)

1BIE 4R & - Control vs Hydrocortisone

10 RCT FATRO | ETRL | ETRL | ERICER® 2L 50/685 54/704 RR 0.96 RD 0.00 o®00 EbN
(7.3%) (7.7%) (0.66 to 1.40) | (-0.03 to 0.02) iss

RCT: randomized controlled trial; CI: confidence interval; RR: risk ratio; RD: risk difference.

sitEA

a. ISNEMXBNL L Bt - BEESSDOuRENERET DT,

b. 5% EHEXMENL S B - BRVWINOEEEEHDTDH.

C. 5% EHXBNL <, BE - BRUVINDEEMEHDTH.

d. I2 40% t

e. J> bO—ILEDANRY REENHERDZEF EREE L TLDIESH.
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- 2504 MRS THIELESHEZBIISE D,

- 20O MESTIHEMECHEFERE (CRHE (IERHRN O ZEDD. FEEMELS, Ban
%D

- HDC DS EF TR =BTz, EEUEDMREFETIRTDESVBELKICRESND EEZXS5ND.

- HDC (Z>00AF 25 F—CHEZEOHANIRTNIETH L EG L B8NS RO aJ NS B,

UTF(C EECOFZEEHT Do

mFFHABY > (DEX). /J\A ROJIFY > (HDC)DHEHE

B0 RES(CKBIETEADMRIFERDEMN > 2. BT JIL—-THDE=ERSD. HDC TDOHIET
ZiRA =8z (DEX N=8, 183/804 vs. 170/805, RR 1.08, [95%CI 0.90-1.29]; moderate-certainty
evidence. HDC : N=9, 117/681 vs. 150/698, RR 0.80, [95%CI 0.64-0.99]; moderate-certainty
evidence), HDC AFETZiRS I EHER SRR, BN TERRHAC HDC ZER T DD E(CTEEIR
BEENTHDZENZV. SHEETULEERRAFTROR(C(EFAAMNEBARAENER(CHD LT DimMAEE
BHDTH. SERTODARBFRZRIAFROBENLEFTND,

B0 RE5TITFZ(E CLD, CLD Z@A =7z, FET or CLD (N=19, 763/1586 vs.
855/1605, RR 0.90, [95%CI 0.84-0.96]; high-certainty evidence). BPD (N=19, 454/1586 vs.
544/1605, RR 0.84, [95%CI 0.76-0.93]; high-certainty evidence)s ZD 2 DD 77 J MHAICEALT
HI O —THEDEFRHIEMN DIz,

mDEX. HDC DBEZEE

2HXF0O4 RESEIHEEFLZBMEE. I JIIL-THTOEZRDHIAN D /Z(N=15, 106/1383
vs. 58/1399, RR 1.82, [95%CI 1.34-2.47]; high-certainty evidence).

72120, HDC ([CBRD TIMEAT —FZAND Z ENBIREIC D Iz 4 #R(CBI T D XA FERFDIRENH D, T2
TITHEILEZFTLICDWTH > RAGS AGEOEETHY I J)L—THEHREN TS (Shaffer 2019),
HDC Z#&5NERDDIE [1 2 RAFZIG5H] TOHFBILEFILDOUIIMEINT D EhREn

0.73 to 3.15), 7/z/2U DEX ([C200OAF5F—UCRERIZHA UITIHBEDIREZE U TS (3720,
RtERRE, MREFERE. BEMEALRI. HEEESHIE. BRRUBAGEEATOA MMES(CLDHE
(FFBHT . BT T)IL—THTOEZRDIEM DIz, 122U MHEERRE (L 95%ERXMNL < FEfEEME
WCENSE, EBISEDIRRAIEETE/A0) (DEX : N=4, 18/183 vs. 16/178, RR 1.09, [95%CI
0.58-2.07]; low-certainty evidence. HDC : N=5, 51/681 vs. 48/688, RR 1.06, [95%CI 0.66-

1.67]; low-certainty evidence).
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mSkERD /= HDC 2385 UTEHRRICEAULT

HDC Z AUV RIARK (FLITNEAER 48 BERLUAICS >4 MESNEFIES BN TS,

Fo. BEALEDHRFTTHRSHEN S —EHBDIRSNRENTND (Z<H 5 BULDOEKSTO N~

Lo P12 WRIATDE EDHDRESE), FLETADNRE. H<ET—EHBID HDC ¥5(CL> THE
SNIEEDTHDZEITEFENMVETH D,

Fle. SENREUCHROBEESEHRE I D E. (FEAEDHTR TERIBEDHFRIEE 25-27 B TH
Dfze AFEFDI> SO—)LEHIHITBIELE(EH 20% T o 72h'. NRNI T —4 T(ITER 25 BDIET
(I 10%THD. FETEXRODEVERNTI(E. SEIDXSEMEBROIETCZRD S EDMENSSNL

WEJBEEN S D

S5, BRICBVWTREZRS THRMMESNDIDDE. FETYUXIDEVEFRIKREEZ D, B

M (E. KDTERRBENRUMESIIREZIBET DM, ERNTRLEROSUVERR 22-23 BEHNRE UIZT —
HEFSEMRE ULHARICIFELAEEFNTUORVWC ESFENMNETH D,

nESEEEEED/ISOR

FETZIRKS IRIRZBOHTZ HDC (FBERMUN LED EEZXSNDN. TDMRIFH KT TETDOYXTH
BVEBICREND EEX D, ETLZHS IHIRMESNIBENES. BRIEIDEEMEN LEIDS EEX
50

m BI770D SR &S EISEHE U 1z X F FET DE L

BIfFD SR (E BPD DU R T DHDRERZMRE L TWLDM, EART BPD (Cx# LT DEX. HDC Z{ER3
DIERDE < (F1EhE 32 BREE U < (IMBEHERER(CRD EZBZISND. TDIZs. SEI(F update
DL WRERDAFRDIKDIAFHZITDOTH D, BIfFD SR LERNERDIEDNDD. WHRELTULD
RFRDEVD, BIFD SR EDRERDENCHE U TVWD I EZBEINRETTHD.

BIFD SR TIFEB RO RES(C K DMMERMEMENMUTZ (N=13,111/992 vs. 73/981, RR 1.43,
[95%CI 1.07-1.92]; high-certainty evidence), B JJ)L—TE#FTERENSDD. DEX TOHE
MEEBEVWSHERTH D= (DEX : N=7, 76/472 vs. 40/449, RR 1.77, [95%CI 1.21-2.58].

HDC : N=6, 35/520 vs. 33/532, RR 1.05, [95%CI 0.66-1.66]). iRz #H C. £ 1 BRI
MIC DEX Z#%59 2 C L [CRSIERZF DI Z VN EBOND. UNUSEMROMKRZR > &
TEEX70O1 RES(C K DHERBEADEE(FRDIMN DIz, E5ICHTIIL—-THTEERROHRN
D7 (DEX: N=7, 76/472 vs. 40/449, RR 1.77, [95%CI 1.21-2.58]; high-certainty evidence.

HDC N=6, 35/520 vs. 33/532, RR 1.05, [95%CI 0.66-1.66]; high-certainty evidence).
BROVSNTTIAFR 12 #RDS S 11 #wH' DEX THEHNSHAEZRAVWZIRE TH o> & M DERE 1990
FROIMENFLTH DL ENSEIDERDEVCEN D IZOGEENHD D EHR L TULVD. I5%EFEX
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FOL FBHEEMEWC EENSE. SEROMFTROERICLD, CNSHEEHDTD MO LAMMEINT SEJEE
HN'HDCEITERNBETHD.

m EiRBEE & DIRTE U I fi#th

EMAT DEX. HDC D5 ZE &3 2IBEITER 28 BREDEE RN Z VBN, ERRBEICLD
B0 —TiErEIRE Ulc (1208 28 8K vs 1204 28-3238), LML, 1ERRIEEY 28-32 8K (C3%
HI DDA IEfesd. TERE 28 BRI or MARE 12509 KRiGZE IR & UTEimX DA it U
ZEHC. WRERDTZHX(E 7 MRICRESNN. BRI bHLADERIIEARDEN LB NZ DR
moJz.

N EEBEFI TUTOHREE U

TERa 32 BRBDRE R T (IRMELAARE R (ST D44 48 KRN/ \7 RODJILFY > D5,

BHEMRERZRL SEY. ACZRAD Bz, BEOEEETREZEZRL T, £RFBH(C) 7 OV

FV &—TFEBRIR5 IR LUTEL. ZIEL. >O0O0AFI 5 F—UHEELOMHAICEKD

HILEZLORIE(OEIR T D, TFIAYY(FER 6 HUAIC—RICFHRS LW LZRET .
(FL VSR, RV EF > XDEEM)

Knowledge gap

- HDC / DEX #&5(C XD RIIFRNADEE,

- KDTERBIBEDEREVNREOFET DU X T DE VR Z IR & U TR,
- HDC Z (£ 9 dima Dl IR 5= (CE T 1R .
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2021), CD SR TREMBHRDREFRL. BERZMNREUEZEEATO RESOEME. EEM%
DIREDNRESNTE D, £BPT 1817 ANEFND 23 AD RCT ZHHRELTULD,

FRATODFESR. HER 7 HUBOZB XX 7O RES(FFET. CLD OREZHA S EDZ ENHRESNTL)
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N=13, 648/871 vs. 711/872, RR 0.91 [95%CI 0.87-0.96]. TxEM=EZE: N=5, 39/151 vs.
58/154, RR 0.68 [95%CI 0.49-0.94]) -

BEUZRET D70 MOAE UTHERME, BEZHNRERELQRLEORPTRICATOM ROEEES
(CRDEE(FTDIEM>T ( BdIERRE 1 N=15, 92/829 vs. 76/828, RR 1.20 [95%CI 0.90-1.60] .
EFERTE: N=10, 301/719 vs. 281/714, RR 1.07 [95%CI 0.95-1.20]) . TOMOBEEHZ RE
9370 MAALRFNINE SUBRKEDBRZE (RSN D .

INSOFRMNS. X704 FOEERSEFEERIDERUENENEZZ SN, LELEREER L.
LU, CNSOEROFIRFROHERER(C (X, SEIO#TICETNDIMIRORATOA MESEPHRE
EBERRENKEFELUTCVWDRZLEITEEMRETHD ( [HERANEEDLERT] ([TFFR)
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BEFD SR DFE E&H
Hx FERDODZL(EICLD [CEBERL. TOERERE UTHTORENETFSND, £HBRTO1 MMES
(FBODRFIRIERIRN S D CLD DiaEE UL TRLSNTER, LU, B EERZ+7(C EED
MNIEASH TR,

By : CLD Z#SRERICH LT, Bin 7 LF(ICEBRFTOA 5T EOR. BEMICDON
THRELET Do

737% : Cochrane Neonatal DIREER/MRZREIRZ LT, 2020 9 A 25 HETOHAIMEICHNT
MEDLINE (OVID) . CENTRAL(CRS)D&F—AINR—IRZRE Uz, I5AS—S5>4 MEaER. 02X
F—)\—tBR. F/o(FHE RCT (FTHRE LI oIz,

CLD ZfSBRER(CX UTHER 7 UBFICE2B X0 R&5ZITIRD 12 RCT ZXi5R & LTz,

Cochrane OFEMRICEDNWT/I\A P RADYRDZFHEL. FET. CLD. FETFHF/Z(F CLD. REKXKEL. A
PR DERERER)R. REFMBRFNTERZMTLUIC. GRADE BE#ZHVTE 7D MNILADIET > ADER
FHE U7z,

&R 1 1817 AZE S 23 AD RCT MR ERDfee BED/ AT RUR T (HEWEHIBTUTZ,
RTICEAUTIERFTOA ROEEGI/STHA Uz (N=21, 134/714 vs. 163/714, RR 0.81, [95%CI
0.66-0.99]; high-certainty evidence). DEX. HDC MY T )L — TR TEWITNHRE(FRDHIIN D
JZ(DEX:N=19, 86/502 vs. 95/491, RR 0.85, [95%CI 0.66-1.11]; high-certainty evidence, HDC:
N=2, 48/212 vs. 68/223, RR 0.74, [95%CI 0.54-1.02]; high-certainty evidence).

CLD (FXF0O- RoeB#%5TRA Uz (N=14, 263/498 vs. 291/490, RR 0.89, [95%CI 0.80-
0.99]; moderate-certainty evidence), DEX T(XEHRDIER TH 7= (N=12, 143/286 vs.
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176/267, RR 0.76, [95%CI 0.66-0.87]; moderate-certainty evidence). HDC TI(d CLD Z& =t
Mo fz(N=2, 120/212 vs. 115/223, RR 1.10, [95%CI 0.92-1.31]; high-certainty evidence).

FET_F/Z(E CLD (FR>-0O1 RoeBEiR5THA Uz (N=14, 326/498 vs. 378/490, RR 0.85, [95%CI
0.79-0.92]; moderate-certainty evidence). DEX T(IE#RDFER TH>/=h (N=12, 170/286 vs.
210/267, RR 0.75, [95%CI 0.67-0.84]; moderate-certainty evidence). HDC TI(IFET-E/=(d CLD
iR T o 2(N=2, 156/212 vs. 168/223, RR 0.98, [95%CI 0.88-1.09]; high-certainty

evidence),

CP. ZEL_F/Z(E CP (FRFOA ROEBEE(CLDFEZRDIAMN DTz (CP: N=17, 70/644 vs.
60/646, RR 1.17, [95%CI 0.84-1.61]; high-certainty evidence, JET_F7z(& CP: N=17, 190/644
vs. 209/646, RR 0.90, [95%CI 0.76-1.06]; high-certainty evidence). L\g'11E DEX & HDC TDZh
ROEWNFRDIEIM DI,

T ICEFNDIHFREDZ NKERBES JUCATIWIREEZR (T T DIEe. SODORIER%Z
CPAP R —H)L)\A JO—-ZRNWTWDHFEBECHTIEH D I LETERL,

fasm - Bt 7 UBFORAERBIACEBR 70O REH5IDE. CPZEBMEEd 2 &<, T,

CLD. ZET-FC(F CLD ZRA 8D, LML, AFEimeE UTRIIFPRICEAT 25HIFRENTHD. KHA
FZ AT DEHICEVWTNORREREINRTDTH D, SEIOERN S AN TIFIREENSEER T
SIRVEFCH LT, ROA ROEBKSZXRFIT D, ALHIRZITD TLVRLVEFITORRFEASH
TV, FEHCIFFHAIN TS IRVWKDRE RSO Z (EUH & UTERIBFENEE THD. REAF
Bz FEMEE & UICRHE2B X701 RE5(CEAT 2 RCT DEBEBENEEN D,
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XEMRZRAAR] - RRE
HERFT —4/X—2Z : MEDLINE (OVID) . CENTRAL
RF¥H : 20209 H 25 H

BIfF D SR DfER

SEID EvUp sheet Tld. A SR DFERD S BTEM 32 BRGE U < (FYEHARE R Z SR E UIZHARIC
RE L L TEAZITV. KEHTHERZIRRT D,

SEID Update EEMERSZICEAL T
Update D7z D X iktR3E{

1. exp Adrenal Cortex Hormone / 2. exp Steroids / 3. exp Glucocorticoids / 4. (adrenal cortex
hormone* or DEXamethasone or betamethasone or hydrocortisone or steroid or
corticosteroid* or prednisolone or methylprednisolone or glucocorticoid*).mp.
5.1or2or3o0r4

6. exp infant, newborn/ 7. (newborn* or new born or new borns or newly born or baby* or
babies or premature or prematurity or pre term or low birth weight or low birthweight

or VLBW or LBW or infant or infant or infant’s or infantile or infancy or neonat*).ti,ab.

8.6o0r7

9. randomized controlled trial.pt. / 10.controlled clinical trial.pt. / 11.randomized.ab.
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29.Limit 28 to yr="2021-current”
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OVID - MEDLINE
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ift3 ID tyFa>0 POE =] TREH TA/ J>bO-)L 7 b ALBORER HRFLD
(Author / year) A/
Halbemeijer Multicenter RCT GA<30w BW<1250g 371 HDC 22 HFET 72.5mg/kg cp Onland 2019 ORAFEIRS. MKt
/2021 in Netherlands Hiis 7-14 TMV ZE TR 181 /190 /] TR RR 1.18, 95%CI 0.47-2.99 R (C R (FFRDIRM D Tz,
and Belgium.
Watterberg Multicenter RCT GA<30w 800 HDC 4mg/kg/day 2 B + T ZET-/BPD (CER/GMRERSNEH
/ 2022 in USA Hiit 14-28 TMV ZE L= 400 / 400 2mg/kg/day 3 HFE + RR 0.88, 95%CI 0.57-1.36 o)
or TDIFRT 7 HEMU £ MV 1mg/kg/day 3 B + FET or BPD CP IR EDRINIIFZECDVWTER

ZEURZRE

0.5mg/kg/day 2 B
/ Tt

RR 0.96, 95%CI 0.91-1.02
BPD

RR 0.98, 95%CI 0.92-1.06
CP

RR 1.24, 95%CI 0.80-1.91

BRFEIRDT.

RCT: Randomized controlled trial, GA: Gestational age, BW: Birth weight, MV: Mechanical ventilation, DEX: Dexamethasone, CLD: Chronic

lung disease, RR: Relative risk, CI: Confidence interval, HDC: Hydrocortisone, CP: Cerebral palsy.
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CDTG 1991 1ERR 32 B E. HAKRE 1,500 U EDREESATWNDIZD
Harkavy 1989 TERS 32 L. HAERE 1,500 M EDRESA TS
Romagnoli 1997 1ERR 32BN £, HAERE 1,500 L EDRESA TS
Scott 1997 TERA 32 A £, H4AAE 1,500 U EDRESEATWNDIZD
Doyle 2021
RCT 23tH5%
TERR32EU LB U< (FHAEAREL1500g E
ZEXS;RE UTEAATR: 45758
« 7w IFT— NMCKDBINENZATR: 203
X SE1ARIEELEROHDCICE 9 3RCTDIEINHRES.
DEX HDC
178738 3T
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fift3% ID tyFa>U MRE TREE 7TA /3> bO-)L I SO LBORER fERFEESH
(Author / year) WO
Ariagno Single center GA<34w BW<1501g 34 DEX 1mg/kg/day 4 B + LA FET. CP ICRAUTHEEREELRD
/ 1987 RCT 4% 3BT MV HhSEIlRTET | 17 /17 0.5mg/kg/day 6 HH RR 1.00, 95%CI 0.35, 2.83 ER
in USA LVRWE or 1mg/kg/day 3 BRI + CpP
0.5mg/kg/day 4 RR 0.33, 95%CI 0.04-2.89
=
/ TZtR
Avery Single center BW<1500g 4% 2-6iAT 16 DEX 0.5mg/kg/day 3 B + BT RTICBERFEERDY . EJIRS
/ 1985 RCT RDS Z#£3 2 8/8 0.3mg/kg/day 3 Bl +3 BE RR 1.50, 95%CI 0.34-6.70 [CLDBESREERRFEEGRL,
in USA (C
10% 3 DiFiE
/ EAE
Bronzanski Single center BW<1501g Biif 7 =T 78 DEX 0.25mg/kg/day 2 B T DEX % 58# T3ET or CLD ZERI(CK
/ 1995 RCT MVZETDR 39/ 39 10 HB(BIE 36 lBET &L RR 0.44, 95%CI 0.15-1.32 T=E.

in USA

<[FEBRNMVERRDIET
/ TSR

FET or CLD

RR 0.69, 95%CI 0.50-0.94
CLD

RR 0.87, 95%CI 0.58-1.30
CcP

RR 1.25, 95%CI 0.36-4.31
NEC

RR 1.00, 95%CI 0.35-2.83.

DEX 58 ClaBzE I dRMENE
murz.

CPIR EDHREFHRE (CHEELR
otz
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Cummings Single center GA<31w BW<1251g 4% 2 36 DEX 0.5mg/kg/day 3 B + TET DEX & 58f C3EL or CLD ZBRI(K
/ 1989 RCT BT MV (B83%% 30%1 L) =& | 18/ 18 0.3mg/kg/day 3 BRI + RR 0.59, 95% CI 0.27-1.29 | F&&E.
in USA LR 10%9D 3 HEIC ZET or CLD CP IR EDMHREFHERE (CHEELR
0.1mg/kg/day £TiEZ + RR 0.66, 95%CI 0.48-0.91 o1z,
0.1mg/kg/day 2 H&EIC 7 HRE | CLD
or RR 0.88, 95%CI 0.09-8.72
0.5mg/kg/day 3 BRI +
50%9 D3 HE
0.06mg/kg/day £TRE L 3
HfE +
0.06mg/kg/day 2 B&E(C 7 H
i
/ T5tR
Doyle Multicenter GA<28w or BW<1000g 70 DEX 0.15mg/kg/day 3 HRE + | 3ETC FETY° CLD [CBRGMR R S5Nnah
/ 2006 RCT Bin 7 LEE MV ZEIT DR 35/ 25 0.1mg/kg/day 3 Hf + RR 0.57, 95%CI 0.18-1.78 Dz, TOMEHIECDLWTERRE
in Australia 0.05mg/kg/day 2 BfE + T or CLD HEIZRDT,
0.02mg/kg/day 2 BIfS RR 0.94, 95%CI 0.79-1.11
/ Tt CLD
RR 0.97, 95%CI 0.77-1.21
CcP
RR 0.67, 95%CI 0.21-2.16
Durand Single center GA24-32w,BW 501-1500g 43 DEX 0.5mg/kg/day 3 BfEl + T DEX % 58f T%ET-or CLD. CLD Z#H
/ 1995 RCT Hiit 7-14 THZR 30% U LD 23 /20 0.25mg/kg/day 3 HRE + RR 0.43, 95%CI 0.09-2.13 RICET=EZ.
in USA MV ZEI DR 0.1mg/kg/day 1 H ZET or CLD FAS (CHOIBESBRICERELRZE
/] TR RR 0.32, 95%CI 0.12-0.84 72U, CPICEERFZER
CLD

RR 0.22, 95%CI 0.05-0.91
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NEC
RR 0.29, 95%CI 0.01-6.78
CcP
RR 0.87, 95%CI 0.13-5.62
Kari Multicenter GA>23w, BW<1501g 41 DEX 0.5mg/kg/day 7 Bfél T FET-. CP (CRAL THERIRFEFRD
/ 1993 RCT Hiis 10 TMV ZE T B8 17/ 24 /] TR RR 0.47, 95%CI 0.05-4.15 ER
In Finland CpP
RR 1.64, 95%CI 0.33-8.03
Kazzi Single center BW<1500g 23 DEX 0.5mg/kg/day 3 HfE + | 3ETC FEL/CLD [CHEMNREIZRHT .
/ 1990 RCT %1% 3-4 B TEERR 34% LA LD 12/ 11 0.4mg/kg/day 2 Hf + RR 4.62, 95%CI 0.25-86.7 ZDMABRSHIECERRE (IR
in USA MV ZETDE 0.25mg/kg/day 2 H + HI,
0.02mg/kg/day 2 BRI +
HDC 8mg/kg/day 2 R +
4mg/kg/day 2 BfE +
2mg/kg/day 2 BRE +
1mg/kg/day 2 HfE +
0.5mg/kg/day 2 B
/ T5tR
Kothadia Single center BW<1501g 118 DEX 0.25mg/kg/day 3 HRE + | 3ETC DEX #%58¥T%T_or CLD. CLD #5
/ 1999 RCT Hiin 15-25 THEER 30% LD | 57 /61 0.15mg/kg/day 3 B + RR 0.47, 95%CI 0.21-1.05 RICET=E

in USA

MV ZETDE

10%9 D 0.1mg/kg/day &£T
3B8ICHE +

0.1mg/kg/day Z 42 HBZF T/
AR YN

FET or CLD

RR 0.73, 95%CI 0.58-0.93
CLD

RR 0.76, 95%CI 0.58-1.00
Cp

RR 3.48, 95%CI 1.20-
10.05

DEX #&58fT CP ZzAR(CIEMN=tE
=
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Kovacs Single center GA<30w,BW<1501g 60 DEX 0.25mg/kg/day 3 Hf# FETC FET-/CLD ([CBRGMREES NN D
/ 1998 RCT MV ZETDE 30/ 30 + RR 1.60, 95%CI 0.59-4.33 1z ZDOMEMEICDVWTEBRRF
in Canada JFYVZ R 500ug IR A 18 Hf# | 3ET- or CLD B(FRHT,
/ TR RR 0.95, 95%CI 0.64-1.41
CLD
RR 0.71, 95%CI 0.38-1.35
sIVH
RR 1.33, 95%CI 0.33-5.45
CP
RR 1.00, 95%CI 0.07-15.26
Noble- Single center 41 4 BTHEER 30%U oMV | 18 DEX 0.5mg/kg/day 7 B8 + DEX 58 C/a%RIe% 1 @M T MV
Jamieson RCT =E2URER 9/9 0.25mg/kg/day 7 BRI+ BiER B HME N0,
/ 1989 in England 0.1mg/kg/dose 7 BRI +
/T >R
Ohlsson Single center BW<1501g 25 DEX 1.0mg/kg/day 3 B + T BET - CLD (CBERIREIESNGM,
/ 1992 RCT Hifs 21-25 (CFE3R 30%B LT 12 /13 0.5mg/kg/day 3 BRI+ RR 3.23, 95%CI 0.14-72.46 | Dz, TOMEHIEC DLW TERRRR
in Canada DMV EELURZRE 0.25mg/kg/dose 3 HRE + ZET- or CLD SE(IRDT
0.125mg/kg/dose 3 HFH RR 0.84, 95%CI 0.46-1.54
/7SR CLD
RR 0.84, 95%CI 0.46-1.54
CpP
RR 0.36, 95%CI 0.04-3.02
Onland Multicenter GA<30w BW<1250g 371 HDC 22 HFET 72.5mg/kg LA FET/CLD (CERRHMRERE Snah-o
/ 2019 RCT Hiin 7-14 TMV ZEIT DR 181 /190 |/ Itk RR 0.73, 95%CI 0.51-1.04 fz. DEX #&S58F CRIMENBR(CIEM

in Netherlands

and Belgium.

ET- or CLD
RR 0.96, 95%CI 0.85-1.09
CLD

LTz, CPICERRFEERDHT.
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RR 1.10, 95%CI 0.91-1.34
NEC

RR 0.80, 95%CI 0.41-1.55
HIEEZFL

RR 0.47, 95%CI 0.15-1.49
CpP

RR 1.18, 95%CI 0.47-2.99

Papile Multicenter BW 501-1250g 371 DEX 0.5mg/kg/day 5 Hf# + DEX $:58f CHiiit 28 (CHITDFET or
/ 1998 RCT Hiin 14 TMV Z& 182 /189 0.3mg/kg/day 3 BRI+ MREEZERTE.
In USA L ,respiratory index score2.4 0.14mg/kg/dose 3 HFfE +
UEZ=EITDE 0.06mg/kg/dose 3 HFE
/T >R
Parikih Single center BW <1001g 64 HDC 3mg/kg/day 4 B + LA FET-/BPD ([CERBRMRER S5H/ah
/2013 RCT Hi#f 10-21 TAITRS%®E 31/ 33 2mg/kg/day 2 HRE+ RR 0.80, 95%CI 0.39, 1.63 oz, CPADEERZHZEERDT,
in USA E U Respiratory inDEX score 1mg/kg/dose 1 H ZETC or BPD
M2 LEDR /TSR RR 1.06, 95%CI 0.89-1.28
BPD
RR 1.06, 95%CI 0.73-1.56
NEC
RR 0.80, 95%CI 0.41-1.55
SHILEZTL
RR 0.47, 95%CI 0.15-1.49
CpP
RR 3.19, 95%CI 0.35-29.1
Vento Single center GA<33w BW<1251g 20 DEX 0.5mg/kg/day 3 B + TET FET-/CLD ([CBRGMREES NN D
/ 2004 RCT Hifin 10 THERZET DR 10/ 10 0.25mg/kg/day 3 HfE + RR 1.00, 95%CI 0.07-13.87 | /2. CP/IREDRIAMNRFZEICDVTSE

in Italy

0.125mg/kg/day 1 H

CP

BREDEFRDHT.
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/ R RR 0.67, 95%CI 0.14-3.17
Vincer Single center BW <1500g 20 DEX 0.5mg/kg/day 3 HfE + | 3ETC FET/CLD (CERRHMRERE Sam-o
/ 1998 RCT Hiis 28 TMV &I 38 10/ 10 0.3mg/kg/day 3 Hf + RR 1.64, 95%CI 0.18-15.26 | Jz. CP ZEUMHREFNER(CERIRF
in Canada / TZ1R ZET or CLD ERHT
RR 0.92, 95%CI 0.71-1.19
CLD
RR 0.82, 95%CI 0.53-1.26
CcP
RR 1.64, 95%CI 0.38-6.98
Walther Single center GA 24-32w BW >599¢g 36 DEX 0.2mg/kg/day 4 B + T FET-/CLD [CERRMRERE S -o
/ 2003 RCT His 7-14 THZR 30% U LD 19 /17 0.15mg/kg/day 4 H + RR 1.12, 95%CI 0.18-7.09 o ABRFROEHECDVWTERSER
in USA MV EZET DR 0.1mg/kg/day 4 B + ZET or CLD HE(LRDHT, CPREDRINRIEE
0.05mg/kg/day 2 B RR 0.67, 95%CI 0.31-1.45 [CDVWTEBERFEFRDHT,
/ Tt CLD
RR 0.56, 95%CI 0.20-1.53
CpP
RR 0.37, 95%CI 0.04-3.25
Yates Single center GA <30w 22 DEX 0.05mg/kg/day 10 BHRE | kT FET-/CLD ([CBRGMREES NN D
/ 2019 RCT Hiin 10-24 THEESR 30%LL E 12 /10 + RR 1.67, 95%CI 0.18-15.80 | /z. CP/IREDRAMNRFZEICDVTSE
In England PEEP4 LI LD MV ZETBR 0.05mg/kg/day &= 2 BHE(C3 | 3ET or BPD BRRFEEERDT,

]
/ TSR

RR 1.00, 95%CI 0.84-1.18
BPD

RR 0.93, 95%CI 0.67-1.28
sIVH

RR 2.75, 95%CI 0.12-60.7
NEC

RR 0.28, 95%CI 0.01-6.25
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Watterberg
/2022

Multicenter
RCT
in USA

GA<30w

Hén 14-28 TMV ZZE U or
ZORRT 7 BELE MV ZE
LR

800
400 / 400

HDC 4mg/kg/day 2 R +
2mg/kg/day 3 BfE +
1mg/kg/day 3 BHfE +
0.5mg/kg/day 2 B

/ TR

T

RR 0.88, 95%CI 0.57-1.36
FET or BPD

RR 0.96, 95%CI 0.91-1.02
BPD

RR 0.98, 95%CI 0.92-1.06
CpP

RR 1.24, 95%CI 0.80-1.91

FET/BPD ([CAERMREERE SN
oz,

CP R EDRHNZFE(CDVWTERR
AS-Z JEC oI

RCT: Randomized controlled trial, GA: Gestational age, BW: Birth weight, MV: Mechanical ventilation, DEX: Dexamethasone, CLD: chronic

lung disease, RR: Relative risk, CI: Confidence interval, RDS: Respiratory distress syndrome, HDC: Hydrocortisone, CP: Cerebral palsy, sIVH:

severe intraventricular hemorrhage, NEC: Necrotizing enterocolitis.
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BROFT LD

JALANTOY b 28701 Ri&5 vs. T5tR
* Review Manager 5.4 Mz {#EH U TIYERK

T
Late steroid 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 Dexamethasone
Arlagno 1987 5 17 5 17  2.9% 1.00[0.35, 2.83] e
Avery 1985 3 B 2 B 1.2% 1.50[0.34,6.70]
Brozanskl 1985 4 38 8 39 538 0.44[0.15,1.32] —
Cummings 1989 B 25 € 11  49% 0.59[0.27,1.29] T
Doyle 2006 4 35 7 35 418 0.57[0.18, 1.78] —
Durand 1995 2 23 4 20 25% 0.43[0.09,2.13] I
Karl 1993 1 17 3 24 15% 0.47[0.05,4.15] I
Kazzl 1980 2 12 0 11 03X 4.62[0.25, 86.72]
Kothadla 1999 7 57 16 61 9.1% 0.47[0.21, 1.05] it
Kovacs 1998 B 30 5 30 29% 1.60[0.59,4.33] O N
Ohlsson 1992 1 12 0 13 0.3% 3.23[0.14, 72.46]
Vento 2004 1 10 1 10 0.6% 1.00 [0.07, 13.87]
Vincer 1998 2 11 1 9 0.6% 1.64[0.18, 15.26]
Walther 2003 2 17 2 19 118 1.12[0.18, 7.09]
Yates 2019 2 12 1 10 0.6% 1.67[0.18, 15.80]
Subtotal (95% CI) 325 317 37.9% 0.77 [0.55, 1.07] g 2
Total events 52 62
Heterogeneity: Ch = 10.25, df = 14 (P = 0.74); F = 0X
Test for overall effect: Z = 1.55 (P = 0.12)
1.1.2 Hydrocortisone
Onland 2019 39 181 56 190 32.0% 0.73 [0.51, 1.04] —
Parikh 2013 9 31 12 33 6.8 0.80[0.39, 1.63] —r
Watterberg 2022 35 398 40 402 23.3% 0.88 [0.57, 1.36] —.—
Subtotal (95% CI) 610 625 62.1% 0.80 [0.62, 1.03] &>
Total events B3 108
Heterogeneity: Ch* = 0.45, df = 2 (P = 0.80); P = 0X
Test for overall effect: Z = 1.74 (P = 0.08)
Total (95% CI) 935 942 100.0%  0.79 [0.64, 0.96] L

Total events 135 170

Heur;g:un\r.“?": - lU.?i.adzf(- 1?0(;;} 0.87); F = 0X 10 o1 + 1 1 100’

Test for overa ChZ=2.32(P = - T

Test for subgroup differences: ChP = 0.02, df = 1 (P = 0.88), ¥ = 0% Samre (an enioiy. Fveowt Diebd
FET or CLD

Late steroid Control Risk Ratio Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

1.2.1 Dexamethasone

Brozanskl 1995 22 39 3z 35 45X 0.69 [0.50,0.94] ]

Cummings 1989 16 25 11 11  2.2X% 0.66 [0.48, 0.91] -

Doyle 2006 30 35 32 35 45X 0.94 [0.79, 1.11] -+

Durand 1995 4 23 11 20 1.7% 0.32[0.12, 0.84]

Kothadla 1999 35 57 51 &1 65X 0.73[0.58,0.93] =

Kovacs 1998 18 30 19 30 2.7%  0.95 [0.64, 1.41] -

Ohisson 1992 7 12 ) 13 1.2%  0.84 [0.46, 1.54] —_—

Vincer 1998 10 11 9 9 15% 0.82[0.71,1.19] i

Walther 2003 ] 17 10 185 1.3% 0.67 [0.31, 1.45] _

Yates 2018 12 10 10 1.6% 1.00 [0.84, 1.18] -+

Subtotal (95% CI) 261 247 2B8.1% 0.78 [0.70, 0.87] )

Total events 160 194

Heterogenelty: ChE = 21.41, df = 8 (P = 0.01); F = 568X

Test for overall effect: Z = 4.52 (P < 0.00001)

1.2.2 Hydrocortisone

Onland 2019 126 161 140 190 19.2% 0.96 [0.85, 1.09] -

Parlkh 2013 28 31 28 33 38X 1.06 [0.89, 1.28] T

Watterberg 2022 332 398 349 402z 489X 0.96 [0.91, 1.02] | ]

Subtotal (95% CI) 610 625 71.9% 0.97 [0.92, 1.02] \

Total events 488 517

Heterogenetty: ChP? = 1.11, df = 2 (P = 0.58); F = 0X

Test for overall effect: Z = 1.28 (P = 0.20)

Total (95% CI) 871 872 100.0% 0.91 [0.87, 0.96] \

Total events 648 711

Heterogenelty: ChF = 23.25, df = 12 (P = 0.03); F = 48X bo1 o1 ] 10 100

Test for overall effect: Z = 3.70 (P = 0.0002)
Test for subgroup differences: ChE = 12.39, df = 1 (P = 0.0004), F = 91.9%

Favours [Late steroid] Favours [placebo]

Page 21 of 38
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CLD
Late steroid Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 95% CI
1.3.1 Dexamethasone
Brozanskl 1985 20 39 23 38 3.9% 0.87 [0.58, 1.30] =
Cummings 1989 12 25 8 11 2.1%  0.59 [0.38, 0.96] =
Doyle 2006 28 35 29 35 49X 0.97[0.77,1.21) -+
Durand 1995 2 23 B 20 1.4% 0.22 [0.05,0.91]
Kothadia 1999 32 57 45 &1 7.3% 0.76[0.58, 1.00] =
Kovacs 1998 10 30 14 30 2.3%  0.71[0.38, 1.35] ——
Ohlsson 1992 7 12 ] 13 1.4% 0.84 [0.46, 1.54] —
Vincer 1998 8 11 ] 9 15% 0.82[0.53,1.26] oo 1=
Walther 2003 4 17 B 18 1.3%  0.56 [0.20, 1.53] —
Yates 2019 10 12 8 10 1.6% 0.93 [0.67, 1.28] T
Subtotal (95% CI) 261 247 27.7% 0.77 [0.67, 0.89] L ]
Total events 133 162
Heterogeneity: ChP = 10.06, df = 9 (P = 0.35); F = 11%
Test for overall effect: Z = 3.60 (P = 0.0003)
1.3.2 Hydrocortisone
Onland 2019 100 181 95 190 15.5% 1.10[0.91, 1.34] ™
Parikh 2013 20 31 20 33 3.2% 1.06 [0.73, 1.56] T
Watterberg 2022 313 398 321 402 53.5% 0.98[0.92, 1.06] n
Subtotal (95% CI) 610 625 72.3% 1.01 [0.95, 1.09]
Total events 433 436
Heterogenelty: ChP = 1.48, df = 2 (P = 0.48); P = 0X
Test for overall effect: Z = 0.40 (P = 0.69)
Total (95% CI) 871 872 100.0% 0.95 [0.89, 1.01] [
Total events 566 598
Heterogenehy: ChE = 16.71, df = 12 (P = 0.16); F = 28% bot t ] ) 100

Test for overall effect: Z = 1.67 (P = 0.09)

Test for subgroup differences: Chi = 11.51, df = 1 (P = 0.0007), F = 91.3%

Risk Ratio

Favours iLate steroid] Favours [placebo]

Risk Ratio

0.43 [0.13, 1.39]
0.94 [0.55, 1.59]
0.57 [0.27,1.23]
0.62 [0.36, 1.08]
0.67 [0.12, 3.71]

0.68 [0.49, 0.94]

EEMREE
Late steroid Control

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI
Arlagno 1987 3 17 7 17 12.2%

Doyle 2006 15 35 1§ 35 27.8%

Kazzl 1980 5 12 B 11 14.5%

Kothadla 1999 14 57 24 &1 40.3%

Kovacs 1998 2 30 3 3 5.2%

Total (95% CI) 151 154 100.0%

Total events 38

58
Heterogenelty: ChP = 2.31, df = 4 (P = 0.68); F = 0X
Test for overall effect: Z = 2.31 (P = 0.02}

CP

Late steroid Control

Study or Subgroup Events Total Events Total Weight

Risk Ratio
M-H, Fixed, 95% CI

M-H, Fixed, 95% CI

——

——

—m

>

0.01

0.1

| 10 100

Favours [Late steroid] Favours [placebo]

Risk Ratio

M-H, Fixed, 95% CI

1.4.1 Dexamethasone

Arlagno 1887 ik 17 3 17 30x
Brozanskl 1995 5 39 4 39 53X
Cummings 1989 2 25 1 11 18X
Doyle 2006 4 35 6 35 7.9%
Durand 1985 2 23 Z 20 28X
Karl 1983 3 11 z 12 25X
Kothadia 1989 13 57 4 61 5.1%
Kovacs 1998 1 30 1 30 13%
Ohisson 1982 1 12 3 13 38X
Vento 2004 2 10 3 10 39%
Vincer 1998 4 11 2 9 2.9%
Walther 2003 1 17 3 18 39X
Subtotal (95% CI) 287 276 45.0%
Total events 39 34

Heterogenehty: ChE = 0.48, df = 11 (P = 0.58); F = 0X
Test for overall effect: Z = 0.52 (P = 0.60)

1.4.2 Hydrocortisone

Onland 2019 9 181 8 180 10.3%
Parikh 2013 3 31 1 33 13%
wanerberg 2022 41 330 33 329 43.5%
Subtotal (95% CI) 542 552 55.0%
Toml events 53 42

Heterogeneity: ChE = 0.71, df = 2 (P = 0.70); F = OX
Test for overall effect: Z = 1.23 (P = 0.22)

Total (95% CI) 829

Towl events 02 76
Heterogenetty: Ch* = 10.38, df = 14 (P = 0.73); ¥ = 0X
Test for overall effect: Z = 1.26 (P = 0.20)

828 100.0%

Test for subgroup differences: ChE = 0.19, df = 1 (P = 0.66), F =

0.33 [0.04, 2.89]
1.25 [0.36, 4.31]
0.88 [0.09, B.72]
0.67 [0.21, 2.1§]
0.87 [0.13, 5.62]
1.64 [0.33, B.03]
3.48 [1.20, 10.05]
1.00 [0.07, 15.26]
0.36 [0.04, 3.02]
0.67 [0.14, 3.17]
1.64 [0.38, 6.98]
0.37 [0.04, 3.25]
1.12 [0.73, 1.72]

1.18 [0.47, 2.99]
3.19 [0.35, 25.10]
1.24 [0.80, 1.81]
1.27 [0.87, 1.87]

1.20 [0.90, 1.60]

0%

L

»

0.01

01

1
Favours [Late steroid] Favours [placebo]

100
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HHEFERSE

Late steroid Control

Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.5.1 Dexamethasone

Cummings 1989 5 25 3 11
Doyle 2006 12 35 B 35
Durand 1995 4 23 4 20
Karl 1883 4 11 5 12
Kothadia 1999 20 57 8 &1
Kovacs 1998 1 30 1 30
Vincer 1998 2 11 2 8
Subtotal (95% CI) 192 178
Total events 48 3z

Heterogenelty: ChE = 5.07, df = & (P = (.54); F = 0X
Test for overall effect: Z = 1.72 (P = 0.08)

1.5.2 Hydrocortisone

Onland 2019 58 181 60 190
Parikh 2013 10 31 10 33
Watterberg 2022 185 315 179 313
Subtotal (95% CI) 527 536
Total events 253 249

Heterogenehy: ChE = 0.02, df = 2 (P = 0.99); F = 0X
Test for overall effect: Z = 0.40 (P = 0.69)

Total (95% CI) 719 714
Total events 301 281
Heterogenehy: Ch = 6.96, df = 9 (P = 0.64); F = 0X
Test for overall effect: Z = 1.12 (P = (.26}

1.5% 0.73 [0.21, 2.54]
2.8% 150 [0.70,3.21]
1.5% 0.87 [0.25, 3.03]
1.7% 0.87 [0.31, 2.44]
3.1% 2.3B[1.1B, 4.78]
0.4% 1.00 [0.07, 15.26]
0.8%  0.82[0.14,4.71]
11.8%  1.40 [0.95, 2.06]

20.8%  1.01[0.75,1.37]

34N 1.06 [0.51, 2.20]

63.9%  1.03 [0.90, 1.17]
88.2% 1.03 [0.91, 1.16]

100.0% 1.07 [0.95, 1.20]

il

0.01

Test for subgroup differences: ChP = 2.28, df = 1 (P = 0.13}, F = 56.3%

EIEEZFL

Late steroid Control

Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI

Favours [Late steroid) Favours [placebo)

Risk Ratio
M-H, Fixed, 95% CI

01 i 10 100

1.7.1 Dexamethasone

Doyle 2006 0 35 0 35
Ohisson 1992 0 12 1 13
Yates 2019 0 12 0 10
Subtotal (95% CI) 59 58
Totl events 0 1

o v: Not applicabk
Test for overall effect: Z = 0.65 (P = 0.52)
1.7.2 Hydrocortisone
Onland 2018 4 181 8 180
Parlkch 2013 z 31 o 33
watterberg 2022 11 398 15 402
Subtotal (95% CI) 610 625

Total events 17

Heterogenehy: ChE = 2.26, df = 2 (P = 032}.F 12%

Test for overall effect: Z = 1.01 (P = 0.31)

Total (95% CI) 669
Total events 17 25
Heterogenehy: ChE = 2.43, df = 3 (P = 0.48); F = 0X

Not estimable

5.68  0.36 [0.02, 8.05]
estimable

Not
56%  0.36[0.02, 8.05] o —

34.3%  0.47 [0.15, 1.49]

1.9% 5.31[0.27, 106.46]

58.2%  0.74 [0.34, 1.59]
94.4%  0.73 [0.40, 1.34)

683 100.0% 0.71 [0.39, 1.29]

—z |
—

|

i

0.01 0. 10 100
Test for overall effect: Z = 1.13 (P = 0.26)
Test for subgroup diffierences: Chi = 0.19, df = 1 (P = 0.66), P = 0% Favours [Late steroid] Favours [placebo]
=
IRIE IR 2
Late steroid Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.8.1 Dexamethasone
Arlagno 1987 2 17 0 17 0.6X 5.00 [0.26, 97.00]
Brozanskl 1995 ] 39 6 39 68X 1.00[0.35, 2.83] |
Doyle 2006 2 35 2 35 2.3% 1.00[0.15,6.71]
Durand 1985 U] 23 1 20 1.8% 0.29 [0.01, 6.78]
Karl 1983 0 17 2 24 24X 0.28 [0.01, 5.44]
Paplle 1998 4 182 B 189 B.BX  0.52[0.16, 1.69] —
Yates 2019 0 12 1 10 18X 0.28 [0.01, 6.25]
Subtotal (95% CI) 325 334 244%  0.74 [0.40, 1.38] -
Total events 14 20
Heterogenelty: Chi* = 3.48, df = 6 (P = 0.75); P = 0%
Test for overall effect: Z = 0.94 (P = 0.35)
1.8.2 Hydrocortisone
Onland 2018 15 181 18 190 20.9% 0.83 [0.43, 1.58] i
Parlkch 2013 4 31 3 33  3.3% 1.42[0.35,5.84] B
Wartterberg 2022 33 398 46 402 51.5% 0.72[0.47,1.11] -
Subtotal (95% CI) 610 625 75.6%  0.78 [0.56, 1.10] <&
Total events 52
Heterogenehty: ChE = (.84, df = 2 (P = 0-651. Fo=0%
Test for overall effect Z = 1.39 (P = 0.16)
Total (95% CI) 935 959 100.0% 0.77 [0.57, 1.04] L
Total events &6 BB
Heterogenchy: ChE = 4.34, df = 8 (P = 0.89); P = 0X bor ot i 10 100

Test for overall effect: Z = 1.68 (P = 0.09)

Test for subgroup differences: ChE = 0.02, df = 1 (P = 0.88), P = 0%

Favours [Late steroid] Favours [placebo]
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EIEHEESHE

Late steroid Control Risk Ratio Risk Ratio
Study or Sub p Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.8.1 Dexamethasone
Arlagno 1987 2 17 0 17 0.6X 5.00 [0.26, 57.00]
Brozanski 1995 L] 38 & 38 68X 1.00[0.35, 2.83] —
Doyle 2006 2 35 2 35  2.3%  1.00[0.15,6.71] e
Durand 1985 0 23 1 20 18X 0.29[0.01,6.78]
Karl 1993 0 17 2 24 24X 0.28[0.01,5.44]
Paplie 1998 4 182 8 189 B.BX 0.52[0.16, 1.69] i
Yates 2019 0 12 1 10 1.8%  0.28 [0.01, 6.25]
Subtotal (95% CI) 325 334 24.4% 0.74 [0.40, 1.38] B o
Total events 14 20
Heterogenehty: ChP = 3.48, df = & (P = 0.75); F = 0X
Test for overall effect: Z = 0.94 (P = 0.35)
1.8.2 Hydrocortisone
Onland 2019 15 181 19 190 20.9% 0.83 [0.43, 1.58] e
Parikh 2013 4 31 3 033 33X 1.42[0.35,5.84] —
Watterberg 2022 33 398 46 402 51.5% 0.72[0.47, 1.11] —
Subtotal (95% CI) 610 625 75.6% 0.78 [0.56, 1.10] <
Total events 52 (1]
Heterogenehty: ChP = 0.84, df = 2 (P = 0.66); F = 0X
Test for overall effect: Z = 1.39 (P = 0.16)
Total (95% CI) 935 959 100.0%  0.77 [0.57, 1.04] L
Total events 66 BB
Heterogenchy: Chi = 4,34, df = 8 (P = 0.85); F = 0X bor o1 1o 100

Test for overall effect: Z = 1.68 (P = 0.09)

Test for subgroup differences: ChF = 0.02, df = 1 (P = 0.88), F = 0%

Favours .[ute steroid] Favours [placebo]

Page 24 of 38



Evidence Update COSTR —JEBNeo —v 1.0 — 5 Sep 2022 Page 25 of 38

Grade EP table
25701 RiE5 ETSRDLEE

Certainty
F—EE EiEE IS5t
(95% CI) (95% CI)

18 RCT | SEHITRL | ETRO =7 ° AT U 135/935 | 170/942 RR 0.79 RD -0.04 000 Ep N
(14.4%) | (18.0%) | (0.64 to 0.96) | (-0.07 to -0.01) e

FET- - Dexamethasone

15 RCT | SEHITRL | ETRO 77 ° 7 2 12U 52/325 | 62/317 RR 0.77 RR -0.05 o000 Ep N
(16.0%) | (19.6%) | (0.55to 1.07) | (-0.10to 0.01) iss

FETC - Hydrocortisone

3 RCT FZ TR RZ TR Z=) f *= @ U 83/610 108/625 RR 0.80 RD -0.04 epOO EZW)N
(13.6%) | (17.3%) | (0.62to 1.03) | (-0.07 to 0.00) 1%
ZET or CLD
13 RCT FRTIRN FRZTIRN ERATIRN EZITIRON HAR) N1 7 R 648/871 711/872 RR 0.91 RD -0.07 epO0O BX
HE<RES | (74.4%) | (81.5%) | (0.87 t0o 0.96) | (-0.11 to -0.03) 1%

FET or CLD - Dexamethasone

10 RCT HRZITIRN EZ P HRZITIRN HRZITIRN HARI N 77 R 160/261 194/247 RR 0.78 RD -0.18 eO00O BX
1ol < FRi © (61.3%) (78.5%) | (0.70 to 0.87) | (-0.25t0-0.11) | IEE(TIK
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Certainty

(95% CI) (95% CI)

FET- or CLD - Hydrocortisone

3 RCT | ZTHITRL | BZTROL | ERTERL SEH TR A 488/610 | 517/625 RR 0.97 RD -0.03 99599 B|X
(80.0%) | (82.7%) | (0.92to 1.02) | (-0.07 to 0.01) =
CLD
13 RCT | ZFRTRL | BLTRUL | FBRTRO ST TR HRR) N1 7 R 566/871 | 598/872 RR 0.95 RD -0.04 e ) A
HeR <RI © (65.0%) | (68.6%) | (0.89to 1.01) | (-0.08 to 0.01) h
CLD - Dexamethasone
10 RCT | ZTRL | BZTRN 727 ST TR HRR) 1 7 R 133/261 | 162/247 RR 0.77 RD -0.15 ®00O0 PN
Hei < SRI% © (51.0%) | (65.6%) | (0.67 to 0.89) | (-0.23 to -0.07) 1&
CLD - Hydrocortisone
3 RCT | BATRL | RATEY | RATRY | RATRN BU 433/610 | 436/625 RR 1.01 RD 0.01 POO® | =X
(71.0%) | (69.8%) | (0.95to 1.09) | (-0.08 to 0.01) =
R4 RRIER
15 RCT | ZTHITRWL | BZTROL | FERTREUL 72 U 92/829 76/828 RR 1.2 RD 0.02 O EpN
(11.1%) (9.2%) (0.9 to 1.6) (-0.01 to 0.05) h
AXIERFE - Dexamethasone
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Certainty
JIE—B BiEH
(95% CI) (95% CI)
RCT | ZFEZTRWL | ZBHTRY | ZRTRW\ | ERCER ® 39/287 34/276 RR 1.12 RD 0.01 ®00O0 PN
(13.6%) | (12.3%) | (0.73to0 1.72) | (-0.04 to 0.07) 1%
fMMERRIE - Hydrocortisone
3 RCT | ZFRTRL | BLTRU | FBRTRO 37 AN 53/542 42/552 RR 1.27 RD 0.02 O PN
(9.8%) (7.6%) | (0.87to 1.87) | (-0.01 to 0.05) h
HERERSE
10 RCT | SZBRITRL | BZHTRL | FBZITRUL ST TR AN 301/719 | 281/714 RR 1.07 RD 0.03 OO0D B|X
(41.9%) | (39.4%) | (0.95to 1.20) | (-0.02 to 0.08) =
HIEFERE- Dexamethasone
7 RCT | ZFRTRL | BLTRUL | FBRTRO 37 AN 48/192 32/178 RR 1.40 RD 0.07 O PN
(25.0%) | (18.0%) | (0.95to0 2.06) | (-0.01 to 0.16) h
HIRFERE - Hydrocortisone
3 RCT | ZBAITRL | BZTRUL | FBZITRUL ST TR A 253/527 | 249/536 RR 1.03 RD 0.01 SO0D B|X
(48.0%) | (46.5%) | (0.91to 1.16) | (-0.05 to 0.07) =
EEHCESHIE
4 RCT | ZFZITRWL | BRITRU | FZRTRWL | ERCER® AN 27/259 34/268 RR 0.83 RD -0.02 ®000 BEX
(10.4%) | (12.7%) | (0.52 to 1.33) | ( -0.08 to 0.03) 1&
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Certainty

(95% CI) (95% CI)

BB BESHE- Dexamethasone

2 RCT FZTIRN ER TN FRATIRN IEE(TFEA © U 2/47 3/45 RR 0.68 RD -0.02 212 ]0l0) BX
(4.3%) (6.7%) | (0.14 to 3.22) | (-0.13 to 0.08) iss
EEH{EESHHIE- Hydrocortisone
2 RCT FZTIRN &= P FRATIRN IEE(TFEX © N 25/212 31/223 RR 0.85 RD -0.02 1000) BX
(11.8%) | (13.9%) | (0.52t01.39) | (-0.08 t0 0.04) | IEB(CIE
SHIELEZEL
6 RCT FZTIRN ER TN FRATIRN IEE(TFEA © N 17/669 25/683 RR 0.71 RD -0.01 212 ]0l0) BX
(2.5%) (3.7%) | (0.39 to 1.29) | ( -0.03 to 0.01) iss
SHIEEZEFL- Dexamethasone
3 RCT FZTIRN ER TN FRATIRN IEE(TFEA © U 0/59 1/58 RR 0.36 RD -0.02 o000 BX
(0.0%) (1.7%) | (0.02 to 8.05) | (-0.08 to 0.05) iss
SHIEEZEFL- Hydrocortisone
3 RCT FZTIRN ER TN FRATIRN IEE(TFEA © N 17/610 24/625 RR 0.73 RD -0.01 epO0O BX
(2.8%) (3.8%) | (0.40to 1.34) | (-0.03 to 0.01) iss

RIEMERR A
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‘ 185 s

MR Certainty
F—BH FFEEE
(95% CI) (95% CI)
10 RCT FZITIRN ER TN FEZTIRN w @ N 66/935 88/959 RR 0.77 RD -0.02 101010) BEX
(7.1%) (9.2%) | (0.57 to 1.04) | (-0.05 to 0.00) i
IR A - Dexamethasone
7 RCT FZTIRN LTI AT JERE (TRA © N 14/325 20/334 RR 0.74 RD -0.02 1]0)0) BEX
(4.3%) (6.0%) | (0.40to 1.38) | (-0.05 to 0.02) iss
IR MR A - Hydrocortisone
3 RCT FZTIRN ER TN AT w= @ N 52/610 68/625 RR 0.78 RD -0.02 o0 BEX
(8.5%) | (10.9%) | (0.56to 1.10) | (-0.06 to 0.01) o
EEBMREL
5 RCT FEZITIRN LTI 7= f LTI N 39/151 58/154 RR 0.68 RD -0.12 o000 EZW)N
(25.8%) | (37.7%) | (0.49t0 0.94) | (-0.22 to -0.02) o

RCT: randomized controlled trial; CI: confidence interval; RR: risk ratio; RD: risk difference.
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SEIDHIRDEIE
Hifis 7 ABFDIERE 32 IBREDRE R L (FARHAEARER(CH U T, IRABREE ™ A THIRZFEEN
BVEREC/I\A RODLFYVATFH ALY DS HIERET D, (FHUHE, BLWIEFT> XD
E)
IEF>ADSHEREN
Summary of judgements
JUDGEMENT
fs 8 (AYAY-4 HES<. LWWLE HESL, (F [Fuy TFEIFE PSRN
Z2FEULHIR nI/ INEUN th REW TFEFE ANV A
LBFEULRRVFIR =1 th INELN bIh TEIFE DS
IEF>RDMEEME IFB (TR 1% s = S AN
EEQAEEREE | EERFEREER | EZ0AEEN
SEQTHREEE ) ‘ )
\\ ElEEsDEme | ([KMESDEEFBES | FldEs o=
lEEBDEHD
gEMESD D <UL oA,
“ - \, thEsEN B Es | MABRENSREL | BTSLMAD U \\
HRDINS >R RS 0:paNiET V) . NANMENL | 2= PHBSIRN
<EBfiI ITNHBEL TRV 5=l
s |ATE3EFEDT - . )
WEESRE KSR REEDIRA HEEDOETR | AS/AEIR | SFIE A ANS YA A
A MR
WEERE(CEAITD .
— IERE (TR 1% th = RAMFERL
TEF> ROERM
. - o hBEHBEABES | MABHEBIREL | HTSTAN . )
BERANR HEES BB , - , FIANMER | aFdE | RAWERL
<EBfiI INEBEA TR =vi
‘ ‘ BESLEOR )
N VSR HESLRFD PSS FEEL ~ 1BX3 SE-YF- S5
D
BRI (AYAY-4 HT5<, LWWNnR HESLK., FW (F TESFE ayANSYANA
ETRIREME (AAY-4 HT5<. Lz HT5L, Fn (= (A} TEIE PSRN
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WBNANEEOEERS
REBAESEEXIHDEERS
- £BXX50O1 RICLD., FET. 3BT or CLD, CLD. EEBZ=ELITRIS B,

- 2B 0O MRS (LK DMMERE, HEFRNRERENDOHR. FE(IEBDRNDEN BHEENME
<EEECK>TENMT DHEENED.

- B&ME(CBILTHDC & DEX TH T UL —TRIDEZRSHT,
DEX TMDd#. T or CLD. CLD WY@ LTz, BAUF(CFFiY D DEX DIR5EDRED,
HDC DFEHARIAIFIRNDINRZ E[E L T FREIDBERNRSSE(CRET SHER (IR L TLVRL,

- Fi02 >0.29 23R E UTEAFRDHDER T, BERT D bHOLZIBEPI LK BREMEN
K DBAFSNDEIEEMNRSNTZ, WIRERFEENS VPR CERVEFDAN, KDEL)
BENESNSEIEEEN S D

UTF(C EECOFZEEHT Do

m BIfFD SR ESEIEMEU e X T AT DIEL)

BIfFD SR (E CLD DUR T DHDRERZIMHRE L TLDA, ERNT CLD (LT HDC, DEX ZfER3
DRERDZ < (F1EhE 32 BREE U K (IBELEARER(CIRD EZEXS5ND. €Dz, SEIF update
DL WRERDAFRDKDIAFHZITDOTLND. UM U,EXRIET I MOALCHITDIHNR. FZE(CEHAUTE
FD SR LEASMHENIERDIEN D T,

u 2EDRE

X704 MES(CKDI T, FET or CLD. CLD. EEMREEZ RS =BT,
FEICDVWTRIET > ROERMEERERE THD ., BREFEVNEERD.

E£B A7 0O MESICLDMERME. SBEFNRERSCIASHRDR, HEZRDIIMN D,
ZIZU. BBV ENSSROMFEDERICKL > TREMNE(L T DEIEEN DD,
INSOBREEBERD/INS R ZEREIDE. BREN LEHDEEXS.
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FET-: N=18, 135/935 vs. 170/942, RR 0.79, [95%CI 0.64-0.96]; high-certainty evidence
FETC or CLD:

N=13, 648/871 vs. 711/872, RR 0.91, [95%CI 0.87-0.96]; low-certainty evidence
CLD: N=13, 566/871 vs. 598/872, RR 0.95, [95%CI 0.89-1.01]; moderate-certainty evidence
MR ELE: N=5, 39/151 vs. 58/154, RR 0.68, [95%CI 0.49-0.94]; high-certainty evidence
A4 AREL: N=15, 92/829 vs. 76/828, RR 1.20, [95%CI 0.9-1.6]; moderate-certainty evidence
HREFERE N=10, 301/719 vs. 281/714, RR 1.07, [95%CI 0.95-1.20]; high-certainty evidence

f£ha 32 BRBORER - MEHEFERICHT 2857041 RESEAEBENKREL.
FE5Z2HRITIN. AETHIAMRNEEERL. £HTER BEREFZEIRT IHEDNHD.

mHDC & DEX D:#IREAECAUT

DEX /HDC THBIJU)L—TfHrz=EmUrc.

BRMCEALUTE, ETICHTDHTTIL—THETHRDENIEZDEN > M, FET or CLD, CLD (C
DUWTIE DEX DA TR Bz, BEHICRAUTIE. DEXESICL> THEFNREREZIZENTES
HENED.

FET or CLD
DEX: N=10, 160/261 vs. 194/247, RR 0.78, [95%CI 0.70-0.87]; low-certainty evidence
HDC: N=3, 488/610 vs. 517/625, RR 0.97, [95%CI 0.92-1.02]; high-certainty evidence
CLD
DEX: N=10, 133/261 vs. 162/247, RR 0.77, [95%CI 0.67-0.89]; moderate-certainty evidence
HDC: N=3, 433/610 vs. 436/625, RR 1.01, [95%CI 0.95-1.09]; high-certainty evidence
HEREFNFERS
DEX: N=7, 48/192 vs. 32/178, RR 1.40, [95%CI 0.95-2.06]; moderate-certainty evidence
HDC: N=3, 253/527 vs. 249/536, RR 1.03, [95%CI 0.91-1.16]; high-certainty evidence

DEX [CRAUTEBEIGSZ(CDODVWTOY I JIL-THEMBIRF U - P - K - EA=:4mg/kg
Lt - 2-4mg/kg - 1-2mg/kg - 1mg/kg ki), & - PREDXENAKEID Z L8, K - BEAECRETD
X EMBH TLRL (ZNTEN 0 1R / 31R) IRE=DHEE (SRR LA DTz,

=5(C_ D DEX DBERMERUEEMDORERE. E£(CF - FAEO0 DEXIS5(ICLDEDTHH. HTS
<HEOBAEADFE: DEXFRGELERDCE(STFENNETH D FICHRMECDNTEFSEIDA
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ST TESNIE LS RERMESNVETEESE GFEEM) ZZ B U T DEX Z&#iRY SR (ITHIEN

o/,

DEX#EHS5EDZECEETD L. & - FHEDE <DOXAAIE 1980-90 FAICIRESNTEH D, 2000 £F

RICAD THS(EEHED DEX (CETDI|EFRV. NICIFMREFZNFEZPRLELIZ DEX DBEEN
ANDFEENEF D LEENBERNBEMRLTED. B#HiD RCT THD 2019 £ Yates SOIREERIER

SEFREASEOTORMI—ILERD TS,

MRAE0 70 M 1—)LTHS 2006 £ Doyle 5. 2019 £ Yates SDOIRET(EWVVINEIEL. FET or

CLD. CLD Z#5 I MRERH TRV ENSE, K - HHEAE0 DEX ORR(FSEDOERIMATR
BEEZBND,

ERTEL<ANSNS HDC (CEAL TR, BEMDEKRT T MOACFELTRDORN DTz, BREMECDU
TI3& RCT TIRE KRB DER - MRS EDER, - A TIHKBEOREA 12 EDREERRREIR(FRSHTL)
B BEXT7 D MILALCESWTENRZROIN DIz, HDC ZRIR I DR FITHRN DT, S L
IROK - FYEFE D DEX EDLEREEZRARRBELEZD.

mLXF1—E5CEALT (Fi02 >0.29 ZHRE ULIEEEIES. HREEL T DEXEA.)

A BESREE OIIREREM (C K D> THIRDERN G DO ZEE R L, DT U )L —TithzetE Uiz,
FiO2 0.29 UTFZEMSRE UTeXXEDN I o fefesb B T D)L — TR EERTET RN oz, ZDIes. &t
(C8%2 UTEX DAz il Usgt 2 =i U Tz,

DRDERT S BB LT, 3BT / 3BT or CLD / CLD OB MEZRE T D770 MAAICDWLWTI(E. RD EH
S5&DBEnWERHZRITJEENRSNC, HERE - EFNRERBREOFTER(CHESID 7T K
HDALCENERESNEM DI,

COFERN DS, IRERETEN SV OBER TE VKRR E(CRXFO4 RZEIHE5IT DA, KDEWLEHET
NEsnNdegEdENH 5.

* EANDEERIRIS T (3fen > A TIFRES ST DR ZE B & U E RDORZE(ICH T D
HDC. DEX D28 5DE%xE [LXAF1—1%5] CVOWDSRIBETIEZBNCAWSZENSZL,
UM UBBBEREENFERE I BINITTIERL ., FIO2 >0.29 EVLWSEE(IHKETASR (CHBITRIEET
HB.

FET_: N=9, 32/232 vs. 45/219, RR 0.62, [95%CI 0.41-0.94], RD -0.08, [95%CI -0.15 to -0.01]
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SET or CLD:
N=6, 80/146 vs. 102/134, RR 0.71, [95%CI 0.60-0.84], RD -0.23, [95% CI -0.33 to -0.13]
CLD: N=6, 67/146 vs. 88/134, RR 0.69, [95%CI 0.57-0.85], RD -0.20, [95% CI -0.31 to -0.10]

m T£ha 28 EXKRIEG (CPRE U TZRE ##

ERT HDC. DEX D#&5ZnE &9 DBEIITER 28 BREBDODRERNEZWNEEZISNDTZH. 1EiE
BICKDUT DI —TEEIRET Uiz (1208 28 8K vs 1208 28-32:8), ULH' L. 7ERRIEER 28-32 8K
B(CEZE T DMIXNEN D IZIZs. 18 28 BRI or HAAE 12509 KRisE IR E U BERFETZ iR
Zo UDNUMRERDTZHX(E 2 fRDHTH O FEFICITE SRV EHIRTUTZ.

COOFERMNSSED SR THRERD2E <D RCT MBEERTEIDZ <ABLSNDEIEEMEN HDTEME
LD, BUOMERBENEFEN TWD Z EZRHL TEBENDD.

U EEBEFZI TUTOHREE U

HESISL

Hitin 7 LABEDTER 32 BREBORE T (IMEHEREIR (O U T, IRABERIRE ™ A TR EN
SV EC/\A RFODLFYOTFIATY D OREZIRET D, (BUVHEE, EVWIEST> RO
£1%)

Knowledge gap

- BR[| HRFNFEEREREOREMRICDOVT,

- KO REANIGHEZ R TR DIFIRMERERE T 7D A& USSR,

- HDC. DEX £B#&5D@EtI%5&(C DT,

- HDC. DEX OZB#ENKXDMHE(CIRD EER SN DIERMBECHEREZHRE UTZ RCT,
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IRIEMRE X (NEC). BMERADEFR(CLD). RARHIZE(ROP), KRACEMERFIE(PDA), &
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IRIEMEREZ A © Bell 9%8T 2a AL E
RAREBIMERFIE | BFEZE I DR CHINERFIAE
FHRFEEREE « IERE, RAEE. HRE - BREEE
RAVTHIRRAE : B ZE I DARATHIRRE

Planned Subgroups :
O1EhaIEZL : 7ER4 26 3B, 1Ei6 26 B £



Evidence Update COSTR —JEBNeo — v 2.0 — 23 Jan 2023 Page 5 of 24

QFR|DSHIRE : £ 7 AR EER 7 BLRE
®FH : Jx>FT)L. BILEFR. TODAE

BFO#E (Hn(X) :
[FTEE IR MERMR B DSBS CES 2 (1)1 KO3,
TERREE | HER(CRI I D0 Lo
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FHENT, £% 72 BEMACAEAA R (TJT>FHT)L, BILER) Z2—RCEFES LRV
EZIRRT Do
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fEHTD PICO MEBD I (CEET D SR(2)M 1 R DTz, PICO (CEET D Update &GRS (72
<. EEDSRZH AUz, FEARALZ SR TIE. R CQ D PICO THEALIZI D MAAICKHTD
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(Anand1999 (3), Anand2004 (4), Ancora2013 (5), Qui2019 (6), fEFIEIET 1149) (T LT
SERTZ(C RoB U GRADE (CX25HliZEM LI, FBHDI7D MAOAICDWT(E, T7EiE 328K
BWEXRE U TWNDBN SR DB TU)L—TENERSINTULVR 1 DOIATE (Guinsburg1998
(7) fEBIER 22) (SR U CRRICEMEIZIT D/, &=, A% Primary endpoint & U7=1ERA 3238
FEaase Uiz 2 DOE (Ancora2013 (5),JERIE 131, Qiu2019 (6),JEHIZ 60) 1. SR
DREAHDT D SALDFHECAVNSNTUVNEN DTz, BHDITI MHALCDNWTIFRLZIGREN D
D, PIPP X —)L CEHII5% 24 B ROFHEIZ T D Iz 4 DOWHAFRD S ET —SFHEUS AR
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Tz 3 DDA (Anand1999 (3), Anand2004 (4), Qiu2019 (6)) [CDWTHZIC XS5
ICTRHRERZHE U,

[TEF> AN SHEEAN]

BIFD SR DERHNS. AILMHIRZET D17 32 BREDRER(ICHTD. HERFH (£ 72
REEIAA) DA EA A RDERCKD. [44# 28 HUADIET. Papile BFEMEL_EDEREMEA
HIM(IVH), BERIRERVLU MRIRETEZSNIEHERBEREEFICAE(PVL). 18-24 JHADH
ZENSBEEDMERETFEAR. Bell 7RI EM LS U EFMizE UIZIESEMER X (NEC)., &
IF 36 BDIEMHMER(CLD). HEATHRSEARE]. MR EU S (FEBMTDENWSEDEVIRE(F
TN EVAVA Y

TEha 28 BERIEDBRER(CRE LU TR 7D b LAz UZAFR(E. Anand2004(4)D—&®D
HT. BESNZT7DT MOAR [£% 28 HAUADIET . PapileMlEL EDESE IVH, BERIRE
2L MRIMRE TEZIISNZ PVLIDOH# TH D2 (FBERICDVWTIE LR EFARR)  Fe. BEfHE
IRIRFEIREDERER (Anand1999(3). Anand2004(4)) t° SGA (Small for gestational age)
D2 (Anand2004(4)) (FHAFRDIRNEENTED . TEDOLIIEIRADILS(C DV TDOIR(E
REFETHD.

—#mDIAFE (Anand2004(4),Hall2005(8)) ([CHWT. [EFRHANMTAZET SRIK - ELE]HNE
B(CEMUZEmRES=NTZ. U U, BARMTONIKE (BXTUBIND—ER) ([CHITDBRER
DERBPHOEREE (IERNDORILE (RS (ERTIEBIMILENT, ERFHADEBERIRE(C
KBDFHE. X>OA K - ATFOS I 2REDFHMEFIESREMTONDIEZNZ) . LT,
L EROEENEOFFTEANDRIB(CIMNEN AIRENNIAF THD. Fo. 1Tha 28 BREDEBFRE!T
(CPRE U TR UTEER(FECIR =N TV,

[BH]CDVWTIERAIBRERHIEDIHDIAF N H D, SR TERASN TLSHAFRZAL
T. EFIR51% 24 BFRlDBEH DO Z#iE UIciER. PIPP(CoE Low, 3 #RMDIAZT: Anand1999
(3), Anand2004 (4), Qui2019 (6)) - COMFORTneo(CoE Moderate, 1 #wRMDIATT: Anand1999
G)MBRITEAHDAIATZMET UIEEWDSHERTH D E. LML, ERE(E Mean Difference 1Y
-0.35[-0.48,-0.23],-2.8[-5.01,-0.59] & RE<7QL\, Fz. TEhE 28 EREDBRER(CIREL
TR UTTHER(FER = TUVRL Y,

FEROBREID. HREEDNSORZEEL. [MEEMERE - MRERLB MG EDOESHIEDTFIFE
T, &% 72 BRMNRICAEAAC R (Jx>FT)L. BILER) Z—RICFES LRV 718
£9D, ] &UTe. —AT. EIRDKXS(CTERE 28 BRFEDBREIR/R EZ IR E UTATIEA R
<. ZDOLORBELCHTDAEAA ROSHEDFHHNRERFTH D, EBRNOMERTIEEDSL
SIRMRICIEBNCAEAA RZFERAL TV —ED D ERERETATHEANOEREM
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BIfFD SR DFE LS
1£h5 37 BRBDALHFIREBROHER(CH T DA EA A RO"S(E, BHDEM® 18-22 HA
DHFFETERADIRETEERTH D, Fle. ALBRIEIFPOCRETCZRD SBDINREEFLEALE
RWEB S,

BEFdD SR D AMSTR sHfif&ERDE L8

I5H (= ¥
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BEFD SR D PICOT

Population:
BE - ALWIREEPDOIERES KLURE

Interventions:
INRTOAEAA R

Comparators:
TOMMDIERS - IEFEERE. TDMDOALEAA R

Primary outcomes:
BRECSNTER T —)LTIHMEicNITREdH, ATHSEAR, $i4ERETE U < (JRBAIZET, 18-24
PDABXU 3-5 RMOPEENSEEMEFRERE (MIEMWE. RET-2SD Z IR DFEET -
HMBPEE. WIRD 6/60 U TDRDEE. Wih=zEI IERES)

Secondary outcomes :
{E1E 36-40 BDOEHRES, REREMIIE CORE, AFHIME, CLD(&% 28 HTORZIE L <
(FMEIE 36 ;BTDFHRR), 3 XTD IVH, Tk IVH, BERRBEEUS[EMRIREICKD PVL, T
AT ROP, E%E ROP, NEC(Bell 0% 2 B EE UL (IMBhaE=2E I D), {5RIEGZL
(FIP), 6=z E I JRME, L > b (C LD

Time :
HPR7R L

Study design :

¢

randomized controlled trials(RCTs). cluster-RCTs. quasi-RCTs
Subgroup analysis :

Moderate preterm(32-36 &), Very preterm(32 ;B>Ki)

R A TSNS

RAEE, 575k
XERRFERAR
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A CQ @ PICO ([CERICET T DELFD Systematic Review (SR) (Fixho/zht. BT D)L
— T #RTD PICO MBI (CEET D SR(2)D 1 #wdpD 7z, PICO (CEERY D Update BN
X(F72<. E£FED SR ZFEAL.

AU SR TlE. A CQ d PICO THAULE D bALAICIT B Risk of bias (RoB) (C&K
BT FITONTH ST, YT TIL—TFEANEfmENIZ 4 DOAFE (Anand1999 (3),
Anand2004 (4), Ancora2013 (5), Qui2019 (6), fEAIZR 1149) (T3 L TSEF/Z(C RoB
KU GRADE (C K DifiEEM LTz, BHDITDI NIACDNTIE, 128 32 BREZETRE
L TWLBM SR DB TJ)IL—TEFIMNERSNTLVRL 1 DDIAFE (Guinsburg1998 (7),4iE
Bl£% 22) (T U CTEMRICEHMTEZIT /2. E/z. &A% Primary endpoint & UTZ1ERR 32 58
KiszEWRE UTc 2 DOMIE (Ancora2013 (5),%EHI%EL 131, Qiu2019 (6),4EHIEL 60) A,
SR DEHD T I b LDFHEICAWVNSNTWIEMNDTZ. BHDIT DI MIACDWNTIFERL /&
REMSBD. PIPP X — )L TEEIRS% 24 BRBSOMEET o /2 4 DOAEDSET —
SNEUSEIEETH D 1z 3 DDIAFE (Anand1999 (3), Anand2004 (4), Qiu2019 (6)) (CD
WTHI(C XD TRRZRE L.
HAFROFMEUTDED (SEIRS LN 2 27D M ADRERICDNTI(FER) .

3T ID
Author
Published Year

HRTT1> TA IO MOLBOER FEHEER
FTRELL > ~O-—JL (Absolute Event Rates, P value; (4F(CFAZED limitation)
twFa>P BEH OR or RR; & 95% CI)

Anand 1999(3)

Zlss —_E51& RCT EILER (h=24) ¥4 RIET: opioids 0/24 vs. HEUIRER | R[5
KERE =HYS LA (n=22) control 2/21, RR 0.18[0.01, 3.47] | H&RIR>0O-1 K : 5F
N=67. 24-3238 TIS5tR (n=21) sIVH: opioids 0/24 vs. control B EFIBRIOEIREIE ¢
(FPoRfiE : /T AB¥ 29.2 3/21, RR 0.13[0.01, 2.30] =3

B, XI5REf 28.138) PVL: opioids 1/24 vs. control
PRONEEE | EXTH. & 1/21, RR 0.88[0.06, 13.14]
EFTAEBIRFEIR E NDI(moderate to severe):/a L
NEC: 72U

CLD36: 72U

R - RMmE: 20

ATHaSHAR : MD -4.70[-11.97,
1.67]

fAHD AL —)L(PIPP %56 24
B5fE) : opioids 7.9(SD 2.3) vs.
control 12.7(SD 3.8), MD -4.80[-
6.67, -2.93]

fEHDR 2 —)L(COMFORTNeo, %5
BHSATE 24 B5R) : opioids 14.7(SD
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3.2) vs. control 17.5(SD 4.2), MD
-2.80[-5.01, -0.59]

(*) PIPP: preterm infant pain
profile (0-20 =)

Anand 2004(4)

(10) (8) (11)
(12)

Lz —EEA& RCT
XKE., I—0OvwNX
N=898. 23-32

(23-26 BT ABE/ M5
£%39.2/39.9%, 27-29
1E:42.3/42.3%, 30-32
i8:18.5/18.9%)
BROMEAE © FERFH.
IUGR. EIERLEIRIR
B, BMAAEAA RepE
TRE

TBILEXR (h=449)
TSR (n=449)

T4 RFET: opioids 58/449 vs.
control 47/449, RR 1.23[0.86,
1.77]

sIVH: opioids 55/449 vs. control
46/449, RR 1.20[0.83, 1.73]
PVL: opioids 27/449 vs. control
34/449, RR 0.79[0.49, 1.29]
NDI: 7 U

NEC: opioids 9/449 vs. control
8/449, RR 1.13[0.44, 2.89]
CLD36: opioids 87/391 vs. control
88/402, RR 1.02[0.78, 1.32]
A% - ARIME: opioids 117/449 vs.
control 72/449, RR 1.63[1.25,
2.11]

AT#asHART : MD 3.10[0.45,
5.75]

FeHD R —)L(PIPP IS 5EAMA% 24
B5fE) : opioids 8(SD 2.69) vs.
control 8.77(SD 3.18), MD -
4.80[-1.16, -0.38]

(*) #5hAEaET - BaTE 72 KR - &P
IFEDOFRTEHHE GRXHRICT—
S DEEEIRL)

HEUIRER : 63.6/62.3%
HARIAF O B
81.1/81.1%
ERFEERIIARIDRIREIE
=3

Ancora

2013(5) (13)

Zitist —E SR RCT
AFITRE
N=131. 22-32:8
(Ao 26.0 58)
PROVEAE : EXBH. B
fE IVH (ME L) .
cystic PVL. 4% 18R
HADFif, PHIRE

Il

JI>2AZIL
(n=64)
TS5t (n=67)

AR 2L

sIVH: opioids 8/64 vs. control
9/67, RR 0.93[0.38, 2.26]
PVL: opioids 2/64 vs. control
5/67, RR 0.42[0.08, 2.08]
NDI: opioids 4/39 vs. control
2/39[0.39, 10.29]

NEC: opioids 8/64 vs. control
8/67, RR 1.05[0.42, 2.62]
CLD36: opioids 31/64 vs. control
28/67, RR 1.16[0.79, 1.69]
R - RMmE: 20

HEUIFX : 73.4/73.1%
HAFIRO R :
90.6/91%

ERF IR OBIREIE
EF
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ATHSHAR : 7L
JwHDAT—)L (PIPP)
feHDAT—)L (EDIN)

(*) Hiw 1 5 7 FTERFHE (P
JUE EEEDAHELEK) |, FERTES
(*) EDIN: Echelle Douleur
Inconfort Nouveau-Ne Neonatal

Pain and Discomfort Scale

Guinsburg1998
(7)

s —EER RCT
KE

N=22

32U, BEHS A H
=Ll

PROMESE | BHAAEAA
MR, AhSARERAER,
IM-IVEE IVH, FARHEESS
2, AROHREFNRE,
R FRIRRIDIEFFRIGS

JI>2AZ)L
(n=11)
(3ug/kg BHE%S)
7SR (n=11)

BHDRT—IL(PCS, %5 30 1318):
opioids 12.55(SD 2.98) vs.
control 14.27(SD 3.74), MD -
0.49[-1.34, 0.36]
JEHDAT—IL(NFCS, %5 30 &
#): opioids 2.55(SD 1.64) vs.
control 2.36(SD 1.56), MD 0.19[-
1.15, -1.53]

(*) PCS: modified postoperative
comfort scale, NFCS: neonatal

facial coding system

Qiu2019 (6)

s —_ S5 RCT
hE

N=60

32 BKE

BROMERE: EREQMNEE,
BEEDOFR, AFHIEHE
DIEFFEIRS

JxI>2A9”ZIL
(n=30)
IStk (n=30)

ATHSEAR : opioids 4.42(SD
1.32) vs. control 4.38(SD 1.27),
MD 0.04[-0.47, 0.80]
EHD AT —)L(PIPP, 15 HGE
#%): opioids 17.52(SD 1.63) vs.
control17.71(SD 1.27), MD -
0.13[-0.63, 0.38]
fAHDRA—)L(PIPP, % 5R151% 24
BFfE): opioids 13.05(SD 1.44) vs.
control 17.55(SD 1.52), MD -
3.00[-3.75, -2.25]

(KRN RATRDERIGSE)
21 >4=J)L (Ancora2013, Qiu2019)

EILER (Anand1999, Anand2004)

30ug/kg/hour(f£Ra 30-33 38)

> O—Fa 205 : 1ug/kg. 30 DU EMNFTIRS
<> HEHFIRSE : 1ug/kg/hour

> O—F+ 2058 : 100pg/kg. 1 B EMNTTERS
<> HHFIRSE : 10ug/kg/hour(TERE 24-26 38), 20ug/kg/hour(FERR 27-29 iA),
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[RAFTDY X))\ 7 X5l ]
52D 5 DDOAFTICDLNT., BEFD SR (CTERIRSNTULVRWE T MALICDULTD Risk of
bias iHMfixd Sz (CEMB LI,

Studv ID  Experimental Comparator Outcome Di D2 D3 D4 D5 Overall
Anand2004 Any opioids Placebo BPD moderate to severe ‘ . ‘ . ‘ .
Ancora2013 Any opioids Placebo BPD moderate to severe . ‘ ‘ ‘ . .
Anand1999 Any opioids Placebo Severe IVH . ‘ . ‘ . .
Anand2004 Any opioids Placebo Severe IVH ‘ . ‘ . ‘ .
Ancora2013 Any opioids Placebo Severe IVH . ‘ ‘ ‘ . .
Anand1999 Any opioids Placebo PVL . ‘ . ! . @
Anand2004 Any opioids Placebo PVL ‘ . ‘ . ‘ .
Ancora2013 Any opioids Placebo PVL ‘ . ‘ ‘ . .
Anand2004 Any opioids Placebo NEC . ‘ . ‘ . .
Ancora2013 Any opioids Placebo NEC ‘ . ‘ . ‘ .
Anand2004 Any opioids  Placebo Hypotension . . ‘ : . @
Qiu2019 Any opioids Placebo Pain(PIPP) . ‘ . ‘ . .

D1 Randomisation process

D2  Dewations from the intended interventions
D3 Missing outcome data

D4 Measurement of the outcome

D5  Selection of the reported result
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[ A5 DFER]

1.1 Pain(PIPP, % 5 BlsE 24K M)

Anyopioids Control Std. Mean Difference Std. Mean Difference
Study or Subgroup Mean SD Total Mean SD Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI
Qiu2019 13.05 1.44 26 17.55 1.52 27 25% -2.99 [-3.79, -2.19] =
Anand1999 14.7 3.2 24 175 42 21 4.4% -0.74 [-1.35, -0.14] =
Anand2004 8 269 449 877 318 449 93.1% -0.26 [-0.39, -0.13] .
Total (95% CI) 499 497 100.0% -0.35 [-0.48, -0.22] |
Heterogeneity: Chi? = 45.25, df = 2 (P < 0.00001); I* = 96% Z 1 0 5 3 5 1=0

Test for overall effect: Z = 5.42 (P < 0.00001) Favours [experimental] Favours [control]

[FBRDOFLH(TI MALR)]
GRADE (X370 A LAFHE (Summary of findings table)

DT (Certainty assessment) BEH
L INM7R | 8 | kEE TS5tk
iEHE
4 DURY i3 i3 or A% | (95% CI) | (95% CI)
&% 28 HERDTET
2 |S2AL| FEATR | FA P | FEAT | IERIC| 58/473 | 49/470 | RR 1.18 | 19 more | §OOO EZDN
i3 0 ROy | e (12.3%) |(10.4%)| (0.82 to per | I
1.68) 1,000
(M5 19
fewer to
71 more)
EEMEAHMm (Severe IVH)
3 |S2AL| FATR | FAT [ FRT | IERIC| R 63/537 | 58/537 | RR 1.09 | 10 more | &0 EZDN
{bstER 0 AN AN A <57l (11.7%) |(10.8%)| (0.78 to per iy
1.52) 1,000
(M5 24
fewer to
56 more)
REFBEREERLE(PVL)
3 |S2AA b3 FAT AT IEEC| =2 30/537 | 40/537 | RR 0.75 |19 fewer| &OOO EZpN
{bstER AN AN A <57l (5.6%) | (7.4%) | (0.47 to per FEE (T
1.19) 1,000
(75 39
fewer to
14 more)

MEEFEREE(NDI : Neurodevelopmental outcome (%% 18-24 HA))
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ERMDFM (Certainty assessment)

Page 15 of 24

8 |FTHI1> | ODURD i3 i3 or &A% | (95% CI) | (95% CI)
1 |S>AL| FBATR | AT [FEAT | IR | 2L | 4/39 2/39 | RR 2.00 | 51 more | 300 | &EA
{bstER LY AN AN A <57l (10.3%) | (5.1%) | (0.39 to per iy
10.29) | 1,000
(5 31
fewer to
476
more)
IRSEMERZ P (NEC)
2 |5 AL AT | FRAT | FAT | FEBIC| 2L | 17/513 | 16/516 | RR1.09 | 3 more | @O0 | E|X
biER 0 NN = YA %7l (3.3%) | (3.1%) | (0.56 to per 15
2.10) 1,000
(5 14
fewer to
34 more)
€1 ER(CLD)
2 |5 AL AT | FAT | FAT | FESIC| 2L | 118/455 |116/469| RR 1.05 | 12 more | @O0 | F|X
{bitER n ROy | R | ER P (25.9%) |(24.7%)| (0.83 to per &
1.31) 1,000
(5 42
fewer to
77 more)
#®IR - EmMEDOTEY—R
1 | S2L|RATR | BAT |RAT | RAT| 2L | 117/449 | 72/449 | RR1.63 | 101 | 999 | Z==
{EtER [ A ALY | TR (26.1%) |(16.0%)| (1.25to more =
2.11) per
1,000
(M5 40
more to
178
more)

AT
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ERMDFM (Certainty assessment)

mr| wm | JrR | eem |wmm|
w |s94>| ouzs | © I . or msa% | (95% c1) | (95% c1)
3

SUAL| BT | FAC | FAT | FZAT| U 503 500 - MD 0.17 | 000 | FE
1L BR LY RN | IR0 day &b |

(0.47 &

DK to
0.8 &
)

o

BHA7 (PIPP, 551 24 BsEIDFE) (X —J)L : 0 to 21)

3 |S2AL| RATR | 3ERIC | FAIT |FT| RL 499 500 - MD 0.35 | @O0 BE
it 0 2 7] [l I =N N fewer 15
(0.48
fewer to
0.23

fewer)

E@HAIF(NFCS, #55#% 12 RELIAOFEHTE) (XF—JL : 0 to 8)

1 |S2AAL| FRBISR | FHT | RAT| R | 2L 11 11 - MD 0.19 | @O0O0O | EB=E
{EERER 7| RUN | 7R more | IEE(TK
(1.15
fewer to
1.53

more)

#Ed» A 17 (COMFORTnNeo, %51 24 KEDEH) (Ro—JL : 8 to 40)

1 |S>FL| BATR | AT [FAT | F;A° | 12U 24 21 - MD 2.8 | @®®O | EE
bR 0 ALY | TR fewer Fh
(5.01
fewer to

0.59

fewer)

CI: {E38XR[; MD: 9%, RR: UR Tt
a. I square 38%

b. ERXEN LN

c. I square 72%

d. I square 96%

e. EEXEN 0 ZEL<
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[T 0)L— ]

A CQ @ PICOT THREULIEY I TIL—THEMEATOED
(1) 7ER&BER : 1ERR 28 3BKiE, 1E0A 28 B L

(2) BRI SHAME : £% 7 BUREE®R 7 BLARE
(3)FH : Jx>HFT)L. BILER. Z0OAh

(1)TERaIBEL

SERE UIERFROF TEERI(C 7D MO LM ENTULZdDI(E. Anand2004 (4)DFH T D
fzo &1 28 HUNDIET . Papile DEEME EDEE IVH, BERIRAL L <(E MRI TR
NIZPVL., FEILERETSTREBFCEFRM DI,

ROl (Certainty assessment)

| mReoRE Corinyasesmen) It\-;.\m
m | wm PR | wom | wme | T
# | 91> | ouzs| © % . sam | (95% cn) | (95% c1)

ERERMEANMm (Severe IVH) : £/8 23-26 8

1 S2AN | BAITR | BRIT | BHIT | IERIC AN 31/152 33/164 RR 1.01 2 more 8000 BX
{EitER ) AN AN R4 a (20.4%) (20.1%) (0.65to | per 1,000 &
1.57) (> 70
fewer to

115 more)

fEEBEBER{LAE (PVL) : 7£A5 23-26 8

1 S2AN | BAITR | BRIT | BT | IERIC AN 8/125 13/126 RR 0.62 | 39 fewer o600 BX
{EEtER W AN AN 3] (6.4%) (10.3%) (0.27 to | per 1,000 &
1.44) (h*5 75
fewer to

45 more)

&% 28 HBIADIET: Ei4 23-26 18

1 SN | FRATR | RLIT | RBAT | IERIC AN, 48/176 41/174 RR 1.16 | 38 more 8000 BEX
{LitER 0 20\ BV | B a (27.3%) | (23.6%) (0.81 to | per 1,000 &
1.66) (15 45
fewer to

156 more)

EEREPIHI/ MR SRR/ £1% 28 BUADETOWIhb: 23-26 8
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RO M (Certainty assessment)
IEF>RD

W | W PR | e-m | mm | | 7ok | e P
8 | FHI> | OURY £ or AR | (95% CI) | (95% CI)
1

S AL | TR | AT | BT | EsIC | LU | 68/170 | 69/164 | RR0.95 | 21 fewer | @d0O0O A
e 0 7O | B0 | EHa (40.0%) | (42.1%) | (0.74to | per 1,000 vid
1.23) | (15 109

fewer to

97 more)

CI: {=8XRI; MD: 197%; RR: UX ULt
a. EFEXMEHEL

(2)FKBIDIKSHAR
SEHRET UTEHAZROPR T, £12 7 BLUIFDOIEFFRDIMNR AR UITHFR(IIEh o 2.

(3)FH
SENREY UIZHRDHR T, BIXDAEA A RELOLERZIT > TR (I > 1z,

SEd Update :EEMEEXICEAULT

Update D7z D RIMRZRT

SRQ2)THANZBRERZEA L.

#1 (((infant, newborn[MeSH] OR newborn*[TIAB] OR “new born”[TIAB] OR “new borns”[TIAB] OR “newly
born”[TIAB] OR baby*[TIAB] OR babies*[TIAB] OR premature[TIAB] OR prematurity[TIAB] OR
preterm[TIAB] OR “pre term”[TIAB] OR “low birth weight”[TIAB] OR “low birthweight"[TIAB] OR VLBW[TIAB]
OR LBW[TIAB] OR infan*[TIAB] OR neonat*[TIAB])))

#2 (((((morphine OR diamorphine OR fentanyl OR alfentanil OR sufentanil OR pethidine OR meperidine OR
codeine OR methadone))) OR (“Narcotics”[Majr] OR “Analgesia”[Majr] OR sedation[Title/Abstract] OR
opioid*[Title/Abstract] OR remifentanil)) OR ((((((((“Morphine”[Mesh]) OR “Heroin”"[Mesh]) OR
“Fentanyl”[Mesh]) OR “Alfentanil”[Mesh]) OR “Sufentanil’[Mesh]) OR "Meperidine"[Mesh]) OR
"Codeine"[Mesh]) OR "Methadone"[Mesh] OR “Remifentanil”’[Mesh]))

#3 (("respiration, artificial"[Mesh]) OR respiration OR mechanical ventilation OR ventilat* OR intubat* OR
intubation)

#4 ((((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])))

#5 #1 AND #2 AND #3 AND #4

RFRFT—HIR—R
PubMed Z1T L. Medline D{&ZR=1To71=,
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e e
2020F9 H 30 HNM5 20224 10H 31 H
POE ST ES S
52 PICOT 2.
AR DO YU — > DF#
BRENEY MR : 68 iR
1LRRAOYU—Z2T%ER 0w
MRIAFTDE &8
B2 SRR Lo

BIf7D SR DR LENMRX DFERDRS
ZE U0,

SEIDHE (XF) B5
AIHIREREZE T DT 32 BREORER(CH LT, BHEMER - INERH MR EDEHED
FBEENT, £ 72 BEMACAEAA R (TJT>F )L, BILER) Z—RCEFHS LRV
EZIRET Do
TERE 28 BREDBRE R EEBADA EA 1 ROMR(CE LTRSS LIEIAREAR <. ZNS
DFBE(ICEMETIHER - IBFFEN(CAEA A RZERA LU TV DEERE—ERS 2ERNDRIRZ
A BEORECIGUTHRSZIRET U TER, FRAT B BREEADHE(TEIET
Do

(SFUL MR, BV EF > ROEERM)

TEF>ADSHEREAN
[EtD table (Evidence to decision)]

I

5 ) BT5<, FW

EFULHE th P =1

EFEULSRBRLEIER A=W nIH

IEF>X
DRt

=
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MRDINS >R

WEHIRE

BHEHRECHATS

IEF>RADiERE

BRXHR

IR/ i

Page 20 of 24
1
EERARERYE | ST RS
FRFES5DOE EFESDEEF
FHES<RRL 12U
tegsaEEh )
ADMELL
HESL B
PEED |MATEDFE
dX bk DR MO
BRAWRZL
BAmRRU
HE5<
payANSYAN A
HERL
HBES5L. BFW papaNSYAN A
HESL. BN

ERRC L DT EINDHOE(L IVH AP CLD 1R E. AHA RSA > DERMRTHDBRERDZEICS
WTCTEKRIRTDI MALTHD., WOEEEEV. Ko T, EFEOKRS EEETIH[/RIFERTHOMN

D. NICU TOEZELENWDSHRICENT(IERDRETH D, BERRELDEEZLWN. 77T MIAIIC
X1 9 DMMEFITDERIREEN(E S DE (S DV TIEEESNIR .

BFUWIR/EBXUSRBVEHR

LFEDED., BESNDMR (anticipated effect) (FHCKSTVNEEZ SN,

IEF>RADHERE

(FFETDOEKRI DI MHICDUT Certainty of evidence(CoE)(d Low 55 Very Low Té .

MRDINS>RX
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[£% 28 BUADIET. Papile DFAMEL EOEEMEALM(IVH), BERREIRLLU MRIRETZH]
SNIEHZERBBERCIE(PVL). 18-24 HHDHEFEETEAR. Bel DBIEULEE UL EFNZE
UTZIRFEIER X (NEC). {ELE 36 BDIEMHMRR(CLD). #HE ATHSEAM (DWW TIFRAE U < (180
DRMITICDT CoE (MEL . @D D EEENDD EEhtRMITE V. BHCEALTE. HREEFKEL
IROAY BRETDEEENENDD. —H T EFOERICKDERNTAZET DMFM - EIECDNWTE
BRECEBXDEEMEND D, ENGZ LOIDAgEMEN DD, ZIELU. BROIRRZEH. HAFTHEROIE
ZHHE(CDNT(ERET T DREN DD,

WEHIRE
BEFEAEUTNTAICKDEMDOERF. EHORX MEGICEEES (CXDHDANIR MDFHTHD.
BILERP T T ATILOEME. 1)\ F7ILHIEDEILER 1500 . JT>5 )L 450 B THD.

VEHRB(CEAIIIET > RADERM
SEIDIRET TE. BRXNRDH(EITDO TLIRL,

ERAXR
SEIDRET TE. BRXNRDHEITD TLVRLY,

A
AT, REIGENE L ZHECEFER, £EL. ERO NICU DBACE. MROBHEERC
LOFRDEAIHRSNBBEEHD D GEHYEGE ERREENS TR, FRICHEOREN
D TEANFIRENZRLE) .

TR
SEONAGBEOEREERLBSEOTHA< ., EETOMORERE (FeE, AF, 57) (CHEAM
TBEDTERLL,

SRITOIRETE
ERTLEENIAS I TITITONTVSERNITATH D, BACET DEEESDRN,

[Ke3E]

o 7D SR DFERNMNS. AIWIRZEY D1 32 BEXRBORERICHT D, BEREH (L& 728
FUA) OAEAA ROFEMBICKD., [4% 28 HUADIETL. Papile DFRMEL FOEREMEAL M
(IVH). BERREIZVL MRIKRE TEZITSNICHNZERBEREECIE(PVL). 18-24 HADHEFEEN
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SEEOHEREFETFEAR. Bell DFBIEULE UK (FFMiEE UIEFEERX(NEC). {E1E 36 BD
BHAEER(CLD). HEANTHKHEIM]. AMRAE UL (BT D EVWDBOEWVWIREGIFRFR TIER
moiz,.

o Tifia 28 BAREMDBRET(CIRE L TR 7D MO AZFE U THF(E. Anand2004(4)D—iEDFH
T, BESNIET7 D MAAER. [4%# 28 HEAADIET. PapilellEA EDEIE IVH, BERIRAERL
U MRI#&BTRZIENIZ PVLIOH TH DTz FERICDWVWTIF LR ERRR) . Fo. EEH4IRIRSE
IREDEER (Anand1999(3). Anand2004(4)) t° SGA (Small for gestational age) M2

(Anand2004(4)) (FATRDMERINESNTED . ZDORDIIEHRADIES(CDVWTDMRIEARFT
5B

® —iRMDIAFL (Anand2004(4),Hall2005(8)) (CHWT. [EFEMNMAZETI®RIK - ElE]HNERIC
EIUERESNTTZ. U L. FARDMTONTZKE (BSXORIND—ER) (CHITDBREIRDER
BHOBREE(FEANDOIRL & (FE2D (BRTEHBIMNILEART. £RBHAOBERIRE (CKL DT
fli. O B - AFOASZ2DREOFHHNEFGSREMNMTONDENEZN) « LD T, LI
RN ZOFFENDRB(CIMENBIREMNIARF CTHD. Fic. TEhE 28 BREBDBRERICIREL T
BB UTERFER =N TV,

® [&BH]CDNTIIHRAIBRERBIEDEFHADIATIN DD, SR TERASN TV DT ZRLT, Al
1551 24 BRI DR A DMz e UTziESR. PIPP(CoE Low, 3 #RMiAZE: Anand1999 (3),
Anand2004 (4), Qui2019 (6)) - COMFORTneo(CoE Moderate, 1 fRDOMATFL: Anand1999 (3))H'E
BIOBHFDODAATMETUIEEWSERTH 2. LU, 31EEZ(S Mean Difference 7%-0.35[-
0.48,-0.23],-2.8[-5.01,-0.59] & RE 7RV, F/T. 7Eha 28 BREBDBRER(CRE U TR U
FESR(FEIR L TLVRLY,

o I[EEDEREID. WEEDNSORZEEL. [MNEEMER - MERLBM/REDESHIEDTFIHEH
T. &% 72 BEAUACAEAA R (D22, BILER) Z—RCEIESURVW EZRERT
B. 1 £UTZ, —AT. BROKXDICTER 28 BXREBDBRER/R EZXRE ULV R, £
DEISRBECHIT DA EAA ROEHEDFHNRERF THD. ERDIEETIEFEDKL SRS
(CIEBN(CALEAA REFERAL TVDMRE—ESD D, RREREIRALHAENOEEMEALMMOD
FERER (FFEIME (CLEARTIRUN(9)e ZDKDRERDA EA A ROFERDIRIRZ#EAH.  [TEhs 28 8K
THOBRE RPLEERADA A ROMRICE U TRET LIZIARE R <. ZNSDBE (CEHIE
TR0t - SEFREM (CAEA A REFEA L TV DR —ERND DENDRIRZ A BEDIRRE
(S TS ZRT U TERW, | UM, 212U, AEAA RZEATIHECE. BEREBEAD
IR EDFERIDORWERVCERIOIRSER EICBRE T DREND D,
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Knowledge gap

TREMKRE ULHRKIRESN TS DSROATRE THD.

® TEfi5 28 IBKREDBRER
B4 IRIRIE /R EDEER
Small for gestational age (SGA)
R4 T - HREFNTR. BIREFRFE. RARHERIE. REDT7T MHA
FERID(1)I& 5 (RF(CHE% 72 BRI Q)I1IB52(3)IK5AEG)ERIRTOLRZ Uz
e

o RAIZERTI DHEDEYAERRL N 2R UITHR

EEXMIA

1 ERIEY. ET 2 iR AR PRI R O R HRFR #2010 [Available from:
https://minds.jcghc.or.jp/n/med/4/med0156/G0000577/0001.

2. Bellu R, Romantsik O, Nava C, de Waal KA, Zanini R, Bruschettini M. Opioids for newborn infants
receiving mechanical ventilation. Cochrane Database Syst Rev. 2021;3(3):CD013732.

3. K. J. S. Anand NM, Hugo Lagercrantz, Thomas E. Young, Rohitkumar Vasa, Bruce A. Barton.
Analgesia and Sedation in Preterm Neonates Who Require Ventilatory Support. Arch Pediatr Adolesc Med.
1999(153):331-8.

4. Anand KJ, Hall RW, Desai N, Shephard B, Bergqvist LL, Young TE, et al. Effects of morphine
analgesia in ventilated preterm neonates: primary outcomes from the NEOPAIN randomised trial. Lancet.
2004;363(9422):1673-82.

5. Ancora G, Lago P, Garetti E, Pirelli A, Merazzi D, Mastrocola M, et al. Efficacy and safety of
continuous infusion of fentanyl for pain control in preterm newborns on mechanical ventilation. J Pediatr.
2013;163(3):645-51 el.

6. QiuJ, Zhao L, Yang Y, Zhang JH, Feng Y, Cheng R. Effects of fentanyl for pain control and
neuroprotection in very preterm newborns on mechanical ventilation. J] Matern Fetal Neonatal Med.
2019;32(22):3734-40.

7. Ruth Guinsburg BIK, K. J. S. Anand, Maria Fernanda Branco de Almeida, Clovis de Araujo Peres,
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BER(TERREL 35 BERE CHA) (S UTER 28 HUARIC INO BEEZITD 2 &(FE INOIRULDEREZ
ITDTEEEART, BPDIREDRERFERENEIT DN ?

PICOST
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T£RG 35 ERE CHA UTZMIRAEZ 29 241% 28 HUANDRE
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Intervention:
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Comparators:
iINO BEZITIDIR0N

Outcomes:
ZET-, BPD, IVH, fMiERFZERE, BEUBEXR, BMRERSFLE, MM, TR, RATHEE
fiE, X MEIOE> MiE

Type of studies (study designs), Language, Time, etc:
5> MELEBGERER, SEBARHIRL

Definitions, other notes for PICOT:

E4fhEE (BPD; JEBNeo DERE(CHED)

EEMMEIN (sIVH; Grades III or IV of Papille’s classification)

RFIERE (NDI; i4RmE. RAEE. G - BREES)

RIS (NEC; Bell’s criteria 22)

BIRERTAE (PDA; EAIIRS., H—F)L. FinaERZEZLITED)

RATHIRZAE (ROP; stage 3 L EFZ(FL —T —FKEERH1 VEGF lHFARRIEHRZE LIZED)

BIFDHELE:
BIRRARHLICE DO\ L RIEUMRBOZEIEST (T 2 i) T, 34 BKEDOEREE RO A TR
DEMMEEBDFPHRE U TD NO RABED)L—F AFR(FESH SR .

SEIDHELE

IPIRFEEZ DS RERICH LT, —B{EERRABEZAE 28 HUAIC—RBICFTHRNC EZIERT
Do ANHER(IRE ROFE RELEMENTE MEAE (CX T D — B L ERMAEEICE U TR IR E L TR
UV (BBUVVHEEE, IEE(CIRVLIEST > XDEEM)

Evidence update CoSTR summary

BEfF D SR (& 2017 £ Cochrane review TH D *. REEOFIREE(CX I S iINO BEACDWTERET L
TWLZH INO BEDBMM (FRESNEN o fc. SEFRZCXEIMREZITV. REBFRICDUVLT 2 RO
JZIRRCT ZAE L. 1 RERALRZ . REAPECDULTHIZ/R RCT ZBHFD SR [CIX TASEBFEAZT
STZHY INO BEEDBEMEIIREIEM Dz, UL, BEHFD SR TIEFBREFZWVEDD iINO BEENIFET
EULI(EBPD OEETD MOLZRD T EDAMICENTULZ, 2/, INO BEDERE iINO BE%
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ERTE3ERNIRE5ND ZENSERERDIFIREE (CH I D —ED INO BEDHER (FIREHTIIR
<. REREOHEEE(CX T DEEMERBTHZENE UE—RD INO BAFHRE LW E LU,

BIFD SR [CEALT
B¥#FD SR @ Citation

Authors. : Barrington KJ, Finer N, Pennaforte T

Title. : Inhaled nitric oxide for respiratory failure in preterm infants
Journal name. : Cochrane Database Syst Rev.

Year : 2017

Volume(Issue)/Pages. : 1:CD000509

BIFD SR DF L&

A= | BEREFRAEZ 2T SEHERCH T —BIEERRADBEN LI RSN TNDSM, BEIRT
(FIFIRAEDRREEIRY INO BOEDBIRIEN IEHIE B E RIS D RN S D REIR(CH T D INO BEDR
ROREINBETH D,

B EEREITREEZZE URERICH T D INO BEOMRGET, @H4MMER[CLD], KMEALM
[IVH], ZTOMOEEIMIES, REFRFHFEETR)ZHMDT D,

Ak U—D7 05> MESRICTFIREEZZ Uz 35 BRBORERZNRE L. BEOIREEZEDE
H(CHNR INO BEZEA ULBE L INO FEZFERUIRH D IZBE(CH TS INO FEDRRZLR LT
YZEMRE UTe, ARTHA>(F. S LMELEEREHER. BHUERT T > Z2WRE L. ATEITET
STz, BRE\EF—4~R—2 (£ MEDLINE, EMBASE, CINAHL, CENTRAL Ofth, IRFEHE(THROERERRERL <
AU PAUIINERZ2OUFERR LTz, R (F 2016 £ 1 A 15 HICITo> /2. A SR DFEER
Cochrane Neonatal Review Group MFEZAL, TEF > XOHEEMEE(C (E GRADE §Hfiz AU

. MEESNIEHATROMRNARRD Iz, (1)E% 3 BUAICERIEARDEHIHS ENIZHAZR, (2)BPD
FHHDI=HIL—F > TFHI&SE NI, (3)BPD RIEDBRMENE <, £ 3 BUREICKESSNE
HAFRD 3 DICHERICHT, ZNENUSDVWTAYE#ETZITOIZ.

BR: IJAO—VYIHREZED. 17 D52 MEEBEEBRAAMR EG O 2. BRICRRDIZHREIDA
Bz UIC 10 DHERD A FHEMTTIE, FET & BPD DEE 7T MO AICHER/NRA /2N D7z (RR 0.94
[95% CI 0.87-1.01]). BPD FB5D7z6b®D iNO BEED)L—F 2 AERICEI T D 4 DDFRERD X FEET T
FET-/BPD DS D bHLDBR/RBINFEN D TZ(RR 0.94 [95% CI 0.87-1.02]). BPD FiE'J XU
DEVWRERCH I DEE 3 BLURED INO BEZIRFT UTZ 3 HAFRD X F##HT T (d BPD DBERIRMN IR
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M >7Z(RR 0.92 [95% CI 0.85-1.01]). 4% 3 HEAIC iINO FEZER UIZRIET(IEAE IVH (X 20%
IBINULIZHY, BREGRN Dz, ETOEEED IVH °EJE I[VH (CX 9D INO BEDRERZRGRH
Biahofz. HEFEREBORIE (CARRMREIEMN DT,

f&im © A SR TIEXMREEZE UTERERADEREHD INO BEOBEMME I RSN D2, HIRES
DHDRERADIL—F > D iNO BEDEAEMIEE. BPD REEFADERME(IRSNIEMND/Z. BPD
T DTz DER 3 BEPED iINO BEE(IBN THDEEEMEEH DM A SR TEHBEREEFEL. DREE

INEWZED, EERDIAFTRMNRETHSD.

BE7FD SR D AMSTAR FHE#ERDE &8

1| PICO D&% Yes
PAWSNNOLEGS Yes
3| BIREAE Yes
4 | HEFERY S IMRZR Partial Yes
5 | BAZIER Yes
6 | T—~iht Yes
7 | BRIMATE Yes
8 | IRFRDEF M DECIR Partial Yes
9 | f& < DIAFRD) 1 77 XU XI5l RCT Yes

10 | EERIR Yes

11 | A9DHFE RCT Yes

12 | X9 DH)\A 77 XY X D5 Yes

13 | #ERBER) A P RURDER Yes

14 | EEH% Yes

15 | AR/ (A 77 R Yes

16 | FIHER Yes

AMSTAR 2 Tl 16 IBEBH 16 IEBEN [Yes] . EEIAH 7 IBEHTI(E [Nol OFEREFRMNDTZ.

BEFD SR D PICOT

Population:

Y7052 MTKDTRREERZIT O ITTRETFIRAZZEY D1 35 BRBDEER.

Intervention:

FERAE(CXF U CZDMDEE(CHIIR T INO BEZITD
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Comparators:

MFIRAZE (CXF U TEDMDIERDHEITD

Outcomes:

FEVD DA

- EBRIET

- BPD({Z1E 36 ;B TOREZRER)

- JETC 33U\ (& BPD(ELE 36 BB TDEESREM)
- IVH(Z&T®? Grade, Grade3 30\E4)

EV/ WA vsYN

- =R BEERIL(PVL)

- HIREFERE

- ROP(£ 7T stage, stage 3 AL)

Type of studies (study designs), Language, Time, etc:
S5 >4 IMELEBGRBRE T2 (I S >~ LMEEEEEHER, SFERHIRL

MXEMRZRHAR] - RRE
HEHRFT —4X—X : MEDLINE (Pubmed) . EMBASE. CINAHL. CENTRAL
RF¥H: 20161 H 15H

BIfF D SR DfER

S[Ed EvUp sheet Tld. A& SR DFER(C Update IREBEDZNX THETZITL)., £EDTHERZIRRT
Do

SEID Update SEMERZICEAL T

Update Dz DI HkIRFEIN

(“nitric oxide"[all] OR “nitric”[all]) AND ((infant, newborn[MeSH] OR “newborn”[all] OR
“neonate”[all] OR “neonatal”[all] OR “premature”[all] OR “low birth weight”[all] OR “VLBW"[all]
OR “LBW"Tall] or “infan*“[all] or “neonat*“[all]) AND (randomized controlled trial [pt] OR
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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]))AND 2016/01/16:3000/12/31[Date - Publication]

BRRT—IN—2R
PubMed - MEDLINE

BERE - ®%H
2016 F1 A 16 B - 20224 9 A 13 H

Xy Skam S AF
52 PICOT £88

XERR O U—=>2D D¥#Hl

REEY MR 173 5

1RROU—Z2J4%&R 1 130 i@ pRot

2RRAOYU—=7 1 43 @ full text LE 21—

RIZHER 1 1 DOFIC/AAT(SR [CEFENITHARDRNERS), 1 DDEIMHAR
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173 records identified
through database searching

Y

[ 173 records screend ]

>{ 130 records excluded }

) 4
[ 43 records assessed for full text ]

assessment

Y
0

1 record excluded due to
inability of access

Y

42 full text articles
assessed for eligibility

b[ 40 records excluded }

A 4

[ 2 New studies included ]

- 13k (ETE D F RN TE IR LIz,

- 1 DD SR’ (C Cochrane 2017 (CIFRASINTLVEMN DTz 2 DD RCT iMEENTLV/Z(OWang YF.
Multi Center Clinical Study of Inhaled Nitric Oxide in the Treatment of Infants with Hypoxic
Respiratory Failure. [Doctor Thesis] Fudan University, Shanghai, China; 2009. @Zhuang DY, Hu
LL, Wang LZ. Clinical study of inhaled nitric oxide in the treatment of preterm infants with
hypoxic respiratory failure. Zhong Guo Xin Sheng Er Ke Za Zhi 2011;26:19-22.)., LAL. L\I N
%t PubMed (CINE=NTHE ST AFREH THDITHIRI LT,

- PICO W"—%{9 2 RCT A" 1 HFTE LTz, $EIRERERFD INO BEAZARET L TH DR CQ AR ET
BDNAERS S ERDIZHIRIULL.

MRARDE L&
S[Eld Update TR DM D IZATRDE 8
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RID | tyFa | MR WRE TTABFDFRE FEREED
>0 | AR E
A/
3168
(A
)
Hasan 33 229/ | GA<30wk,BW | Intervention: Placebo (Nitrogen)
S,etal. | centers | 222 <1250g iNO &E
JAMA in US Bi6 5-14 (CA | (NO D#IHERE 20 ppm, 72-96h T 10 ppm (T
Pediatr. | and THIREEH DL | 2, 10-11 B4#&I(C S5ppm (TiRE, 24 BBZET
20177 Canada (FIEERGH Sppm )
70 NALBD BEROFEHEFR
FER

- 18-24 4 BTDIEL or MHHFFEREE
56/180 (31.1%) vs. 53/180 (29.4%)
- REFERE
30/180 (16.7%) vs. 34/180 (18.9%)
- BSID-IIT <70
13/164 (7.9%) vs. 12/167 (7.2%)
- Moderate to severe celebral palsy
7/180 (3.9%) vs. 11/190 (6.1%)
2/173 (1.2%) vs. 9/173 (5.2%)
- BAOBE
23/180 (12.8%) vs. 25/180 (13.9%)
- EEAEE

8/173 (4.6%) vs. 10/173 (5.8%)

- INO BEAIFZRITH, {BIE 36 I TD BPD IREEFELE 18-24 4 A TOM
PR OHERETREZHESERA.

B IINBAXFEEFP D NAAICHUTER LUZEDTHD, BITIL—-7
(CEAUTIMREDDAR+D THDEIEEMEN S D.

- B T OMODEREDE VD R EZ R (F UIRIEEEN D D.

- BIf7 D Cochrane review [CEZFENTLVZ Yoder 2013 (CREAFEZIMX 123k

==
=

AR ID | tyTa | WX WHHRE TABEDRTE XHHEEED
>0 | AE ®E
TN/
Papi
(A
)
Greenou | RCT 152/ | 24wk<GA<28 | Intervention: Control:
ghetal. | N=305 153 | wkeéd, iNO &% TSR
] BRM 9 7 BW>500g
Perinat
Med.
20213
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7O NALBD BROF EHEFER
FER

- 2 AR DFETH - L + EUNO trial® @7 0O— 7w T3
- 2-7 "D AT - IFIREEZ 2 UTREIRAD BPD FEDZhD iINO IRABE(FRITFROB
44/152(28.9%) vs. 53/153(34.6%) WEOBEME(FIR,
p=0.29
- IPIREZE T D AR
10/152 (6.6%) vs. 16/153 (10.5%)
p=0.22
- FMIBND AR
33/152 (21.7%) vs. 32/153 (20.9%)
p=0.87
- TOAMDIBATD AR
14/152 (9.2%) vs. 16/153 (10.5%)
p=0.72
- 7 5% CO Strengths and Difficulties
Questionnaire MDFER
8.3 (5.04 SD) vs. 8.5 (5.76 SD)
p=0.72

BSID-III, The Bayley Scales of Infant and Toddler Development, Third Edition; BW, birth weight; GA,

gestational age

BI7M SR DfER LENRXDERDHS

Hasan 2017’ (BEfED Cochrane review M>%5(3)BPD FEDBMRMN T <, £#% 3 BLUEICERS SN
JEHRFTRICHFESND EE X 2, Hasan 20177 (CEFENDT—FDS5, FHIT7D MAAICDULTIE Yoder
2013 & U TBEFD Cochrane review [CEFENTLVZ. Greenough 2021° D777 MAAFSEIDH A R
S+ > update D7D MHOLESFERN DI, ZDIZs. Hasan 2017’ D7 MHLADSE, Cochrane
review ([CEFENTH ST . NDOSEIDHA RS> update D7 T MHATHDMEFIEREICDNT
(&. BXfFdD Cochrane review (EBINL CTASEEMfEITIADIZ. (1)5E% 3 HUARICER{EARDIZHIRS
SN, (2)BPD FHDTzs)IL—F > TTFHiRSE SNIZHFTRIC DL TI(FEIF®D Cochrane review &
ZTOFFHEALZ, (3)BPD RIEDBRMNE S, £#& 3 HUR(CIKRSSNEMEDD S, MEFRERS
P77 S ALICDWTEELFD Cochrane review ZZDFRFHA L.
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Barrington 2017 [CEFENDIARDS ESEHEDORRE UZIRFRDE L&

*TIMIALOWTFIRFRUZ

(1) &% 3 BUAICERREARRDIZOHS SNITHR

Page 12 of 31

ift5E ID Ty TR XERE TA PO 7 S HLBD wh>HFU— TR
> | AR R 7ML
ON)
Dani B fES 20/20 <GA30w T |iNO 10 ppm % | iNOEERR | SEL-E UL < (E CLD: sIVH(Grade 3-4): 2/20 EERDS ZE U
2006° H# 0-7 (CE | 4R, 7% | L 10/20 (50%) vs. (10%) vs. 2/20 (10%), BERCHIFSBINO
JERDS Z#2 | 6 ppm TKE 18/20 (90%), p= 1.000 BEFCLD BLL
LR T p=0.016 PVL: 0/20 vs. 1/20 (5%), | [FFE-EBEECHS
p= 0.500 [Sycy/=
PDA: 16/20 (80%) vs.
18/20 (90%), p= 0.421
NEC: 1/20 (5%) vs.
0/20 , p= 0.500
ROP: 3/20 (15%) vs.
3/20 (15%), p= 1.000
Hascoet 2F 10 | 415/445 | GA<32w T iNO 5ppm TR | INO /XL ABHERE 28 HAER: | &% 28 HETD sIVH, PVL | iNO BEEFRER(C
2005%° DEFERA REERIEZ | 1AL, R4 (TR 255/415(61.4%) vs. | [CDWTIFEEERL WUTRELTHDE
> — =L, #7E |2 272/445 (61.1%), SEN. GHELRSE
HEY DR p=0.943 28 BEFEFES
BEEDR EXRRNDO
INNOVO 54 55/53 GA<34w T | iNO 5ppm iNO 72 L 1RTORTELLE | AMEIOEY >2%: BERCHTSBINO
2005t 34 5% 4% 28H%K | (BKX 40 ppm EEEIEE: 37/55 vs. | 8/55 vs. 0/53 BE(CHRIISRE
MORERE | FCEE) 36/53, p= 0.94 BN
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5% ID tyFa | HRAK WRE TA PO I NALBD th>HU— R
>0 | AR R 7R
(N)
I DFIREE 1 CDIEL: 30/55
DR vs. 34/53
Kinsella 1 ED 48/32 GA<34w T iNO 5 ppm iNO 72 L 477 25/48 (52%) TEEM3R: 13/25 (54%) vs. | EEFREEEZEY
1999*2 J5]:3 3 hed Bt 7 UF. vs. 15/32 (47%), 12/15 (80%), p=0.10 ZRERADEAE
25— Y0705 p=0.65 sIVH: 16/43 (37%) vs. @D iNO EAIFEE SR
12 Hius& > ME5EO CLD36: 15/25 (60%) | 10/26 (40%), p=0.92 fbzeE= Mt
Espng izl vs. 12/15 (80%), HFEWES LN
TEN'H DR p=0.30 o
ETHLL(ECLD36
37/48 (77%) vs.
29/32 (91%), p=0.14
Mercier 2 TE 45/40 <GA 33w iNO 10 ppm iNO 22U R—=RXSA M5 IiNO BERICHTDER
1999%3 33 MEEg D 41 7 AR BOARIIA 2 BRI BHIDIEAE INO
NICU D Oxygenation index M B (IEERIEDNE
oxygenation Z=:-3.6 (10-6) vs. - [CDVWCTERIRIR
index H'E# 5.4 (8-9), p=0.11 [FRmore
% T a3 %
BEZEEU
U
Srisuparp =20, (7 16/18 £#% 728508 | iINO 5 ppm, ISR Oxygen Index MZ1t | IVH (Grade III): 1/16 BREROBENSH
20021 N0} BX 7 B (FEEEU(p=0.46) | (6.3%) vs. 3/18 (16.7%), | ZREDMFIREE 3
oxigenation p= 0.60 95 INOEEFR
index W& 4 IVH (Grade IV): 3/16 HHADEE SR (b T iR E
BRBZ I (18.8%) vs. 2/18 I3

(11.1%), p=0.65




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

Page 14 of 31

ZyF4
>0

HERAE
APNES L
ON)

MRE

TA

#452
i

7O NOLED
fER

ThFU—
4w aValN

R

500-2000g
DR

SEIEE PDA: 1/16 (6.3%)
vs. 1/18 (5.6%), p=1.0
NEC: mg$a L

Su
2007%°

L2054

32/33

<GA 31 w,

BW <1500 g
TATIHIKE
BZzEIDRE

iNO 5 ppm
(82K 20 ppm)

TSR

Oxygenation index (&
0.5, 3, 12, 24 BRI T
BRCHE

FET": 6/32 (18.8%) vs.
10/33 (30.3%)

CLD: 10/32 (31.3%) vs.
11/33 (33.3%)

IVH (Grade 3): 2/32
(6.3%) vs. 4/33 (12.1%)
IVH (Grade 4): 2/32
(6.3%) vs. 4/33 (12.1%)
PDA: 9/32 (28.1%) vs.
8/33 (24.2%)

ROP (Grade 3): 3/32
(9.4%) vs. 3/33 (9.1%)
ffiim: 3/32 (9.4%) vs.
2/33 (6.1%)

NEC: 2/32 (6.3%) vs.
2/33 (6.1%)

* FEREVWITNEEEERL

B4 RDS. 0K &
B ORERCH
9B INO BE(IIE
HARYREIER (37 <
MR ZWRETD

Van Meurs
20051°

HEER b

d W

210/210

<GA 34 w,
BW 401-
1500 g CTiH
£ U. RDS,
S, Bum

iNO 5 ppm.
X 10 ppm

TSR

EHL<IECLD:
167/210 (80%) vs.
170/208 (82%),
p=0.52

sIVH £ U (& PVL:
69/179 (39%) vs.
50/155(32%), p=0.11
ROP: 29/98 (80%) vs.
36/112 (82%), p=0.42

15009 KiBDEAE
BERICHFI B INO
BEFFETELL (F
CLD Zig =1
morz
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if5% ID yr+ TIERAE XHRE TA Xithg 7 RHLBD vh>HY— R
>0 | AR &R 79 NAL
(N)

fiE, $TENE FET=: 109/210 (52%)
MR ME vs. 93/210 (44%),
JEE(PPHN) 72 p=0.11
EDBEMR CLD: 65/109 (60%)
RECBEN vs. 86/127 (68%),
=R p=0.26

Van Meurs L=2);i58 14/15 <GA 34w, iNO 5 ppm ISR FETEHE UL & CLD: sIVH 55U (& PVL: 0/14 <GW 34 w, BW

2007Y BW >1500g | &A 10 ppm. 7/14 (50%) vs. 9/15 | vs. 2/15 (22%), p=0.47 >1500 g (DEAEME
THEL. BAX14HET (60%), p=0.87 ROP: 0/5 vs. 2/5 (40%), IRPEE DI D RE
RDS 72 EDE2 ZET: 5/14 (36%) vs. | p=0.44 IBICXT B INO &
T AT IEIR 4/15 (27%), p=0.70 | NDI 1/9 (11%) vs. 2/8 ERFFETEELL(E
BEEITOT CLD: 3/10 (30%) vs. | (25%), p=1.00 CLD ZHBRITH
Ay 5/11 (45%), p= 0.66 eV

Wei SR [CEFEFENTVDIN, FEFEONXFTH D ARETEHRRLY

20148

(2) BPD FBDEHIL—F > TFHiREE SNIZHFR

ffZE ID tTyTa | HRAK MERE TA PO 7O NOLED tThFU— HEER
>0 | TAHR R 7N
ON)
EUNO 94 E36 |401/399 | GA 24-28w ~
’ CLD 12477 N BN S PEAEDIF
2009° 5 TBW 500g |iNO 5 ppm % A E/REMEIE 36 BDE _
. 258/395 (65%) vs. IRpEEZ 29 3RH
HUtn248 | RIE7 BRENS | TSR F: 181/261 (69%) vs.
262/400 (66%), ERCHTD 24 15
BMAICH— | &KX 21 B 188/249 (76%), p=0.23

709>k

p=0.73

RILARD INO E
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ACEEsRI%

p=0.86

sIVH: 2/59 (3.4%) vs.
4/65 (6.2%), p=0.68

if5% ID yr+ RN XHRE TA Xithg 7 RHLBD vh>HY— R
>0 TIA/HIER 1R 7 NAL
ON)
S RITIAD {E1E 36 B TDER: LTHEEESR: 380/395 | (FCLD EF4zxa
fz. BLLIE 343/399 (86%) vs. (96%) vs. 365/397 BELIN O
Sp02>85% 359/401 (90%), (92%), p=0.02
DHERFICBRIE p=0.21
BMIUETR CLD36: 81/339
2 (24%) vs. 96/358
(27%), p=0.29
Kinsella 14E 398/395 | <GA34w, iNO5 ppm%& | IS5t BET=: 78/394 (19.8%) | sIVH L < (& PVL: FREEEZT DR
2006%° 16 fEs% BW 500- REFTHLL vs. 98/392 (25.0%), | 61/372 (16.4%) vs. ERICHUTEREZ
1250 g (21 BF8 p=0.08 80/366 (21.9%), p=0.06 | M iNO E%(L CLD
414 48 BERS CLD: 212/326 SIVH: 49/398 (12.3%) vs. | RS BAN D=
VUt =R (65.0%) vs. 210/309 | 63/394 (16.0%), p=0.14
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TR FETEL L (E CLD: 32/356 (9.0%), p=0.048
282/394 (71.6%) vs. | PDA(F#liA%): 86/398
295/392 (75.3%), (21.6%) vs. 86/395
p=0.24 (21.8%), p=0.96
NEC: 53/379 (14.0%) vs.
46/369 (12.5%), p=0.54
Kinsella 1E 59/65 <GA 34w, iNO 10 ppm %= | IS5tk BET: 1/59 (1.7%) vs. | NEC: 5/59 (9%) vs. BW 500 g-1250g
2014%° 5 ftas% BW 500- RAE 2 R 2/65 (3.1%), p=1.00 | 10/65 (16%), p=0.23 DRERANDER
1250 g CLD: 24/59 (41%) PDA(FAREE): 3/59 (2%) | 72 BERLIRDIEE
1% 72 B3 vs. 25/65 (39%), vs. 8/65 (12%), p=0.41 BETDINO (F%2
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55L& FETELULI(ECLD: UNEVE S crAva)
CPAP % 25/59 (42%) vs. ofz
ToOTWVWBE 26/65 (40%), p=0.86
Schreiber s 105/102 | <GA 34w, |iNO10ppm T | B8%R(IS5tz | ELELL (L CLD: sIVH & PVL: 13/105 FIREEEEY DR
2003 BW <2000 g | B#AL. 5 ppm | 7R) 51/105 (48.6%) vs. | (12.4%) vs. 24/102 FEIRAD INO &%
wE. U—0 | ([CRE 65/102 (63.7%), (23.5%), p=0.04 (FFET=& CLD &
7O % p=0.03 ffitiom: 4/105 (3.8%) vs. | AEtEd
S5xBURE FET-: 16/105 (15.2%) | 7/102 (6.9%), p=0.37
1% 72 BERILL vs. 23/102 (22.5%), | fE&!E PDA: 20/105
RDYE p=0.18 (19.0%) vs. 26/102
(25.5%), p=0.27
NEC: 13/105 (12.4%) vs.
6/102 (5.9%), p=0.11
ROP: 6/105 (5.7%) vs.
10/102 (9.8%), p=0.27
(3)BPD RIEDfEMRMNE <, &#& 3 HLURE (SIS SNITHAR
ift5% ID Ty« TR MRE TA PO 7 SHLBD thoFU— HER
> | AR R 7RI
(N)
Ballard 14E 21 | 294/288 | <GA32w,BW | iNO 20 ppm TS5t CLD R & 417 AT IFIREIEHITO
200622 HEE&D 500-1250g | 48-96 KRS 129/294 (43.9%) vs. NIZRERADBE
NICU TH#%7-21 | =D#E 10,5, 2 106/288 (36.8%) 7-21 @ iNO BBE(
BICAIME | ppm [CRHE p=0.04
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19977 IR (O vs. 7/22 (32%) 2/20 (10%) @ iNO BB (FFET
L THERD CLD: 10/20 (50%) JFEIRIE PDA: 4/20 (20%) | BUL< (3 CLD &
BIEE, H— vs. 14/22 (64%) vs. 3/20 (15%) IMERTRN
IFOF FET-5L< (3 CLD: NEC: 1/20 (5%) vs. 2/20
%5, AT 20/20 (100%) vs. (10%)
RSB 24T 21/22 (95%) ROP: 2/20 (10%) vs.
). modified *WINBEEERL | 0/20 (0%)
CLD *WNINEBERERL
prediction
score C CLD
FEREU X IH
B E e
nreE%
96 BERAA
DR
Yoder 24E33 |229/222 | <GA30w, |sT¥shur T | ISR CLD /2 &47F: 80/229 BURUDRERIC
2013 HEs%D BW <1250 g | FiE. <72; B¥ (34.9%) vs. 70/222 5393 INO B
*E—FAZD | NICU D 514 | M 65T, (31.5%) CLD i &%
Hasan 2017’ BHOFFERD iifi:?ﬁk’t%iw {E1E 36 IBEThDER: =PV
&0 Yoder 55, AIH | gpggss 210/229 (91.7%) vs.
2013 TR RS, 207/222 (93.2%)
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W3E ID twF | HRAZ HE A popiet T RHLBD H>AU— =R
>0 TIA/HIER 1R 7 NI
()
=nreEs>—4 CPAP Ei2% CLD36: 130/210
% f E93IE (61.9%) vs. 137/207
(66.2%)
FNPNEEEERL

BW, Birth body weight; CPAP, Continuous positive airway pressure; GA, Gestational Age; sIVH, severe intraventricular hemorrhage (grade 3-4); NDI, Neurodevelopmental

impairment; NEC, Necrotizing enterocolitis; PDA, Patent ductus arteriosus; PVL, Periventricular leukomalacia; ROP, Retinopathy of prematurity (grade 3-4)
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EBMEROE LD

Forest plot of comparison: fEFIEREE

* Review Manager 5.4 i {EA U THER
XIBNNERS (X 1.8.2 Studies with entry after 3 days based on BPD risk (CEEN23

Treatment Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% ClI
1.8.1 Studies with entry before 3 days based on oxygenation
Van Meurs 2005 45 89 48 102 95.5% 1.07 [0.80, 1.44] h
Van Meurs 2007 1 9 2 8 4.5% 0.44 [0.05, 4.02]
Subtotal (95% CI) 98 110 100.0% 1.05 [0.78, 1.40]
Total events 46 50

Heterogeneity: Chi’ = 0.61, df = 1 (P = 0.43); I’ = 0%
Test for overall effect: Z = 0.30 (P = 0.76)

1.8.2 Studies with entry after 3 days based on BPD risk

Ballard 2006 109 243 114 234 75.4% 0.92 [0.76, 1.12]

Hasan 2017 30 180 34 180 22.1% 0.88 [0.57, 1.38]

Subhedar 1997 0 7 5 14 2.5% 0.17 [0.01, 2.71]

Subtotal (95% ClI) 430 428 100.0% 0.89 [0.75, 1.07] J
Total events 139 153

Heterogeneity: Chi’ = 1.48, df = 2 (P = 0.48); I’ = 0%
Test for overall effect: Z = 1.23 (P = 0.22)

1.8.3 Studies of routine use in preterm infants on respiratory support

EUNO 2009 14 306 15 324  11.9% 0.99 [0.49, 2.01] —r
Kinsella 2006 84 237 73 218 62.3% 1.06 [0.82, 1.36]

Schreiber 2003 17 70 31 68 25.8% 0.53 [0.33, 0.87] +I
Subtotal (95% Cl) 613 610 100.0% 0.91 [0.74, 1.13]

Total events 115 119

Heterogeneity: Chi’ = 6.02, df = 2 (P = 0.05); I’ = 67%
Test for overall effect: Z = 0.82 (P = 0.41)

0.005 0.1 ] 10 200
Favours inhaled NO Favours control

Hasan 2017 Z&iBHN U TIT 2 Ie iR FERE D XA IR OFER (FEEFD Cochrane review Bk, BEEIEMN O,
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BN #EkZE N X Iz Grade EP table

=D (Certainty assessment)
IEF>Z0D

L7 g | FEsEE
URY (95% Cl) (95% Cl)

MIEFREIEE - BPD REDRMRMENE<, £ 3 BUECIRSSNIZHAE

3 | 524 | BATER | RATE | RHT | RAlT U 139/430 | 153/428 | RR0.89 | 39 OO0
N | ot L) L) i:: 0 Fi:: {0 (32.3%) (35.7%) (0.75to | fewer =L
BR 1.07) per
1,000
(from
89
fewer

to 25

more)

5

CI: confidence interval; MD: mean difference; RR: risk ratio
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BHERREBDIXDTDHIBERCHUT, ¥OOSA RFRNMERZEART DI E(HMER LS
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PICOST
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Definitions, other notes for PICOT:

2 M4AHEER(CLD) : {E1E 36 :BRFR COBERG S F 2 (FMFIREH/R— b

FET : RFRIMDIET

I=IEMERS A (NEC) : Bell’s criteria =2

RARHMEIEAE(ROP) : stage3 M EF/z(FL —H —AEEH1L VEGF I FHRMESZE L IZED
EEMMEAREIM(SIVH) : Papille’s classification @ Grades III or IV)

Planned subgroups:

L7 TSI GEOEE

BITF DHELE:
RIS MERMR ROZEIEE (SRE] 2 hR) (C(HMELEAEARERORBREETFHE LT, —BIEBEREIE(IC
BT OT Y OMEEZES TR EEBOHSNRBVEERHEN Doz, DL T TS IAIREED) X
NHDMIRZREIR T DREREADFHYN - JBENT U RO S %5 EMEMEEDREERDIETR
(S U CTABRRIRZ RSN DT,

SElDHESR
BHERREBD IR TDHDIBRERCHUT, £%& 2 BEUAICYIO0S1 RRIEERZ —RCEHR5 U
IBWS EZIRETD. ZIEL. DL T7TSXVBUTHIRERCIE. &% 2:8RURDI7>X0OYX A
SIS EIRFT U TERU, %59 2155( BEMHWMPIREREDFIE (TR T D. (3L \HEE, &0
TES>ADMEEM)

Evidence update CoSTR summary

BIFD SR ([CENWTT7ZRONA S AR5 LD .. BERSMAD BPD R (FRA Lo 7zht. DL
7 TS XIEEDRERD BPD F(FFET(EEA UTZ(N=3, n=148, RR 0.83 [95% CI 0.70, 0.99],
RD -0.128 [95%CI -0.225, -0.008], NNT=7.8), TUXONA > A%5(CKDEREZD BPD 38T
(FHAEI . IFTVRONASHEEIL 7 TSI GEORERD BPD @ ZERBI R
. BEDS A MELEEBHRER(E 1 DOH THDITEFT > ADEFIMEN DIz, SEl. Y7051 REF
EF & BPD (CRAT #1772 update S DENM(FIR > 1eht. &1 2 FORIATR(CEI IS RCT Zi&
MU, MREEFE - HRFRICOVTEZSRAONA S > 2S5 UB T STRBIOR TZE (Fh >
=

VERAOX AU FEDEVWIEST RN, DL 7T SIAIBMOSRE. ERRSHNERICBPD &
RFFECZERAS B, &% 2 BEMRO7ZZA0OXA S 25CLD. BEEHMFIERELEDY X OH
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ERITDIZENHREETNTULVSB(N=1, n=1,074,236, RR 9.00 [95% CI 2.87, 28.3], RD 0.018

[95%CI 0.004, 0.060], NNT=55.6)1'. RERAN&ES UIHEOFAERFIABATEH D, 5O update

UTERB(CHENWTCRER(CTZ>RAONA 2 2 Zi%5 UTER TR PR DIRE (I o fz. R

ERWEFRDI\S > XZEBR Iz L TOFAMRE END. FLERMNPROIEST D XIFRBLEN, 772

AOXA S BHERNLZMTH D, EOMFE TEAFITERZRITD I ENHKED EEZISND,
BIf7D SROICALT

BIfF D SROD Citation
Authors : Razak A, Alshehri N.
Title : Azithromycin for preventing bronchopulmonary dysplasia in preterm infants: A
systematic review and meta-analysis
Journal name : Pediatric Pulmonology.
Year : 2021
Volume (Issue): Pages.: 56:957-966.

7D SRODFE L8
He V2ROXA SO L 7T SAER EMRIEERAN G D, REROIMEE 28K I D rlHE
EaN S
B : DL 7T SAIRBEENRAFZ(FFASN TV RERZMWRIC, FHNFZ(FEEN7Z O
NA 2 A5 DBPDFCHITDEMNMEELTEMZIRIT D,
753% 1 2020898 13HE TPubmed. Web of Science. Cochrane LibraryZt&ZR Uz, 2Z2DEEH
MY L CEREEN\A P RUR D ZFHE L. T—FZHE Uiz, 524 LAMRETILDOASTFRTZLT
W T=ILENZAE U XD (RR)FZ(FFIZE (MD) Z95%SFEXE(CI) TEE Uiz, ERDFEH
(C{&Cochrane GRADEDFEZ ALV,
R BERICWITDI7>AOX1 S >0D5(d BPD (N=5, n=483, RR 0.92 [95%CI 0.71,
1.19]) . ZET (N=5, n=564, RR 0.75 [95%CI 0.52-1.10]) . BPDZ/=(3%ET- (N=5, n=564, RR
0.90 [95%CI 0.74, 1.10]) &P =ERM>fc. LU, DLF7TSXYBHRTEZ7ZAOX1>
ASS(CKD. BPDFRZ(FFET (N=3, n=148, RR 0.83 [95% CI 0.70, 0.99]) "BRICET L.
BPD (N=3, n=148, RR 0.83 [95%CI 0.66, 1.03]) WK T I dtEmN B>z, BRI MHOAT
(F. BRESAHNELD LUIETE (N=4, n=529, MD -6.06 [95% CI -7.40, -4.72]) =BRW\T., =
(Frahofz, JERAERS (7EMXRE) SRIIEES (7HBMULE) OBITO)IL-T@FTiE. IRTD
7O MAOLTERE>MN DT,
figim « PSAORA S AEICLD. DLV TSI GEORERDOBPDE(IFET(TH T2H. 3
NTCORERICHEVWTEETHFRNWS EZBDERVITET >IN REL TS,

BEF D SROD AMSTAR FHMifERDE & &

1 PICO D&z Yes
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2 73 EDAR Partial Yes
3 EIREAE Yes

4 HEFERY SCHARZR Partial Yes
5 TAZTER Yes

6 T —SHh Yes

7 FRIMATT YES

8 IEAROE=S i Partial Yes
9 &l 2 DERFTD) A 77 A XI5 RCT YES

10 BRIR Yes

11 ASIDHFERCT YES

12 X BHINA 77 A XI5l No

13 TERARIR A 7 AU X DEE Yes

14 FEH% Yes

15 HRR) K1 77 X

16 FIEER Yes

AMSTAR 2 T(Z 15IEBH 1 IEEA' [Nol . EEIER 7IEET(E [Nol DfEREREHM DT,

12) JNAPRYRDZEDAI T F YIS AZITD TV DT,

15) AR/ A7 X RCT A 10 LEDIBZEICITSFETH D RCT (X5 FEo fefesbHAR) (1 77 X DFHil (34710
ZVN Y uit

R/ A 7R XD DRFEDII D TZTzsh. I\A TP RYURXD7ZER UICHER

BEF D SROD PICOT
Population : 78 37 JBXREDRE'T

Intervention : 72 XONX A S >z FHAEE(SEEN (CROFXZ(SFF/%YS (BEX/z(3HMEZM
DR

Comparators : FStz/RFE Tz (FEIGE

Outcomes :

FETI AL

1.BPD: {21E 36 :BICFHllZ 1TV BRI S R C (FBERKZIT/A D CVDHFEN SEEDHZZD

2.1RFEAIDIET

3.BPD F/Z(IFET (E1E 36 :BICFTHih)
BlRT7 O b

1 ATIIREEHAR

2. BRI S AR

,— =

TR IZEZEZBND.
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3.NEC (stage 2 A L)

4.ROP (stage 3Bl EFZI(FTEEZET D)
5.IVH (grades 3 £/z(% 4)
6. PVL

Type of studies (study designs) : RCT. quasi-RCT
WEkRZREARE - #23%2H: PubMed, Cochrane Library, Web of Science 2020 £ 9 B 13 HEX TR
RFREF—T— R : ((azithromycin OR (macrolide)) AND ((preterm) OR (premature) OR
(neonate) OR (newborn) OR (infant)) AND ((bronchopulmonary dysplasia) OR (chronic lung
disease) OR (death) OR (ventilation) OR (oxygen) OR (retinopathy or prematurity) OR
(necrotising enteroolitis) OR (intraventiruclar hemorrhage) OR (periventricular leucomalacia))

AND ((trial) OR (random))
BtFD SROICRILT

7D SR@® Citation
Authors : Nair V, Loganathan P, Soraisham AS.
Title : Azithromycin and other macrolides for prevention of bronchopulmonary dysplasia: a
systematic review and meta-analysis
Journal name: Neonatology
Year:2014
Volume (Issue): Pages.:106:337-347.

7D SRODF £
HREEW  DLF7ITSAIBREERERD BPD LEBHFTD. YOO RRAERGEDOLI7TSX
NRRE(CX LT BPD OFHDIZHICERASNTWND. REIRD BPD FHDIEHDOYIOS 1 RgE5D
WREFM T DENBNTHD.
733% : MEDLINE, EMBASE. Cochrane Central Register of Controlled Trials TE/NBEEDIVER
& BRCODVWTERLUZ. BERICHUT BPD OBEDIZHICN IO REER UZRZ 5
LTzS >4 AR Z A AN, BRICERSNIZTD MO LDIREC random/fixed-effect
model &Lz,
f&Em « 6 DDAFK T, 469 IEEFIDREEHFEMCES Uz, RERICHITDIFHI/ATIOS 1 R
BPD (N=4, n=373, RR 0.88 [95% CI 0.75, 1.03]) . ZETC (N=4, n=438, RR 0.80 [95% CI
0.52, 1.25]) Z&. RGN oz, FHIIZ7ZAONVAZ2&5(CLD,. BPD (B L (N=3,
n=310, RR 0.83 [95% CI 0.71, 0.97]) . BPD/ETCDES D bAOLAFERICHES UIZ (N=3,
n=363, RR 0.86 [95% CI 0.77, 0.97]) .
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faEm 1 COAIENET7ZAOXA S > DOFBIRSICKD BPD & BPD FE(FFETDEST D MAOLD

METFRERICHAD UZ. UL, EMEBEOBENGEESERERENLIMNEUMNMESNT . FER

ANDFZAOXA S > DIV —F 52 MIE T DHIC S SIEDARMBE TH D,
BEFD SR@MD AMSTAR sHfi#&SRDFE L

1 PICO D&z Yes
Partial
2 J37EDAR
Yes
3 BIREAE Yes
Partial
4 TERRY SRR SR
Yes
5 FHFTIEIR Yes
6 F—A it Yes
7 BROMFZT No
Partial
8 e =2 EwuN
Yes
9-1 &l < DIRAFTDI A 77 A X7 5¥4ih RCT YES
9-2 1&l 2 DIRAFED) A 77 A X 7 5 ERERAA T
10 BER No
11-1 | X593 FFERCT YES
11-2 | A9 DRFEHRAR
12 AFFHTINA 77 AU X5 No
13 ERABFRINA T AV RDOER No
14 EEH No
15 HhR/ 1 77 X Yes
16 FlzsAER No

AMSTAR 2 T 15IHEH 6 IREA' [No) . ERIER 78R 2IEET(d [No] OfERTH DT,

7) full text L E 21— TR LTz (F/ah o 1=h8, inclusion criteria (CETEE S oz &EEEHE N D

D7,

12) I\ PV AUR D EDATTFUS A%ZITD TR DI,

13) N1 T7RURDDFZECRAT DERIFRN DI,

14) EEMHOFE(CDVWTDERIFIRN DTz,

BINA 7RV RDDRRED S Tzicsd. INA T RAURDZEB B UILERIEIITRIAN D IZEEZBND. &
INATPRAIVRDODFEEEH DD, AAFERE U TCEEELRBWEEBZITHA RS> DHREZIRIT T D,
FEEEMDOHE(CDWTERN RO 2. IFURONA S A5 (CRET IRFRERICHB VW TIRSEF T
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BPD OFELEZRNHRDENEDN B D 1Zfzsb(BPD 1/3(2.9%) vs. 12/33(36.4%)). BB ZRHIZEFH8

=N3.
7D SR@D PICOT
Population : EEE
Intervention : ¥ 27051 RDiw5
Comparators : 7 Stz/RFE Iz (FEIGEE
Outcomes : BPD. ZET-. BPD/FET-DEET7 D hHA
Type of studies (study designs) : RCT. quasi-RCT
NEMRZREARE - 423 H : MEDLINE 1946 £-2013 £ 12 A. EMBASE 1974 £-2013 £ 12 A.
Cochrane Central Register of Controlled Trials 2013 & 12 A. International Pharmaceutical
Abstracts 1970 £-2013 4 12 A - R4
BRZREF—"T— R : Infant, Premature/[preterm infant terms], exp Macrolides/[macrolide terms]
(erythromycin, azithromycin, clarithromycin, roxithromycin, and troleandomycin),

BPD/bronchopulmonary dysplasia, CLD/chronic lung disease

SEID Update EEMERSZICEAL T
Nair V, 2014 F7>XONX>>, TURONAZ >, JSVUAONAS 2 ZRMREUVEZATINT A
w2l E1—T. Razak A, 2021 (7S RONA S > ZW{REUVIESRATITAVvILEILI—TH>
2o SEIFENYIOT1 RRFEZMRELTHE D, 2014 FmXORZRAAMN 2013 FF T2/
2014 FLBFEON OO A RRMTEERERADAFTZEMTRE UL,

Update D1z DXHEMEZRT
((infant*) OR (newborn*) OR (neonat*) OR (Infant, newborn [MeSH]) OR (preterm) OR
(premature) OR (baby) OR (low birth weight ) OR (vibw*) OR (elbw*) OR (Ibw) OR (lbwi*))
NOT (animals [mesh] NOT humans [mesh]) AND ((azithromycin) OR (erythromycin) OR
(clarithromycin) OR (macrolide) OR (roxithromycin) OR (troleandomycin) OR (macrolides
[mesh])) AND ((randomized [Title/Abstract]) OR (Randomized Controlled Trial [Publication
Type])) AND ((bronchopulmonary dysplasia) OR (BPD) OR (chronic lung disease) OR (CLD)
OR (death) OR (ventilation) OR (oxygen) OR (retinopathy) OR (necrotising enterocolitis) OR
(intraventricular hemorrhage) OR (periventricular leucomalacia))AND(("2014/1"[Date -
Publication] : "2022/8"[Date - Publication]))

REBEFT—HINR—X
Pubmed

IRZREAME - MRZERE
20144 1 H1H-202248H28H
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L 5C PICOT &8

10
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XHEAR D — =27 DFFH

BREAEY MR 68 5

1RRAD)—Z2 %8R : 9 X (EE 1. title - abstract XU —=>%) 58 iaXx45})
2IRROVIV—ZJ4%ER : 3w

BRILUTC 6

EZ
aff

BRIMER

Nair V, 2014 (1)

EERDBPD FHCHIFTBRYIOS1 RMERBICDLWTDOIATITasv oL Ea—EZ
ofEles

Razak A, 2021 (2)

BEIRDBPD FHICHIFTDZZAONXA S AFHBICDODLWTOIRATITaAVvILED
—Eorzlzs

Muehlbacher T,
2021 (3)

BPD %D EIR5E(CE 9 D narrative review Dfz&

Lau TMM, 2022
(4)

ARETBEDHIZDTZIes

Stick SM, 2022
(5)

ERMERMIECH T2 T7ZRONA S AR5 TH DHREMNRR > 2Tz

Oldenburg CE,
2022 (6)

RN 25000 A ETH D 7D MILBRRET THOEzsh

MRIAFTDE &8

2014 FELIPED Update TR DM D ZIAFTRD S5 25X (Nunes, 2020, Viscardi, 2020) (& Razak A,
2021 D RAFTIYTawvILEaA—-ICEFENTULE, 15X (Viscardi, 2022) (3&#% 2 FORAFE
(BB - EERQMIREE - MFFHE) (CREAUTOMR T, BEEMIL Viscardi, 2020 EREU T

Iz

Nair V,2014 DS RXFIFT«4VILE1—TF 6 X (FZROXRAS> 3 @Y. TUAOYAS> 2
WX, JSUROYAS> 18X). Razak A, 2021 DI RAFIFa v oL EI—TEF7ZSROYAS
D 5 F@WXHEEICERETNTULZ, Nair V, 2014 072 R0ONXA( S>> 3 #X(d Razak A, 2021 TE
FRRENTHED. £/ 2020 FLURETHFRD RCT Moz &S, BT/ RAOX1TS>ICHE
93 RCT (FIANT Razak A, 2021 DSRAFTIFTAvILEI—THESINTLZ, 7SRO
([CDUWTl& Razak A, 2021 DFEREUTFISRY. TURORAS >, ISURONASUICETEIAS
AT, FITER 2 FORMIFRICE T D RCT DRERZENMT Do
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s
ISR DE Eb]
TyFr> | TR . > kO ‘
5% 1D 5 o WRE TA RSHAR - 1852 - B o 7O MALS EDFER Secondary 77 K/ TER
TURORASUICKDEE
Single 1284 30 3Bk TURORAS(IBE . ) .
. L ] 10 BR$(40mg/kg/day), ISR, | BPD 9/14(64%) vs. NABDIL 7 IS IIBIHEEE F. ILF7FSX~nd0=—
Jénsson, 1998 center in 28 | i, 1@, UL fERMERE FIOER 7 ‘ .
i BIRPHESEZFROES | n=14 | 10/14(71%) 2/14(14%) vs. 8/14(57%) FERl R R S RO BB AD
Sweden TSI | B),n=14
BMEBERICEDSN D,
Single e
T£RA 30k ITURONTS>(H4E 7 BRE(45mg/kg/day), &% IS, BPD 13/34(38%) vs. BPD ORER(FERICENDSA
Lyon,1998 center in 75
i, e BN 51%5),n=34 IRAI% S n=41 11/41(27%), P value=0.46 mMorz.
Edinburgh
IVH 5/19(26%) vs. 5/16(33%), P
value=0.65
PVL 1/19(5%) vs. 3/16(19%), P
[SBE] @B E] BPD 9/19(64.3%) vs.
Single 1000g K, & N value=0.20
TERAOXAS (%% 3 | 10mg/kg/day— 5B/ TSR, | 10/16(83.3%), P value=0.26 BPD ORERFERICENDSR
Ballard,2007 center in 35 | & ILTIS NEC 0/19(0%) vs. 1/16(6%), P
) BUAMNS%S),n=19 5mg/kg/day), BRI S n=16 BET= 5/19(26.3%) vs. Motz
USA XX eEE value=0.20
EJpelqmt s 4/16(25%), P value=0.90
EFE(CHITDATIFIREEARAM
13(1-47) vs. 35(1-112), P
value=0.02
IVH 24/111(21%) vs.
BPD 69/91(76%) vs. 15/109(13%), P value=0.31
71/85(84%), P value=0.20, PVL 14/111(12%) vs. 8/109(7%), P
Sinal 6B ( 138/ [aOR 0.46, 95% CI 0.18-1.21] value=0.35
ingle . .
Ballard 2011 o 20 12500 5K, & | 7SRONAS (%% 3 | 10mg/kg/day— 5B/ IStR, | FET 20/111(18%) vs. NEC 10/111(9%) vs. 11/109(10%), | DL 7FSIBIED &= BPD
allard, center in
USA 1= BUANS5#5),n=111 | 5mg/kg/day),BaitAissS n=109 | 24/109(22%), P value=0.45 P value=0.78 REFBRICETURZ.
FrEROKS BPD ZF/z(FFET- 89/111(80%) AT FIRER{EFEHAR 28426 vs. 26+
vs. 95/109(87%), aOR 0.46 26, P value=0.54
[95% CI 0.18, 1.20] E4ZREFAHAR] 65440 vs. 64+38, P
value=0.86
750-1250g, &
Single L7ISXIBG | 95URORAS (& . .
10 BRI(20mg/kg/day), | FSt7R, | BPD 1/35(2.9%) vs. L TP TSIIBIED &= BPD
Ozdemir,2011 center in 68 | ME(48 BFELIA | % 3 BUAN S
. BRI S n=33 12/33(36.4%), P value<0.001 REFBRICET U,
Turkey [CHERMNDOM 5),n=35
3)
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IVH 0/56(0%) vs. 1/52(1.9%), P
Single 18R 10mg/kg/day— 5 N
JS51tzR, | BPD 14/56(25%) vs. value=0.24 BPD MFELEZRS U, Bk {EHE
Gharehbaghi, 2012 center in 108 | 1500g ki TTROXAS>,n=56 | i@ 5mg/kg/day, RO _
I = n=52 21/52(43%), P value=0.04 B3R EFARAR 17.7+£2.8 vs. 23.95+ FBERICELLRD .
ran
4.2, P value=0.01
moderate to severe BPD
IVH 7/53(%) vs. 2/54(%)
1ERA 24-28 18 31/57(54%) vs. 23/56(39%),
PVL 4/60(%) vs. 5/61(%) BPD (DFELESE0 ABREAR], MR
Single DEE# 4 H . | Pvalue=0.20
TSAOXA S (%EH% 3 BR(20mg/kg/day) 5 | TSR, NEC 4/60(%) vs. 5/61(%) SMEAEEEDS RN D .
Viscardi,2020 center in 121 | IADR (24- BET- 5/60(8%) vs. 6/61(10%), )
4 BRI S),n=60 IRAITSE S n=61 ROP 11/56(%) vs. 4/56(%) OIS ABGHEDBEET
USA 26,26-28 BT P value=0.78 -
AT 0R2sEARAAR 15.3£21.2 vs. O=—EmkMNED Tz,
[ERE) BPD ZE/z(FFET 34/60(57%) vs.
16.3+32.6
28/61(46%)
BPD 9/32(28%) vs. 9/29(31%)
Single BER, &% .| 3BT 8/40(20%) vs. ATOPIREsERARRAR 11.7£15.9 vs.
FTRORAS (44 3 | 5 BR(10mg/kg/day) B | TSR, .
Nunes, 2020 center in 80 72 BSREA, 15/40(38%) 19.9+£25.9 BEROEUNRAD Uz,
) . BRI 5#5),n=40 IRA%S n=40
Brazil g BPD ZE/z(FFET- 17/40(43%) vs. | Es3={EFARAM
23/40(58%)
REEISIEEDOIRES
20.9(35%) vs. 18.6(30%) , P
1£R8 24-28 38 value=0.67
Single oHE®R4H .| EEOHIREE 14.9/54(28%) AZM 15 0OE R TR FE
3 HRE(20mg/kg/day), & TSR,
Viscardi, 2022 center in 121 | BlADR (24- ZAOXA>>,n=60 P 61 vs. 12.6/55(23%) , P FRICKRESREGH TN D
A" n=
USA 26,26-28 AT a value=0.63 1z.
[ERtL) FEELIFHEE~EEOREE
7% 25/53(47%) vs.
17/52(33%) , P value=0.11
Jénsson,1998 (7) Lyon,1998 (8) Ballard,2007 (9) Ballard,2011 (10) Ozdemir,2011 (11) Gharehbaghi, 2012 Viscardi, 2020 (12)

Nunes,2020 (13) Viscardi, 2022 (14)
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(7=ROXA2>(CDNT]
BERCHITDIVZAONASE5E. TSRFR(GEGELLEER LT BPD PEREZRBA S EDIMRZEZRDBIMN DIz, DL 7 TS AEEHDEICE
LTIE. Z2RONAS D5 BPD i (FFETCZRA =E#72(N=3, n=148, RR 0.83 [95% CI 0.70, 0.99], RD -0.128 [95%CI -0.225, -0.008],
NNT=7.8, FEEDIEFT > XDEEM).
PSAOXA 3> #5(CB9 3 Grade EPtable Razak A,2021

Certainty assessment = Certainty

TSEREE Xt e
Byt £ (95% CI) (95% CI)

F—EM | FEEH

BPD (all neonates)

5 SN = RZITIRUY | ZRBAITIRULY SEZ RU 121/250 122/234 RR 0.92 42 fewer per 1,000 ®e00
e (48.4%) (52.1%) (0.71 to 1.19) | (from 151 fewer to &
99 more)
Death (all neonates)
5 SN = RZITIRUY | ZRBAITIRUY T2 AN 38/286 49/278 RR 0.75 44 fewer per 1,000 ®e00
1bEHER (13.3%) (17.6%) (0.52 to 1.10) | (from 85 fewer to 18 &
more)
BPD or death (all neonates)
5 RN =7 EZTIRUY | FBRITIRU 2| b RU 157/286 169/278 RR 0.90 61 fewer per 1,000 ®e00
1bEtER (54.9%) (60.8%) (0.74 to 1.10) | (from 158 fewer to &
61 more)

NEC
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3 SYIN | oyt | BRTROD | BT | my 72U 14/190 17/186 RR 0.83 |16 fewer per 1,000 ®000
1bEER (7.4%) (9.1%) (0.42 to 1.61) | (from 53 fewer to 56 &
more)
ROP
1 SYHN |y FATR | BT |y U 11/56 4/56 RR 2.75 125 more per @00
Y(#ie5 (19.6%) (7.1%) | (0.93 to 8.12) 1,000 iss
(from 5 fewer to 509
more)
IVH
4 SYIN | oyt | BRTRO | BT |y 72U 36/239 23/231 RR 1.42 |42 more per 1,000 ®®00
1batER (15.1%) (10.0%) |(0.81to 2.48)| (from 19 fewer to &
147 more)
PVL
3 SYON | syt | BRTROD | BT | oy 72U 19/190 16/186 RR1.05 | 4 more per 1,000 ®®00
e (10.0%) (8.6%) (0.44 to 2.49) | (from 48 fewer to &
128 more)

a. N\A{TRURINE =8 b. 95%IEEXERIN benfit F/=(d harm ZESD =6
I ON—-T#r(OL 7S XIEGE) Razak A,2021

X INM PR | 2RO IS | OSERFE 18233 fExs
ek o IE—E IEEIENE | FIEHE | €ofhoikss
URY (95% CI) (95% CI)
BPD




16
Evidence Update COSTR —JEBNeo —v 1.0 — 1 July 2023

3 S5 ME sE7) ° SEL TR | RBZITRG | 5% ° AW 33/55 49/71 RR 0.83 117 fewer per 1,000 2110l@)
tER (60.0%) (69.0%) | (0.66 to 1.03) | (from 235 fewer to 21 15
more)
death
3 S ME 57 @ EZITRRVY | FTAITRLY | FERIC N 10/64 15/84 RR 0.93 12 fewer per 1,000 10)0®)
RER g © (15.6%) (17.9%) | (0.45 to 1.90) | (from 98 fewer to 161 IR (IR
more)
BPD/death
3 S NME ] @ FR TR | FRITRW | ZFZ&AIT N 42/64 63/84 RR 0.83 128 fewer per 1,000 eeeO
SHBR A (65.6%) (75.0%) | (0.70 to 0.99) | (form 225 fewer to 8 =8
fewer)

a. I\AFPRAUROMNEZE b, 95%EFEXEIN benefit & 1 OEAZESD= c. I5%EFEXREIN benfit & harm EED /=&

PSAOXA S5 CHBIFBIRMFEICDOVWT Viscardi, 2022
S8 REROHER 1 BMO7ZS 0O S EEN 2 FHOEIRICKFIBENEELZHE T 2 8(C_E518T S RAMBEERILERERZITD
Iz
737% : NICU BBzl {EIEA#T 6, 12, 22~26 AR CTOMIREFEER(IC DWW TCEREZ AV CIHME Uiz, SRR FENMM (X, /81E 22~26 n A
(CIThNIz. EBBKUVBIREES D MAOAF. ZNENER 22~26 h ADRRTREXC(SEEDTIRSREE. FETF(EF - EEOHEFRERS
cUlz.
&R BIERLENZ 120& (72XONXA>> n=60. J>1/Rn=61) DOEA 24~28 IBOREEH intention-to-treat f#MT(CEF NIz, 77RO
RASEETSURET, BEE(SEERMTIREEE (35 vs 30%, p = 0.67) . FELFE(EH - EEOMEFERE (47 vs 33%, p=0.11) T
HD. MEFCHEREQRN Oz, 2EMBODSE. [EREIMN DL 7 TS IAIBHEDR(G. TLTFITSIXIREDRE (34%) FLFIHFER (21%)
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(CEEAX {BIERER 22~26 DA TR KT (FEERIFIRIIRERD
UEREROME SUHEFEEORBTFRICT STREENDD

SEEMNEN DTz (58%) (p=0.028) . ¥R : £#& 13

EVVSEUGHL IR SN o Tz,

BEREICZRONXTS > %=%5

(OZUROXA2>. TUAOXAS>(CDNT]

BERCHIDITUIAONAS > OERESE. TIRFZIGEIGE LR LT BPD WPRLEZRD B DIMRZRBHIEN DIz, DL T TS INBHEDRIC
LT 35U RAOXAS 2053 BPD FIZEFRTZBD S BTEAAMRERDAR(E 1 DD RCT THH, NAP7RURINEL. TEF>ADE
(HEH > 2.

IVUROXAS>#%5(CAY S Grade EPtable Nair V, 2014

Tofttd | TVRORA | TSERFE

I—EM

JEEEE

IGHE

(95% CI)

(95% CI)

1 SHLME | sy RATIRY | FRAITIRWN | 3pes (o) b P2 13/30 11/30 RR 1.18 66 more per 510)0e)
HER (43.3%) (36.7%) (0.63 to 2.20) 1,000 IEE (TR
(from 136 fewer
to 440 more)
death
1 S NME =7 EZITIRVY | FBAITIRUL IEE (O32H) b R 4/34 8/41 RR 0.60 78 fewer per o000
HER (11.8%) (19.5%) (0.20 to 1.83) 1,000 IEE (TR
(from 156 fewer
to 162 more)

BPD/death
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1 S LML

SEZ RZAITIR | SFBZITIRRL gpﬁ(:;;'gy(ub

17/34 19/41 RR 1.08 37 more per
(50.0%) (46.3%) (0.67 to 1.73) 1,000
(from 153 fewer

to 338 more)

®000
IES (TR

a. MM PRUZINE Nz b. 95%IEBXMA benfit £ harm EELTzH
BIIN—T#ER(OL 7T S5XIBHE) Nair V, 2014

Certainty assessment

NAFR
VXD

uzovs|
JIStREE LiEPG] #axd

> -390 _
(e (95% CI) (95% CI)
E& 2%

Certainty

2 S>A ML = = FZITIRN IEE(OER ¢ AN 10/49 22/47 RR 0.30 140 fewer per 1,000 00
FHBR (20.4%) (46.8%) |(0.01 to 7.64) | (from Sfewer to 1000 IEE TR
fewer)
death
1 |S>9nME]  my) RATRO | BT | gy | 7 2/37 4/37 RR0.50 | 54 fewer per 1,000 | ®©0O0O
ER (5.4%) (10.8%) | (0.10 to 2.56) | (from 97 fewer to 169 |  JE& (I
more)
BPD/death
1|50 gy® | EATRL | BRTRY | RBTRY | R 3/37 16/37 RR0.19 | 350 fewer per 1,000 | ®®®O
ER (8.1%) (43.2%) | (0.06 to 0.59) | (from 406 fewer to o
177 fewer)
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a. A P7RURIRE NS b. I2 FETENKE VS  c. 95%IEFEXMEN benefit & harm TEL Tz

CI: confidence interval; MD: mean difference; RR: risk ratio
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BWERICRATDF LD
YOO54 REVEE(SAEEHEMPIRFERE® QT ERAEREX EDRBWERANE SN TS, 2001 F£H
52012 F(CHAEUTZ 1074236 BDBZMRICITD TSR I/R— MAFKTIE. 44 90 BUA(
TURONAZOFREEFFZZAOXRAS 2 ORAFEZERIT D2 ET. IBEHMPIBEEEDOFERZ
RSB ENMDOMNDTZ(15). FTER 14 BUARADT7 ROV A S > D15 (FREE R FISEAETE DFE
AERAE(C LR SE/2(RR 9.0 [95%CI 2.87, 28.3]). 4 15-42 HOFZSROYA S 2#%5(RR
3.01 [95%CI 1.25, 7.25]). 4% 14 BUADIUAOYA >0 5 (RR 13.9 [95%CI 7.16,
27.1]). &% 15-42 HOITUROTA > D%5(RR 4.11 [95%CI 1.70, 9.92]) EAEE I FIIRAEAE
DOFAELBEEN DOz, TURONA S > CAERHMPIREEICEAT S AN v oL E2—TE
9 DDIAFE. 3008453 ANXZRERD . £ 14 HUARDI D RXOX A S > OIS HEE 4 PIR A E
DURT % ERSBZT ENESHIC/RD/Z(a0R 12.89 [95%CI 7.67, 21.7])(16). RO
SO (CHEDIBESBRICDOVWTODIRATITA Vv ILEa1—TIlE QT EREIRE & DREEFHSH
(T2 52 7Z(RD -0.02 [95%CI -0.06, 0.02]) (17). U EDHERNSET7ROXAS>. TUX
ONA 2> EEICRESMPIERERED U XA OM G 0. 1% 2 BRI TR (CHREY XA TOHHD
ZEMDOM DTz, IZIRUVWITNOMBREREENHURTIIIRL . HEHRECRRDIZOHARTA RSA>
THRETDIRER(CH T DS TEEDIEED I RTMNHDMIASHI(FIRSEMN DTz,
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SEIDHRDEIS
BMERED IR ITDSHDRERICH U T, £#& 2 BEUAICYIO0S 1 RRAEEZ —R(C([FHE5 L
IRWC EZIRETD. ZIEL. DLV TSXNBUTHDRERCIE. £#% 2 BRURD7>X0OX 1
SIS UTCERV. #5935A( EEEWMPIREEDFRI (ORI D. (3L HEE, KU
TEF>XOHEEM).,

TEF > ADSHEREA

o ERERCHIZIVIOSA RRAERDIRS(E CLD PRTZRD BN DI,

o HBOERWIEFT>RIEN, BERDPFTEILVISAVEBEDEZE. 7AOXA S > 0K5(C
KD CLD FZ(FFT(FREL UTz(N=3, n=148, RR 0.83 [95% CI 0.70, 0.99], RD -0.128
[95%CI -0.225, -0.008], NNT=7.8).

o AR 2BEEMADTZAONA S ASSICKDIEEMMFIREED IR IOMN LR T DT ENRES
NTUWLBH(N=1, n=1,074,236, RR 9.00 [95% CI 2.87, 28.3], RD 0.018 [95%CI 0.004,
0.060], NNT=55.6). BEREANIESUHBEOFRIERIIANIATH D, SO update LIZRE(CH LY
TRERCT7ZZRONA S >2#%5 U R TIER PR FEEDIRS (/3D 2.

o MREBWFRAD/I\SZRZEZER Iz L TOEAMRFEND, FLEBRANPROIES > X(FRAL
A PSEROXRAZ 2 FHEBRNEZMTH D, EOMR TEAFITERZRITDICENEERDIEER
5N,

o IRTETERR 30 ERMGHAED 796 LZEMRE LIZ7ZAONA S > D5D RCT MMTHNTND
(azithromycin therapy for chronic lung disease of prematurity (AZTEC) trial). BE&RAD
RCT TH DIAFHERNMFIND EZBTHD(18).

JUDGEMENT

] (AlA-4 HE5K LR | BESL. B (= SELES parANSYANA

EFEULHR DI/ hEn h =10 TFESF OB
LFULRRLER RELN =8 IPNEWN Yok TFEIFE DS
TEF> ROMEEN IER (TR ;3 th = AT L

BELQAESE | ERLQAERMESE | EEQRAERMY | EBLRHEEME

MEEEES | EEESDEDT | FEEFESDSE | FEFE5DSE
o=FH0 BEMSD [FHBES5<RRL (F7L

N ] N . NMABLEB SR ]

" “_ LEESIEENE | BB A B ZES HBESNAN . .

RIERDINS >R BEWIThEEAL TADMEAL TEIE DS

liva <L =i

TRV
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JUDGEMENT

) B|ATEREE ] .
WEERS RERIOR S hZEEOIX S | PEEOHIE | KSRER TEIE PSRN
DR MO,
WEESREICEATS .
o IER (TR & = = RARFERU
IEF>ROMEEME
. . N . MABHEIT SR .
" EESHBAME | b EZ 5 ] HBESLNMAN . .
ERXIR BVWITNEENL TTANMEAL TEIE RARFRRU
v <A1 B4
TR
] ] BTSHER | bTS5<EOX .
PR HESRD L = EBX3 cFEFE TSR
(AYAY-4 HES LR | BESL, W (F0 TEIFE DS
(AIAY-4 HESL LWWR | BESL, [FW (=4 TFEIFE TSRO

8E1 : 7SAOVA 2855 EICEALT
- Ballard, 2007
X5 : 1000g FETHE UER 72 BREIMAICHMRS 21T 2R
& 5755% : 88E 10mg/kg/day 7 BRS+5mg/kg/day 58/ (G5t 6 BR%S)
- Ballard, 2011
B 1 12509 K THAE UAER 72 BRIUANICHEmMREZTRo 28
& 5755%  88E 10mg/kg/day 7 BRS+5mg/kg/day 58/ (G5t 6 BR%S)
- Gharehbaghi, 2012
X5k 1 15009 K#EDR
5753k  8%F 10mg/kg/day (Biis 7-14) +5mg/kg/day (B 15-21) (&35t 15 BREI%S)
- Viscardi, 2020
M5 1 29 BRI CTHAE U4 72 BFREILIAIC 1 B EIBERRZEZ ISR
& 5755% : 8%F 20mg/kg/day 3 HFE
- Nunes, 2020
5k 1 15009 Kii CHA UER 72 BEELAIC 12 B iR z177/2 > 128
& 5755% : 8%F 10mg/kg/day 5 HFE
- Lowe, 2020 AZTEC protocol
5 30 BRI CHAE UAER 72 BRLIAIC 2 B LIRS R— hefT2o 28
&5755%  88E 20mg/kg/day 3 B+ 10mg/kg/day 7 BRE (&35t 10 HEHRS)
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8%2 : 050152, IVAROXRAMS >, Z2AOXIAS 2 DEDISE - BIFFAICDOWVT

XROOS4 REAEEOHFTIVURONAS > EOTURONASIU(F 14 BIR, 72ROX1S
SF 15 BRTHD. TUROXAS > EOTURAONAS & CYP3A TREISN D28,

CYP3A [CRA5 T 2EHK (RO RWIxT //)ULES—IL. JI>2FZTIVE) CHEEERESEY
AJEEEN DD, PERONA S (FERRBICH VT CYP3A FREASLTH ST, HEERNMR
WD TH D,

TURAORAS D EFSRONASUFEFYUCZERT7 TR M THD. BD migrating motor
complex (BDGEMDIGEGES) ZRIET D ENPESHNT/IRDTULND, Db, TUXRON
A2> - PEROXA S ABCETBRAC/ER L. WIPIRHDRERE & N (Cht </EESRIMEK(C
LD T, BEMHMFIREEZSISH T . NRELFIERTENHBEIFELCTHD. fFEADELC
DWTIZBARETI(EIR LN,

B8E3: 9L FP7ISAVYOEE - RBEICDWLT

Ureaplasma & (JIHIRRIBEIR LMD 40-80% WS EE SN D, RO TFSEEBCHITD
Ureaplasma OI&H (L 50%FZE THB(19). Ureaplasma (IHHEEEEXDRER ERDESD

A DL 7ISAROIOZ-ERERIEEEARTE VO, MEHEXES| S Z I thomE
DEJREMEREEIND

Ureaplasma BDIREFFEIC(IIEE E PCR I¥pD. Ureaplasma @ (FIRIBSE4F(CHESE TH D128,
EERERORRNESECURSENEE TH D, IBERB(CETOXEEZEAL. 2~5HT
BRNESND. PCRIRBJEERBELIDBRENTON, —fRIMREZE TEFF AR,

Knowledge gap
OL 7 TS ARBB DY R TR T - BER(CS T DIEE U PIIEAEREDFERER
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BITDTEELNRT, 1EHMEEB(CLD) REDBERFEEWET DN ?
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PICOT
Population:
KA (TERGEER 37 BRLET)&#% 24 BRIUAIIC A TR ZER UIEBD
Intervention:

= _FALIRERINAE(PaCO2 > 45mmHg)ZBiR & Ui A THIREER

Comparators:
BEO kR (approximately 35-45 mmHg) ZBEZEE Ul A THIRETR
Outcomes:

NICU D"SDFETRE:. SR ER(CLD). RILEZXR(NEC), HEFZERZE(NDI) . EEME
i (sIVH) « BZEREIEBSEERLAE (PVL). RATHIRLE (ROP)

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

524 MELEEGHER, J7R— NAZE. MEFIXISRIATT. SEMRERAL (REOHRFEN DD ED)
Definitions, other notes for PICOT:

BMERTEER (CLD; {E1E 36 BRF R C ORI S FIT(FIFIREYR— K)

FET-(death; BBERIDIET)

ZEIEMHRG2 (NEC; Bell’s criteria >2a)

RARHIREAE (ROP; stage3 MU EFZ(FL —H —EEE H1 VEGF B FARESNZE LTZED)
SEMMHEI (sIVH; Papille’s classification @ Grades III or 1V)

=B E R EEILAE (PVL)

BIfF DHELE:

ATIWIRESRZ(ERT 255, B BURRISEFREH SRV IRloEN= C)

AT MIRERROAERCH T DEBERBRMIEFDECLD., FHERMAFPENNET D LV DIEE
FIIRRBLIIEN D o (BrEIRIRMERRBDZEIEET RET 2 2010 ) .

SEIDHELE

ATHIREBRPDORER(CSNT, STBMURERINEZ BRE UTZIFIREIRZITHORVNC EZ 1R
£9D, 2L, BBMLIRERIVEZFS I DFIREIR (permissive hypercapnia) OBERNE(C
B U CIIRBFRATIIRATH DN, KRS THREIT LU TE XL,
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CoSTR summary
BHE  BYERVDERMKR TE, BifK SRR A MAENFEE - MEREREZ BN 2 ENR
BENTULD, BE. RADKGIREETIE. permissive hypercapnia(gentle ventilation)H' i < {&#
FAEncTusd, AIHHIRERPORERICHITDIBBHRERE —BLRREEDER FIEMMEERZIE
IROEEENHDD. U L. BERCHITSD PCO2 DEe, IBMQREHE FFEITHILESNTLVR,
B, STEMbRRMEZBEE U ATIIRERFOREROEH. RIFREZERL. BTHERER
MAESFBREDEIM LT HZIRFE T D,
753& : MEDLINE, EMBASE, CENTRAL, and CINAHL, trial registration (CDWTERUTZ,
AT MR EIRAROIFA IR Ta LR FERME SBEO_BbRREMEZ BEE LB EZ R L TVD
IARTDRCT & non-RCT ZXHR E LTz,
i BRI XTIV ILE1—(F 2001 F£(CO05> L Ea—KD Woodgate 5(1)M. F/=
2016 £(C Ma 5(2)M' springer plus KDFEEREN Tz, LD XTI v oL EI—TEINS
® update (CHIXT. non-RCTAFREZH TITO 2. BRERKD 3275 XA RERD ., FBERH I EF
< & 2336 XN LRROYU—ZTDMRERDTZ, 106 #X full text L E2—DRKRERD, 2R
DU—Z2JDFER. 6 X REDRD .
6 s /Rk— MMAZE (Hogan et al 2009) (3)(& 1 FAFSASMIR ER DTz, 371 ADFERMNHRER
D, 7O MHOAGFRT EHRFEICEANDDIBDIEITIEDZ. XD 5 DD@MXDSE Thome SHFEXRLUZ
BEOD(E, 2015 F(FFGEATFE(4). 2016 FFRIBFR(5)ZERLIZEDTHD. 1 DD RCTHAKLD
2o BDIESH RCTHARICDWVWTIF4TATRER DT, 4 DEEMa BDIRFTINTAVILEI—-ICEFEN
TR, SEIDSRFYTv I L E1—TIEHZ(C GRADE sHiiziTL). 7 MOLABOIEFT > XL
N)LERUTZ,
4 DD RCT(693 N)& 1 DDOIR— MMAFE(371 N)DERITIREIR DTz, XA FEEMIE 5 DD MAA
(FETFE, CLD, IVH, NEC, PVL) [CDWTCFHMiICE /. & TBYbERRMAETSAUASHEED CLD 13
TRz (BRI DIET >R (FESNLEN DTz, BT ( N=4, 65/345 vs 52/348, RR 1.26,
[95%CI 0.91-1.75]) BPD at 36wk (N=4, 94/342 vs 101/345, RR 0.94, [95%CI 0.74-1.18]). B
EFRICAUTEERMENEZRO SN DTz, IVH (N=4, 63/345 vs 64/348, RR 0.99, [95%CI
0.73-2.13]) . NEC (N=4, 32/345 vs 19/348, RR 1.69, [95%CI 0.98-2.91]) . REAN/IRFE&E3
DOMBHAFATIREIRD . BRMEINZEFROHEMNDIZ, NDI (N=3, 118/227 vs 123/238, RR 1.01,
[95%CI 0.85-1.20])
Target CO2 (CEALT 5 DOMART/I\SDEhbolec &, YTV XIh < OIS (Tigfeiah o 1z
Z &L ISWEFXBNLVC EKD GRADE FHii CTlEETDT7 DI MAALATIEST > XLANILIE low~very
low EWSFERE U,
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NEC (CBIU TIEHETEN T (FBEEEHF DR TEN. URITNENBD T EZBETET/RAVERERD
2o Flzo THFUADYESEFT NEC HUENN LA & 72D 72 Carlo 5(6)DIRFE & BRU N TR T (&
BEEZZHIz. NEC without Carlo (N=3, 30/236 vs 15/237, RR 2.00, [95%CI 1.11-3.61])
AT EECHERNBEVNEDTH DIz, REGIHZENERARNGZETREBORERREESH D, JHFETOE
HMER TETVND, TDHOATTFIRERRDEOEIEEN LN > TS EIEEEEHD. Ffo. Target
CO2 7' 45-55mmHg DR (EERRD CO2 fEAY normocapnia EZENSRAWNWEDEH DTz, IRTE PCO2
60mmHg Bl _E%& target & U7z permissive hypercapnia M#EITHD RCT 1D, (HYFIVE;
NCT02799875) %1% 55mmHg UL EDFREZ UTERW\T A > DTN E TH D,

Bl E X DIRKFTIE permissive hypercapnia D AT HIREIRBZHER TERN,

Methodological note (5i%)

BREFT—HINR—R

MEDLINE, EMBASE, CENTRAL, and CINAHL(#&33(Z full SR =8g8)
MR - R%RE

2022 %1 H23H
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Consensus of Science (BZHIRHLDE &)

AR O YU —Z> T DFH
BRI E W MR 3275 5

1RADYU—Z>TJ%ER . 2336 @
2RO == 0558 1 106 3/ full text L E 21—

BRASHESR 1 6 5@
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HRAFTDE &

RCT
(U.S.A)
1996

RCT
(U.S.A)
1998

RCT
(U.S.A)
2000

49
1)

220
(13)

65
1)

HC=26+1

96hr
NC=26+2

10days/
HC=25+2

REEX
NC=25+2

T
HC=24.7

7days
NC=24.7

HC = 45-55
mmHg, pH>7.2
NC=35-45
mmHg pH>7.25

HC >52 mmHg,
NC<42 mmHg

HC = 55-65
mmHg,
NC= 35-45

mmHg

pressure-limited
ventilation(All
infants),
HFOV(discretion of
physician)

pressure-limited

ventilation

InfantStar 500, (Not
use HFOV), PEEP
(3-6)

Bt 28 D%
REEELL
DA 0))
HER

EIE 36 BT
Pl LB
12 Bl E
DERTER

fEIE 36 BT
DA
=EEN

CPAP, E&3R

Death
BPD
IVH
NEC
PVL

Death
BPD
IVH
NEC
PVL
NDI

Death
BPD
IVH
NDI

> >4 Mt 96 BRI A TIFIRERHR D
HC JIL—T DEIAND C O 2 (FEH D Tz,

dexamethasone #&5EEHNEE(C NEC i’ H
oYyt S WaN=El ey gV

MDI<70 E UK (FFETCRREF HCHIL—TH'E
BEmure.
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RCT
(Germany) 359

2008- (16)
2012

Cohort

(U.S.A) 371
2003- (16)
2004

HC=25.6+2
NC=25.7+2

HC=27.3%+2.3
NC=27.3+£2.3

14days

24hours

HC = 55-65
mmHg,(0-72hr)
60-70mmHg(73-
144hr)
65-75mmHg(7-
14days)
NC=40-
50mmHg, (0-
72hr) 50-
55mmHg(73-
144hr)
50-60mmHg(7-
14days)

HC = 45-55
mmHg,
NC=35-45

mmHg

Synchronised
ventilation or forms
of volume control
HFO (FLAFa21—T
DIERDFH

BERR L

CPAP EEFEND

fE1E 36 BT
DT MK
|=5L:N
CPAP. B4%
(oxygen
reduction
test 217>
TWn3)

Death
BPD
IVH
NEC
PVL
NDI

Death
IVH
NDI

HAEAAEE 500-749g DY T D)L — T Tl
permissive hypercapnia ®2J)L— I HERIC
NEC =gt

P FH—R7 & IVH (CHEREERES 0. HC
IIN—TDOF7TH—1 HMEFERICEN DTz
M IVH DURODBRERL
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Grade EP table

Certainty sssessment

5 Certaint
JSATRDUZR ) Permissive #axd 5 crainty
IF—B IFEE T DRSS Normo capnea
Z Hypercapnea (95% CI) (95% CI)
Death
4 S>4MME FRZITRN 3 BRZITRRN 7N 2L 65/345 52/348 RR 1.26 39 more @@OO CRITICAL
HER (18.8%) (14.9%) (0.91 to 1.75) per 1,000
(n5 13 &
fewer to
112 more)
BPD(at 36PMA)
4 N4 &7 ° p37] EA TR P3N AN 98/341 96/346 RR 1.04 11 more @OOO IMPORTANT
ER (28.7%) (27.7%) (0.82to 1.31) per 1,000
IR
(75 50 IERITIK
fewer to
86 more)
Severe IVH
4 S AL FZITRN FRZITRN FRZITRRN IEE (TR © AN 63/345 64/348 RR 0.99 2 fewer @@OO IMPORTANT
HER (18.3%) (18.4%) (0.73 to 1.36) per 1,000
[
(h5 50 f
fewer to
66 more)

NDI(follow-up)
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Certainty sssessment

. Certaint
INATZADUX ) Permissive AR fexd crainty
—B AAEhE ZDADIRET Normo capnea
z Hypercapnea (95% CI) (95% CI)
3 S>4MME w2 BRZITRRN BRZITRRN A 2L 118/227 123/238 RR 1.01 5 more per @@OO IMPORTANT
HER (52.0%) (51.7%) (0.85 to 1.20) 1,000
(s 78 &
fewer to
103 more)
NEC
4 S>4MME = © RZITRRN RZITRRN R U 32/345 (9.3%) 19/348 (5.5%) RR 1.69 38 more @@OO IMPORTANT
ER (0.98 to 2.91) per 1,000
&
51
fewer to
104 more)
PVL
3 S2ANMME | FATROL BATIRN BATIRN F © »U 29/312 (9.3%) | 24/316 (7.6%) | RR1.22 17 more YY) IMPORTANT
HER (0.73 to 2.06) per 1,000
s 21 "
fewer to
81 more)
Death/BPD
3 S MME 3l 3 FRATRR 3 AN 155/321 148/323 RR 1.05 23 more @OOO
HER (48.3%) (45.8%) (0.90 to 1.23) per 1,000
BT
P R
fewer to
105 more)

CI: {S%8[XR1; RR: U XL
Bl
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a. Sample size is not enough to big

b. 4 some concerns. It may be influenced of BPD(outcome) because of outcome assessors known the investigation.
c. Confidence Interval is too wide

d. Missing outcome is too big

e. one study was terminated because of dexamethasone group was high rate NEC
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SEIDHER B

ATHIREEPDRERCHENT, STRURENEZBERE ULHRERZITORNC EZIRET .

(85U HEER, FIFE (TR CoE)

22U, BEMERRIVERFE I DHREIE (permissive hypercapnia) OBZNAEICEAL TIIRBEST

(IARBATHDN., WRICIEU TR U THE KLU, 550L\#EE, FIEE(T/ELY CoE)

TEF A SHEREN

Summary of judgements

fiieE

EFULVHR

LFEURVEIR

TES> XDMERE

HRDINS X

VEERE

MNEERE(CFEYD
TES> XDMHERE

BERXR

KAITOIREE

JUDGEMENT
BETS< [@F0
DTH
DTH
i3
BERARR
FrEHE5OE
DERENES D
NABLEHNK
BVTNEE
TRV
WATEB(FE
DR MR
i3
NABLENK
BT NEE
TRV
ISR
BESK. LW
x
HESK. LW
%
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WRNANEEDEERS
“RMERFRMAEZ S —5' Y b & UTEIHFIRSEER (IR T, BHMRED X0 ZE T B DRRCDL
. 5%DBEEKETOERE (I RSNEN Oz, BBCEESESR (IVH,PVLNDI, NEC) (CEALTHEA
UMBENERRD SN DTz, UL LIS, BIEMER (NEC) (CBIL TR, T ATV IG5EE(C
BRICNEC H'E <, HAFTHEPHRT LTz Carlo2009 DA ZBRUVNZE#T TIE NEC BRSBTS &L
DHERICIAD. URITRENBD T EZBETETRMERERD TS,
LTDTI RALICHBNT, Target CO2 (CEALTIX 5 DDART/I\SDENHo>leT &, B TILYA
XY OIS ([CEfeihh oz & 95%EREXMNEWLT & XD GRADE FHEi TIFETDF7 I MIATIES
> ADMEEME(L low-very low ERxo Tz,
SElE. BBCRFRMAEZS —5'y b & UTEMFIREEEIE 21T > TR EMRICL TS D, SEMIEER
(CHITRIPOZE/RNE B LRRMEZ S CEINDIET > AEFZ UL,
U EKD FRHERREZETD,

r1]]t| ~ :|ul

Knowledge gap

o A4AREBLERNENEDTH D . REGMRENFERARZEFIRGFORRXEEH D, HEE
TOEBMERTETND, TOIHATLTFIRERRDEOEEREN LN > TWDEEMEEHD.
RECHITDATHIREIRPD R TOREE L ZRI HENDH D,

e Target CO2 H' 45-55mmHg DIAFE(EZERRD CO2 fEH normocapnia EZENSIAWNEDESH D
fz. IRTE PCO2 60mmHg Bl k% target & U7z permissive hypercapnia MiETHD RCT H'dp
5. (HYFIVE; NCT02799875) S$#%E 55mmHg U EDETEZE UTERWT Y1 > DORFRNARE
THD,

e Target CO2 ODEZE2TH D, BRABEMBEHAR (IO D TLVRL, BRIR CO2 L)L EBIEEREA
BZRIBENDD,
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