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PICOT
Population:
A& 24 BFELIADTERE 32 BREDORER (HEARERIDIZE(E 1750g LUTF)

Intervention:
1> RAFS &= —RICIKRS ((FFERMIRSAV)) (BIRERFEORKRERIRBFIR(CHHNNST)

Comparators:
TSR or FHHESRAL

Outcomes:
FELC. RFERE. SEMEARI. MEARI. MRS, BIREZIRM. SHILEZFL. #5E
A, BbsMmE. Abmm. ZFK

Type of studies (study designs), Language, Time, etc.:
P TCOEEBICILEE ERZ MR E I B, Cluster randomized 1%, Quasi-randomized B, Cross
over itE&. FRMAR(IRINT D, SEFREBFCFAAREBET D,

il

Definitions, other notes for PICOT:

hsPDA (hemodynamically significant patent ductus arteriosus): JEBNeo PDA DFEZE(CHED.
FERFIEPEE (Neurodevelopmental Impairment(NDI)) : IFOWITNHh\ Ei‘mIEITIHBE ST D,
(1.BMERRE, 2. F&EEH(DQ F/2(dIQ -2SD Kii). 3.5. 4.fHlEiszE I DR,

T4 IRIEMHATEZE (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{&1EiE
# 36 BICHVWTEEERIEST® CPAP > ATMIRES(C K DIFRAHEMD D EZIIARE. A F#ET(C K
BT =S DIHREDER(C(E JEBNeo DEEICHED.

EEAMZEAILM (Severe Intraventricular Hemorrhage (sIVH)): Papile grades III F7=(& IV
IZ=IE R (Necrotising Enterocolitis (NEC)): Bell f8HA4E T 2a ML E

BEIFDHESE:
KARBIMERFEZ FHIDIEHC. ERBHICA > RASIT I HZIGEITBCEIBEHEND, 2
L. BIRERISEMIOMEITEED. TEEEER - HERESOMEIREENIRE FFECIKEAH MOFAERL E
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Z, BHE CIMiILIE ET. 85@ISZREFT T D ENKITH D, (RAREBIRERFEZELS RS
« >F—/s(J-PreP 2010))

SElDHER

BERICHUTAZ RAYS D ZFHHSITDINEDINE. BEBRPIMEROINNL (EEMEALM -
ffE MM DSERE - ERERISHMTOIITEES) ZERB U TR I LZIRETSD. (BUEE, KLWIES
> ADMERE)

TEhi%5 & (3£ 24 BRI (CBIIRERFPEDERRIEIR SIREFFR (CRNS I —RICHRS5 I ETH
Do

Evidence update CoSTR summary

418 24 BFREILIRNODTERS 32 BRBDORER(CHT D1 > RASTSZ D OFHES (BIRERFORKRIEIR
PREMRICEADSIBRVW—EDIRS) OMREZEMCEALTIE. 2010 F(C Fowlie SIC k> TITHNE
Cochrane Systematic Review (CYX&E =117z systematic review (SR) 7'%3 (Flowlie 2010) . ©C
Tl 1288 37 BREDOREIR (S U TER 24 BRI —R(CA > RASYS D 7G5 T DR CHEHRE
ETSREEZLEE IS RCT 19#F (n=2872) DXFEFAMMTONTLND, TDSRTIEFA > RAS
SIUFBEESCKRD. EREEBMERFE. BNERRIM,. SEMEABMZR B2, Major
outcome MIETFH T (FHRFHERE (C(FBIMENRNC ENTRE NIz, SEl. CD systematic review
® update ZEME LTz,

B S (FEFEH 2007) (CKRDEARTD RCT ZEOHMHAD RCT3 wZINZ T, 51 224w (n=3353)
DR IRTEIT DIz, ATFROFER. 1208 32 BRFEDRER (Cx U TER 24 FRILAIIC1 > RASS
> EFHIRS5 T B L. BREERM  (N=9, n=2260, RR 0.56 [95%CI 0.42, 0.75]) . Ahimm

(N=6, n=2130, RR 0.74 [95%CI 0.59, 0.92]) . EMEM=EMRHMM (N=17, n=3241, RR 0.65
[95%CI 0.53, 0.79]) DURDEKRK YT D EHWRENTZ. UNUIRSEMRER. i R IMAhERER (N
ZC. Major outcome TH DT, MREFEFERSE(CIFBEMMEI RSN DT

BIU)L— TR TER 6 BRILIAND TS 4% 6~24 IBRIOFHIRS CEEMEALI. BIRE
TEERMOSER (CEF72 <. MERBM T CDNTE 6 LU EDIRS TLDBEMMENEM D Esd. F
PrigSDER(FER 24 BFEILIAE UTz. SEID Update THBHIMADERENRSNTZA. EDMBDT7
D MAATIFERICEXRERBRECERSNIEND/Z. Flowlie 2010 EEAR(ICEEMZEALM. Abtimm. Bk
BRERMADBEIMMENRSNIZEDD, T EHEFEREADIRIIRSNIIN D2, MRAFTDZ <
7' 2000 ERBIFDEDNFLTHD AN MEIENERD ZEND. RIEOBARODIME R ERDIRE(C
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BITDA > RAFTS D FHEEDMRESEID SR KD BESBREBEINRETTHDIEEZABND, =5IC
FRHESDOMREIRD IO (CEMENBRMEIT DHEL < EFNDI LD, BAT(ROEEEFIRE
Z LT hsPDA [Tt U GEIRNICA > RASFZ > HDWNIATTOT T > %53 s tE L\ &%

BFEIADE—RICFHIREIT DI L(FHRTSRVNEEZ BN,

B ENSHER (. BEMEARIGED IR INENRERICREL T, EEMEAL MBS
E. BIRERMHMOIBITEEN IR EDMEDINRZER I TR I DI E LU,

BIFD SR [CEAULT

BEF D SR o Citation

Authors. : Fowlie PW, Davis PG, McGuire W.

Title. : Prophylactic intravenous indomethacin for preventing mortality and morbidity in preterm
infants.

Journal name. : Cochrane Database Syst Rev.

Year : 2010

Volume(Issue)/Pages. : 2010(7)

BIfFD SR DEHY

AR DRERFEIREROECCEHEZSISECIETERMECHD, 1> RAFZ2rrEDTO
RPT ST ERBER SBIRE ZEH T 2IEANG M. BWEREHD. 1> RASS D FHR5E
TR ENIRERFEZ 2 SRRV B NN S 2R EREHRICEFNDILHERMRINVETHD.

BfY : BERCHTDIAS BAYS D FHEEDIIRTOEHECH T DIMRZFSNCITDI L.

733 : 2010 £ 5 H 20 HIC CENTRAL. The Cochrane Library. MEDLINE. EMBASE. CINAHL Zt&%
LTz, 72k 37 BRBORERZMRIC, £1& 24 KEUAOBIRERFEDHECEANS T (C1> kXS
S ETHIRS IR E T SWRF L IBEENZ R T DEER LR Z R E LTz, RENQT
D35> DR EEERUZM,. GRADE FHE(FITON/EMN D 2. FBRTT MIARIET (B, BEif) .
BEOHEFERE CHO .

R 1 19 DA (37 k. 2872 N) ZXREUE. FEAEDEFMMEHERER TH O &
BIEFIEDZ WAFE(1202 AIS0) (FBEEERER(CIRESN L. FEALEDHAKEFENEVED
THDTZe A2 RAT DTS (FEIREEBIRERMFAE(N=14, n=2193, RR 0.44, 95%CI [0.38-
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0.51], I°=10%). EMAREREZRMI(N=8, n=1791, RR 0.51, 95%CI [0.37-0.71], I*’=0%). EjEKNZERN
HIm(N=14, n=2588, RR 0.66, 95%CI [0.53-0.82], I>=0%)&iF = &/z. —H THI(N=17,
n=1567, RR 0.96,95%CI [0.81-1.12], I*>=0%). FET-F/z(IHEFERE(N=3, n=1491, RR
1.02,95%CI [0.90-1.15], I?=0%)(C DU\ T (FBERHEL RSN o 1z,

#EEm 1 > RAYS DRSS (SEREBIRERTE. BIRERERMN. EEMERHIMNG E O T
(FERELIZEDD. FEEDHIEFRERE (CDOVWTEIBERMEN RSN D2,

BEf7D SR @ AMST AR 2 &R

1 PICO D& YES
2 FEDER YES
3 BRIREAE YES
4 HEFER) SCMRER Yes
5 PAFEEIR YES
6 T — i YES
7 BROMATT YES
8 AFR DA DR YES
9 C CDAFRDI AT AV DM RCT | YES
10 | &®IR YES
11 | XFDHHFE RCT YES
12 | X900 \A 77 AU X T5HM YES
13 | #EREER AT RUXTERE YES
14 | E8&% YES
15 | B/ \A7R NO

16 | FHER YES

AMSTAR 2 T(Z 15 1BEH 1 IHEEM [Nol . ERIEH 7IEH- 1 IEET [No]
1) EFNZRCT (FINTIERE 32 BKRE CTH DT
15) HAR (A 77 REHEAM TN TR,

BEF D SR @ PICOT
Population:
1£ha 37 BREDERER

Intervention:
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418 24 BFREILIAD 1 > RAS S RIS (BRERFEOBECENST)

Comparators:

TSN or AR

Outcomes:

FEFPIMAA

1. ZET: (RBTE, BEifT)

2. HREFRERE: (WRCFLFEEOHEFRERS (CHTREH/IMERME or Developmental
quotient <70 or AR - BEEEE). ii )1 MU TOMIL U/ RRETMDRER. i) ML UEsE
f75E(C K DERHIEE or FI)

BIXR7ZOIMAA

1. BIRERFIE : (i) AEMRMEC D) BEREZET (i) #5264 or HFT—F)LAE

2. Bz : (i) all grade (Papille D%EI-1V E) (ii ) EEMZEARI (M-IVE) (i) K=E
MM (CREE I DRMZHLA. /KERAE. AMEEEREER{CAE

3. IFIREEETE - (i) ALIFIREIR (i) ATIMHIREIERE (i) BRESHEE (v) [ (v)
I@MERRER (L% 28 H. E1E 36:8) (vi) Afitimm

4. BHEETR (i) #FK or ZFK (<0.5ml/kg/h) (i) L7FZ2 LR (i) EBEEESR

5. HILESHHE : (i) T\IEEMERER (i) BILEZFL (i) #REE

6. MRREHE : (i) LmmfEm (i) fo/vsks

7. RFATHARRAE : (i) all stages (ii ) >stage 3

Type of studies (study designs), Language, Time, etc.:
S >4 IMEERREER
XaktRFEAAME - R%=E

CENTRAL (The Cochrane Library, Issue 5, 2010)
MEDLINE (1966 to April 2010)

EMBASE (1980 to April 2010)

CINAHL (1982 to April 2010)

#®%H: 2010 5H 20 H

SEd Update :ENRZICRALT
Update D7z D EMERZRT

Supplement1 =88

BB —HINR—R
MEDLINE (PubMed). EXrhoupss
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HRERAAR - #R3RE
MEDLINE: #&Z<EAf 2010, May-3000.Dec; t#&%H 2024. Nov.4

EErhEs:  1R3RHARI -3000.Dec; #%ZH 2024. Nov.4

FESTESEE
PICOT 288

XBARA D —Z> T DFFHH
MEDLINE #RFHXEw 8408 k. 1 RROU—Z2 TR 5w, 2 RAOU—-ZT#R 1R
EHsE: BRRACY ME29MR. 1 RXAOU—Z TR 134K, 2 RROYU—Z TR 1R

I\ RY—F: 1#F . Mitra 2022 [CKDRY hD—T XSz Cochrane systematic

review 5

Update iBH0EwX
1. Jannatdoust 2014: MEDLINE m'5 Include 2Nz, -1 5> T{THOMN/= RCT,

2. FEFEM 2007, FEFIEH 2013: EFHIRGMEENS Include =Nfz. AFBD NRN TITHNTZ

RCT,
Kumar Nair 2004: /\> R —F(C LD Include =1/z. Flowie2010 (C Include =N TL2AHD

3.
=% Mitra 2022 (C Include N TCL\ElzdSESRE U,
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BIf7MD SR DfER LEMRX DFERDME

MRAFTDZE &b

Bada 1989

tyFa20

single site in USA

RN
TA/38E (N)

70/71 (RCT)

&

HAE(RE 15009 AT, TEL LD IVH (B

TA 12 RXA52> (0.2; 0.1; 0.1 mg/kg); #lE 6 BifE, L& 12 BfC &
pOpEE:E: Placebo
TSAIUT I~ BET: 6/70 (8%) vs. 9/71 (13%), RR 0.68 (95%CI [0.25,1.80]), ARD -0.04
yaJN (95%CI [ -0.14, +0.06]), NNT 24 (95%CI [-85, +35]).
All IVH: 27/70 (38%) vs. 37/71 (58%), RR 0.74 (95%CI [0.51, 1.07]),
ARD -0.13 (95%CI [-0.29, +0.03]), NNT 7 (95%CI [-1, 16]).
Severe IVH: 10/70 (14%) vs. 15/71 (21%), RR 0.67 (95%CI [0.32, 1.40]),
tHUAUTY ARD -0.06 (95%CI [ -0.19, +0.05]), NNT 14 (95%CI [-12, 41])
VAN ffitimm: 4/70 (6%) vs. 8/71 (11%), RR 0.51 (95%CI [0.15, 1.61], ARD -0.05
(95%CI [-0.14, +0.04]), NNT 18 (95%CI [-12, 47])
NEC: 6/70 (9%) vs. 7/71 (10%), RR 0.87 (95%CI [0.31, 2.45]), ARD -0.02
(95%CI [-0.10, +0.08], NNT 77 (95%CI [-493, 657])
fdam/ BREIR FETC. Severe IVH (RS a0\, #ERDIH.

Bandstra 1988

YT

single site in USA

HFRAER
APNESLEON

99/100 (RCT)

MRE

FARFBEDHDHAEME 1300g LT

A 1> RASZ> (0.2; 0.1; 0.1 mg/kg); #E 12 BERILIPY, LU 12 BRI &
Placebo
XTERE Control # PDA J&% : 32/100 5 (32%)
A7 PDASEED O b O—)L @ fEIEME PDA (CX3 LT IND1-2 [E],
BET=: 14/99 (14%) vs. 14/100 (14%), RR 1.01 [95%CI 0.50, 2.00], ARD 0.0
TS5ARUT I (95%CI [-0.09, 0.09]), NNT -707 (95%CI [-490, 476])
VAT NDI: 14/78 (18%) vs. 15/74 (20%), RR 0.89 (95%CI [0.46, 1.71]), ARD -0.02

(95%CI [-0.14, 0.10], NNT 43 (95%CI [-188, 275])
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Severe IVH: 19/99 (19%) vs. 26/100 (26%), RR 0.73 (95%CI [0.04, 1.24],
ARD -0.07 (95%CI [-0.18, 0.05]), NNT 19 (95%CI [-19, 6]).

All IVH: 43/99 (43%) vs. 62/100 (62%), RR 0.70 (95%CI [0.53, 0.91]), ARD -
0.18 (95%CI [-0.32, -0.05]), NNT 5 (95%ClI [3, 201)

Ligation: 0/99 (0%) vs. 1/100 (1%), RR 0 (95%CI [0, NA]), ARD -0.01
(95%CI [-0.03, 0.009]), NNT 100 (95%CI [-95, 295])

TEIRIE PDA 11/99 (11%) vs. 42/100 (42%), RR 0.26 (95%CI [0.14,
0.48]), ARD -0.31 (95%CI [-0.43, -0.19]), NNT 3 (95%CI [2, 5])
FBEM 5/99 (5%)vs.6/100 (6%), RR 0.84 (95%CI [0.87, 2.67]), ARD -
0.009 (95%CI [-0.08, 0.05]), NNT -105 (95%CI [-598, 809])

NEC: 6/99 (6%) vs. 3/100 (3%), RR 2.00 [95%CI 0.51, 7.85], ARD
0.03 (95%CI [-0.03, +0.09], NNT -32 (95%CI [-94, 28])

Oliguria: 40/99 (40%) vs. 20/100 (20%), RR 2.00 (95%CI [0.51,
7.85]), ARD 0.20 (95%CI [0.08, 0.32]), NNT -5 (95%CI [-2, -8])

s/ FEAR

FET- & NDI ([CEFR Lo
FB589 IND (F all IVH &5 U, fEf&IE PDA BiRS LTz,

Couser 1996

v

single site in USA

FRAER
A/ (N)

43/47 (RCT)

HRE

600g< 4 {AE <12509

IUN 1> RX53> (0.2; 0.1; 0.1 mg/kg); #IE 24 BHELA, LU 24 BSREC &
Placebo
XHEBEE STBBEED PDA SAYE : 17/47 5l (36%)
S PDASBED O R O—)L : AEIRME PDA (3 LT IND 7= (345311,
TS5ARUTI N FET=: 1/43 (2%) vs. 1/47 (2%), RR 1.1 (95%CI [0.07, 16.9]), ARD
VTN 0.002 (95%CI [-0.06, 0.06]), NNT -505 (95%CI [-16098, 1508])
Severe IVH: 3/43 (7%) vs. 4/47 (8.5%), RR 0.82 (95%CI [0.19,
3.46]), ARD -0.01 (95%CI [-0.12, 0.09]), NNT 65 (95%CI [-403, 503])
Ligation: 4/43 (9%) vs. 8/47 (17%), RR 0.55 (95%CI [0.18, 1.69]),
ARD -0.08 (95%CI [-0.21, 0.06]), NNT 13 (95%CI [-10, 36])
Th2HUFTI NEC: 1/43 (2%) vs. 2/47 (4%), RR 0.55 (95%CI [0.1-5.8]), ARD -0.01
AN (95%CI [-0.09, 0.05]), NNT 51 (95%CI [-144, 248])

Oliguria: 8/43 (18%) vs. 5/47 (10%), RR 1.7 (95%CI [0.62, 4.94]),
ARD 0.08 (95%CI [-0.07, 0.23]), NNT 12 (95%CI [-10, 35]

fitHmn: 5/43 (11%) vs. 7/47 (14%), RR 0.78 (95%CI [0.37, 2.28]),
ARD -0.03 (95%CI [-0.17, 0.11]), NNT 30 (95%CI [-100, 162])
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FET-& NDI (CZE/RU, Severe IVH, Ligation 72U,

Domanico 1994

tyFa20

single site in USA

RN
A/ (N)

52/48 (RCT)

&

HAEAE 12509 Kif

TA 12 BX52> (0.2; 0.1; 0.1 mg/kg); #0El 12 BRI, DU& 12 BT &
Placebo
XERAF Control #£M PDA & : NA
FAZESt PDA SBEDTO R O—JL : NA
TS5ARVUT T Severe IVH: 6/52 (12%) vs. 11/48 (23%), RR 0.50 (95%CI [0.20,
Al 1.26]), ARD -0.11 (95%CI [-0.26, 0.03], NNT 9 [95%CI -3, 20]
i : 5/52 (10%) vs. 12/48 (25%), RR 0.38 (95%CI [0.14, 1.0], ARD
Th2HUFI -0.15 (95%CI [-0.3, 0.01])
VTN Oliguria: 8/43 (18%) vs. 5/47 (10%), RR 1.7 (95%CI [0.62, 4.94]),
ARD 0.08 (95%CI [-0.07, 0.23]), NNT -12 (95%CI [-35, 10])
fdam/ BRR Severe IVH, FiBINICER L. 2ERDH,

Gutierrez 1987

L7 2

single site in Argentina

FRAER
A28 (N)

30/29 (RCT)

MRE

TERRIBEL 34 BLLTF . HAERE 17519 UF

A 1> RXA52> (0.2; 0.1; 0.1 mg/kg); #IE 24 BsELA, Bl 12 B &

XTHREF Placebo

TS5ARUTIH FET=: 9/30 (30%) vs. 13/29 (45%), RR 0.67 (95%CI [0.34, 1.32]), ARD
AL -0.14 (95%CI [-0.39, 0.10]), NNT 7 (95%CI [-4, 17])

vH>AITI S AEIR4 PDA: 5/30 (17%) vs. 10/29 (34%), RR 0.48 (95%CI [0.18, 1.24], ARD -
AL 0.18 (95%CI [-0.40, 0.04], NNT -6 (95%CI [-3, 25])

55/ AR BET- SEIRM PDA ([CERRL. T—9 JERFRREBBHRISHRN S AF 2N,

Hanigan 1988
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single site in USA

TFRAEL
A/ (N)

15/17 (RCT)

A&

750gsHAEAAE=1500g. ATIFIRZEH D

A 4> RX42> (0.1 mg/kgx 4[8]); #E 12 BRI, 24, 48, 72 KRS
Placebo
POt BB PDA SAYE : 15/55 i (27%)
et PDA SRR O b O—)L @ fERTE PDA VR ICBERARE 217D THIHF,
TSARVTI N BET": 13/56 (23%) vs. 8/55 (15%), RR 1.60 (95%CI [0.72, 3.54], ARD
Vsl 0.09 (95%CI [-0.06, 0.23]), NNT -11 (95%CI [-30, 8])
Severe IVH: 3/56 (5%) vs. 3/55 (5%), RR 0.98 (95%CI [0.20, 4.66]),
T T ARD -0.001 (95%CI [-0.09, 0.08]), NNT 1026 (95%CI [-87664,
A 897171)
All IVH: 6/56 (10%) vs. 11/55 (20%), RR 0.54 (95%CI [0.21, 1.34]),
ARD -0.09 (95%CI [-0.23, 0.04]), NNT 10 (95%CI [-4, 26])
fdam/ BRR FET-. Severe IVH (HRES =120\

Krueger 1987

ttvFa>d

single site in USA

FRAER
A/ (N)

54/56 (RCT)

HRE

HZE{AE 13009 KifE

A RA&S> (0.2, 0.1, 0.1 mg/kg 3 @), ¥) 12-18 B5R. 2 EIE 12 B5RIRIME. 3 [

TA ~

B 24 BRIRIE (N=54)

Placebo
p— XFBRE¥D PDAJEYE @ 11/53 45 (20%)

A4t PDA BB TO NO—)L : SR PDA (CEIRIEISZZ NI THET. 1> R4

= > or fEEKii,
TS5ARUTIH FET=:2/15 (13%) vs. 4/17 (24%), RR 0.57 (95%CI [0.12, 2.67]), ARD -
SN 0.10 (95%CI [-0.36, 0.16]), NNT 10[95%CI -15, 35]

Severe IVH: 1/15 (7%) vs. 5/17 (29%), RR 0.23 (95%CI [0.02, 1.77]),

AT ARD -0.23 (95%CI [-0.47, 0.02]), NNT 4 (95%CI 0, 9])
- All IVH: 4/15 (27%) vs. 5/17 (29%), RR 0.91 (95%CI [0.30, 2.807),

ARD -0.03 (95%CI -0.34, 0.28]), NNT 36 (95%CI [-376, 449])
NEC:0/15 (0%) vs. 0/17 (0%)

fi/ AR

FET. IVH ([R5 =130,
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Mahony 1985

tyFa20

single site in USA

RN
A/ (N)

54/56 (RCT)

A&

HAAE 13009 Kifh

1> BX52> (0.2,0.1, 0.1 mg/kg 3 [E), #] 12-18 BsfE. 2 B 12 BsfEfkER. 3 [E

TA ~
B 24 BRI
Placebo
T XFBBEYD PDA A% : 11/53 651 (20%)
FAZE5t PDA BB T O R O—)L : SR PDA (CBIARIEISZZIZ TLMT. 1> KXY
> > or #&3&AMT.
TS5ARUTI N FET=: 13/54 (40%) vs. 13/56 (50%), RR 1.04 [95%CI 0.53, 2.03], ARD
sl 0.01 95%CI [-0.15, 0.16], NNT -116[95%CI -2265, 2032]
Ligation: 1/54 (2%) vs. 6/56 (10%), RR 0.17 (95% [CI 0.02, 1.39]),
ARD -0.08 (95%CI [-0.18, 7.1]), NNT 11 (95%CI [0, 22]).
THh2FUTT N All IVH: 12/54 (22%) vs. 17/56 (30%), RR 0.73 (95%CI [0.39, 1.38]),
sl ARD -0.08 (95%CI [-0.24, 0.08], NNT 12 (95%CI [-12, 371),
NEC: 2/54 (3%) vs. 3/56 (5%), RR 0.69 (95%CI [0.12, 3.98]), ARD -
0.01 (95%CI [-0.09, 0.06]), NNT 60 (95%CI [-223, 344])
fiam/ BRRR ZET. Ligation. IVH. NEC (CERRUL
Ment 1985
ttyrFa>0 single site in USA
STERALK

A/ (N)

24/24 (RCT)

MRE

HA4AE 12509 K. no IVH

TA 1> RASS > (FE 0.2; 0.1 mg/kg x 4), #El 6 BERS, L% 12 BERIC &

Placebo
ot STERBECD PDA SA%E : NA

HAFEA PDAEEOT O M O—)L : NA
TSARVUTI N FET=: 1/24 (4%) vs. 4/24 (17%), RR 0.25 (95%CI [0.03, 2.08]), ARD -
VAU 0.13 (95%CI [-0.30, 0.04], NNT 8 (95%CI [-3, 18])
THhZFUTI N Severe IVH: 1/24 (4%) vs. 2/24 (8%), RR 0.50 (95%CI [0.05, 5.27),
P ARD -0.04 (95%CI [-0.17, 0.09]), NNT 24 (95%CI [-54, 102])
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All IVH: 6/24 (25%) vs. 14/24 (58%), RR 0.42 (95%CI [0.20, 0.92]),
ARD -0.30 (95%CI [-0.50, 0.07]), NNT 3 (95%CI [1, 5]).

NEC: 1/24 (25%) vs. 1/24 (58%), RR 1.00 (95%CI [0.06, 15.0]), ARD
0 (95%CI [-0.11, 0.11]), NNT NA

Oliguria: 11/24 (4%) vs. 8/24 (8%), RR 1.38 (95%CI[ 0.67, 2.80], ARD
0.13 (95%CI [-0.14, 0.40], NNT -8 (95%CI [-25, 10])

FET-. Severe IVH. NEC (CZERU. All IVH (F&5T

filsam/ BRI RERADEZNSYIEIEN 0.1mg/Ilg (CEEENTz,. BEIZESDBE(CKD. #HstF
HNBERMENEMR SN R THRER (EP I SNz,

Ment 1988

ttyrFa>0 single site in USA

ITRAEL

A/ (AN)

19/17 (RCT)

HRE

HA44AE 12509 K. no IVH

TA 1> RXASZ > (0.1mg/kg x3) #E] 6-12 BERE LI 24 BREIC &
Placebo
pOREEEEs XTERE¥D PDA JAE : NA
AT4 PDAEEDTO R O—JL - NA
TSARIUTI b FET=: 0/19 (0%) vs. 1/17 (6%), RR 0 (95%CI [0-NA], ARD -0.06
yAYAN (95%CI [-0.17, 0.05]), NNT 17 (95%CI [-15, 49]
Severe IVH: 0/19 (4%) vs. 3/17 (8%), RR 0 (95%CI [0, NA]), ARD -
0.18 (95%CI [-0.36, 0.01]), NNT 6 (95%CI [0, 11])
<2Vl All IVH: 2/19 (10%) vs. 8/17 (47%), RR 0.22 (95%CI [0.05, 0.91]),
NI ARD -0.37 (95%CI [-0.6, -0.09]), NNT 3 (95%CI [1, 5]),
Oliguria: 4/19 (21%) vs. 5/17 (29%), RR 0.72 (95%CI [0.23, 2.23]),
ARD -0.08 (95%CI [-0.37, 2.00]), NNT 11 (95%CI [-29, 53])
fdam/ BRER BET=. Severe IVH, Oliguria Z732 L. All IVH (ZE57 .
Ment 1994a
twvrFa>0 single site in USA
PUE PN

AR (N)

27/34 (RCT)

MRE

HAE{RE 12509 K. no IVH (IELL L)

TA

A2 RAFZ> (0.1mg/kg x3) #E] 6-12 BFfE U 24 BfEC &

IPEREF

Placebo
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STEBEED PDA JAEE 1 NA
34 PDABEOT O M O—)L : NA

TS5ARUTIh FET: 7/27 (26%) vs. 5/34 (15%), RR 1.8 (95%CI [0.63, 4.94]), ARD
yayN 0.11 (95%CI [-0.09, 0.32], NNT -9 (95%CI [-25, 7]
Severe IVH: 5/27 (18%) vs. 4/34 (12%), RR 1.57 (95%CI [0.47, 5.30],
ARD 0.07 (95%CI [-0.11, 0.24]), NNT -14 (95%CI [-54, 25])
Th2HUFTI NEC: 0/27 (0%) vs. 1/34 (3%), RR 0 (95%CI [0, NA]), ARD -0.03
yaJN (95%CI -[0.09, 0.03]), NNT 34 (95%CI[-32, 99])
Oliguria: 2/27 (21%) vs. 0/33 (0%), RR NA, ARD 0.07 (95%CI [-0.02,
0.17], NNT -14 (95%CI[-32, 5]
filam/AEAR BET-. Severe IVH, NEC. Oliguria Z73 L.
Ment 1994b
ttyrFa>0 single site in USA
TRALR

A28 (N)

209/222 (RCT)

HRE

HA44AE 12509 K. no IVH

TA

1> RXASZ > (0.1mg/kg x3) #E] 6-12 BERE LU 24 BREIC &

XPEREE

Placebo
JTEREFD PDAJETE : 46/222 (21%)
i34t PDABEO IO R O—JL : NA

TS54RUT7I b
VA

BET": 16/209 (8%) vs.29/222 (14%), RR 0.60 (95%CI [0.34, 1.06]),
ARD -0.05 (95%CI [-0.11, 0.004]), NNT 18 (95%CI [-1, 28])

NDI: 11/119 (9%) vs.19/114 (17%), RR 0.55 (95%CI [0.27, 1.11],
ARD -0.07 (95%CI [-0.16, 0.01]), NNT 13 (95%CI[ -2, 29])

THhHFUTT
VA

Severe IVH: 3/209 (1.4%) vs. 11/222 (4.9%), RR 0.29 (95%CI [0.08,
1.02], ARD -0.03 (95%CI [-0.07, 0.002], NNT 28 (95%CI [2, 54]).

All IVH:25/209 (12%) vs.40/222 (18%), RR 0.68 (95%CI [0.42,
1.05]), ARD -0.06 (95%CI [-0.12, 0.006], NNT 16 (95%CI [-2, 34])
NEC: 2/209 (0.9%) vs. 0/222 (0%), RR 5.31 (95%CI [0.26, 109], ARD
0.009 (95%CI [-0.003, 0.023], NNT -105 (95%CI [-249, 39]

Oliguria: 19/208 (9%) vs. 10/222 (4.5%), RR 6.1 (95%CI [-0.30,
1217]), ARD 0.04 (95%CI [-0.001, 0.09], NNT -21 (95%CI [-43, 1]).

e/ AR

FET-. Severe IVH, Oliguria Z7/3 U,

Morales-Suarez 1994
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single site in USA

TFRAEL
A/ (N)

40/40 (RCT)

A&

H4E4KE 12509 ki, no IVH

TA 1> RAFZ> (0.1mg/kg x3) #E 12 B LUg 12 BRI &
Placebo
pofictia STEREED PDA A : NA
A7 PDABED O R O—)L @ NA
TSAXIUTIH FET=: 8/40 (8%) vs.14/40 (14%), RR 0.57 (95%CI [0.27, 1.21]), ARD -
VAU 0.05 [95%CI -0.11, 0.004]), NNT 18 (95%CI [-1, 28]).
Severe IVH: 6/40 (8%) vs.13/40 (14%), RR 0.46 (95%CI [0.19, 1.09],
ARD -0.17 (95%CI [-0.35, 0.008]), NNT 6 (95%CI [0, 11])
THh2FUTT N All IVH: 20/40 (50%) vs.22/40 (55%), RR 0.91 (95%CI [0.6, 1.38],
AL ARD -0.05 (95%CI [-0.26, 0.17]), NNT 20 (95%CI [-67, 107])
Ligation: 3/40 (8%) vs.3/40 (8%), RR 1.00 (95%CI [0.21, 4.66]),
ARD 0 (95%CI [ -0.11, 0.11]), NNT Inf [95%CI NA-Inf].
fiiam/ BEER ZETC. IVH, Ligation TZE/R U,

Puckett 1985

L7 2

Three sites in USA

FRAER
A/ (N)

16/16 (RCT)

HRE

H44KE 14009 ki, no IVH

TA A2 RAFZ> (0.2mg/kg x3) #E] 24 BFEILIA. D& 12 B &
Placebo
XHEBEE XTEBEED PDA A% : NA
AFEA PDAEEOT O M O—)L : NA
TSARVUTI N FET=: 3/16 (19%) vs.3/16 (19%), RR 1 (95%CI [0.24, 4.23]), ARD 0
VAT (95%CI [-0.27, 0.27]), NNT Inf (95%CI [NA, Inf])
TH>AUTI All IVH: 15/16 (94%) vs.10/16 (63%), RR 1.5 (95%CI [1.01, 2.24],
VAT ARD 0.31 (95%CI [0.04, 0.58], NNT 3[95%CI 0, 6]
i am/ BN FET-& IVH (CERL

Rennie 1986
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Three sites in UK

TFRAEL
A/ (N)

24/26 (RCT)

A&

H4E4KE 17509 K. no IVH

TA 12 RXFZ > (0.2mg/kg x3) #IE 24 BERILA. L% 24 BRI &
Placebo
pofictia STBREED PDA SA%E : 1/18 5l (5.6%)
S+ PDA SSEOTO N O—)L : fERME PDA  OITO—720
TSAXIUTIH FET=: 5/24 (21%) vs.8/26 (31%), RR 0.68 (95%CI [0.26, 1.79]), ARD -
VAU 0.1 (95%CI [-0.33, 0.14], NNT 10 (95%CI [-14, 34]).
All IVH: 10/24 (42%) vs.9/26 (35%), RR 1.2 (95%CI [0.59, 2.45]),
ARD 0.08 (95%CI [-0.19, 0.34]), NNT -14 (95%(CI [-68, 39])
THh2FUTT N Ligation : 0/24 (0%) vs.0/26 (0%), RR not estimated, ARD 0 [95%CI 0,
VAV 0], NNT not estimated.
Oliguria: 3/24 (13%) vs.2/26 (8%), RR 1.63 (95%CI [0.3, 8.9], ARD
0.04 (95%CI [-0.12, 0.22], NNT -21 [95%CI -93, 51].
fisism/ BREAR FET-. IVH. Ligation. Oliguria (CZERUL

Schmidt 2001 (TIPP)

L7 2

Multiple sites in Canada,USA, Hong Kong, Australia,and New Zealand.

FRAER
A/ (N)

601/601 (RCT)

HRE

500g<ti&{RE < 999g. PLT<5 F/uL (BRSt

A A2 RAFZ > (0.1mg/kg x3) #1E] 2-6 BFREILIA. LU 24 BSREIC &
Placebo
pOListiss XTEREED PDA A& : 276/601 {5l (46%)
R3S PDAEED IO R O—)L @ NA
FETC: 125/601 (20%)vs.111/601 (18%), RR 1.04 (95%CI [0.83, 1.29],
FSA4TUT ARD 0.02 (95%CI [-0.02, 0.07], NNT -43 (95%CI [-125-39],
s NDI: 118/444 (27%) vs.117/457 (26%), RR 1.04 (95%CI [0.83,
1.29]), ARD 0.01 (95%CI [-0.05, 0.07], NNT —103 (95%CI [-706,
500])
Severe IVH: 52/601 (9%) vs.75/601 (12%), RR 0.69 (95%CI [0.50,
EHLET 0.97], ARD -0.04 (95%CI [-0.07, -0.003], NNT 26[95%CI 2, 50]
- All IVH: 236/601 (39%) vs. 234/601 (39%), RR 1.01 (95%CI [0.88,

1.16]), ARD 0.001 (95%CI -[0.05, 0.05], NNT -300 (95%CI [-5283,
4682]
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Ligation: 40/601 (7%) vs.74/601 (12%), RR 0.54 (95%CI [0.37, 0.78],
ARD -0.06 (95%CI [-0.09, -0.24], NNT 18 (95%CI [7, 27]

CLD: 225/496 (45%) vs. 215/503 (43%), RR 1.06 (95%CI [0.92,
1.22], ARD 0.03 (95%CI [-0.04, 0.09], NNT -38 (95%CI [-127, 52]
R 89/601 (15%) vs.98/601 (16%), RR 0.91 (95%CI [0.70, 1.18],
ARD -0.01 (95%CI [-0.05, 0.03]), NNT 66 (95%CI[-115, 249])
Perforation: 36/601 (7%) vs.32/601 (4%), RR 1.13 (95%CI [0.7,
1.79], ARD 0.007 (95%CI [-0.02, 0.03], NNT -150 (95%CI [-739,
439]

Oliguria/anuria: 44/601 (7%) vs.22/601 (4%), RR 2 (95%CI [1.21,
3.29], ARD 0.04 (95%CI [0.01, 0.06], NNT -27 (95%CI [-46, -8]

s/ FEAR

FETC. NDI, CLD ([CERUL
Severe IVH & Ligation (&5

Supapannachart 1999

TyFA>Y

single site in Thailand

FRAER
A28 (N)

15/15 (RCT)

HRE

MRS 12509 Kit, BROMESE: M/IVREA . IREET

A 1> RX%5>> (0.2,0.1, 0.1 mg/kg); #El 24 BRELA, L& 12 Kfds
Placebo
popirs: STEREED PDA SAYE : 12/15 (60%)
A4 PDA BB TO hO—)L : fEMRME PDA D33\ (SO T I—% U T
TSARUTI N FET=: 0/15 (0%) vs.1/15 (7%), RR 0.33 (95%CI [0.01, 7.58], ARD -
sIN 0.06 (95%CI [-0.19, 0.06], NNT 15 (95%CI [-13, 43]
All IVH: 5/15 (33%) vs.5/15 (33%), RR 1 (95%CI [0.36, 2.75]), ARD 0
(95%CI [-0.33, 0.33]), NNT Inf (95%CI [NA, Inf])
THhZFUTI N Ligation: 1/15 (7%) vs.5/15 (33%), RR 0.2 (95%CI [0.03, 1.51], ARD -
s 0.27 (95%CI [-0.54, 0.003], NNT 4 (95%CI [0, 8])
NEC: 0/15 (0%) vs.1/15 (7%), RR 0.33 (95%CI [0.01, 7.58], ARD -
0.06 (95%CI [-0.19, 0.06], NNT 15 (95%CI [-13, 43]
fdiam/ BRER ZET-. IVH. Ligation. NEC (CZE/XUL
Vincer 1987
vy single site in Canada
STERARK

A/ (N)

15/15 (RCT)
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xRE H4E4KEE 15009 F5i5
TA A2 RXASFZ > (0.2mg/kg x3); #E] 12 BFEA, D& 12 s
Placebo
pofiEEs: STEREED PDA S : NA
TH7T9h PDAEED IO M O—)L @ NA
TS5ARUTIh BET": 3/15 (20%) vs.2/15 (13%), RR 1.5 (95%CI [0.29, 7.73], ARD
VAU 0.06 (95%CI [-0.20, 0.33], NNT -15 (95%(CI [-74, 45].
.Severe IVH: 5/15 (33%) vs.4/15 (27%), RR 1.25 (95%CI [0.42, 3.77],
ARD 0.06 (95%CI [-0.26, 0.39], NNT -15 (95%CI [-88, 58]
All IVH: 11/15 (73%) vs.8/15 (53%), RR 1.38 (95%CI [0.78, 2.41],
Th2HUTI ARD 0.2 (95%CI [-0.14, 0.54], NNT -5 (95%(CI [-13, 5]
yAYAN Ligation: 0/15 (%) vs.0/15 (%), RR Not estimated, ARD 0 (95%CI [O,
0], NNT Not estimated
NEC: 2/15 (33%) vs.0/15 (0%), RR 5 (95%CI [0.26, 96.1], ARD 0.13
(95%CI -[0.04, 0.31], NNT -8 (95%CI [-17, 2]
fiiam/ BEER ZETC. IVH. Ligation. NEC (CERRUL

Yaseen 1997

v single site in UK
POE PN
14/13 (RCT)
A/ (N)
MRE H4{RE 17509 Kl
TA 1> RXASZ > (0.2mg/kg x3); #E] 12 BERE LI 24 B E
Placebo
HHREE XJBRE¥D PDA B : 2/13 (15%)
R3S PDAEED O R O—)L : NA
TSARVUTI N FET-: 1/14 (20%) vs.1/13 (13%), RR 0.93 (95%CI [0.06, 13.37], ARD -
B 0.005 (95%CI [-0.20, 0.19], NNT 182 (95%CI [-6364, 6378]
Severe IVH: 1/14 (20%) vs.1/13 (13%), RR 0.93 (95%CI [0.06,
ST 13.37], ARD -0.005 (95%CI [-0.20, 0.19]), NNT 182 (95%CI [-6364,
A 6378]).
NEC: 0/14 (33%) vs.1/13 (27%), RR 0.31 (95%CI [0.01, 7.02]), ARD -
0.08 (95%CI [-0.22, 0.07]), NNT 13 (95%CI [-11, 37]
filam /AR FET-. IVH. NEC [CERRU

Kumar Nair 2004
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single site in Oman

TFRAEL
A/ (N)

56/59 (RCT)

A&

750gsH4KE<1250g , 124 26 BLLE

TA

1> RXAF2> (0.1mg/kg x3); #E] 6 B LI 24 B5RE

XTBREE

Placebo
SHEBEED PDA AEE : NA
A3E4 PDAEEDOT O M O—)L : NA

TS53ARIT7 I~
yAVAN

BET=: 11/56 (20%) vs.13/59 (13%), RR 0.89 (95%CI [0.44, 1.82]),
ARD -0.02 (95%CI [-0.17, 0.12]), NNT 42 (95%CI [-217, 301])

THAHUTI
yAVAN

severe IVH:6/56 (11%) vs.4/59 (7%), RR 1.58 (95%CI [0.47, 5.30]),
ARD 0.04 (95%CI [-0.06, 0.14]), NNT -25[ (5%CI [-92, 41])

All IVH: 27/56 (48%) vs.26/59 (44%), RR 1.09 (95%CI [0.74, 1.62]),
ARD 0.04 (95%CI [-0.14, 0.22]), NNT -24 (95%CI [-130, 82])

NEC: 5/56 (9%) vs.6/59 (10%), RR 0.88 (95%CI [0.28, 2.72]), ARD -
0.01 (95%CI [-0.12, 0.09]), NNT 80 (95%CI [-616, 777])

BPD: 16/56 (29%) vs.5/59 (8%), RR 3.37 (95%CI [1.32, 8.58]), ARD
0.20 (95%CI [0.06, 0.33]), NNT -5 (95%CI [-8, -2])

Oliguria/anuria: 3/56 (5%) vs.0/59 (0%), RR 7.37 (95%CI [0.39,
139]), ARD 0.05 (95%CI [-0.005, 0.11]), NNT -18 (95%CI [-39, 2])

e/ AR

FET-. IVH. NEC (CERU. BPD (JEX 1z, SE\> RY—FHSH/Z(C Include =n
1=

FEFIE 2007, FEFIEH 2013

YT

20 sites in Japan

HFRAER
A28 (N)

235/234 (RCT)

400g=H4EAE<1000g, EAE 228 £, 4% 6 BRI

IRE

HAAE-2.0SD LT or Severe IVH (SRS
TA 1> RXASZ > (0.1mg/kg x3); #E 6 BFfEl BIA, L& 24 BfiiE

Placebo
JTREE FTERB¥D PDA AR : NA

34t PDA BEOT O RO—JL : NA

S R - 0 0 0

FSTUTY R TETC or RxIERRE:53/235 (9%) vs.61/234 (12%), RR 0.87 (95%CI
A [0.62, 1.19]), ARD -0.03 (95%CI [-0.11, 0.04]), NNT 28 (95%CI [-34,

91])
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BET=: 22/235 (9%) vs.29/234 (12%), RR 0.76 (95%CI [0.45, 1.28]),
ARD -0.03 (95%CI [-0.09, 0.03]), NNT 33 (95%CI [-29, 94])

Severe IVH:16/235 (7%) vs.32/234 (14%), RR 0.50 (95%CI [0.28,
0.88]), ARD -0.06 (95%CI [-0.12, -0.01]), NNT 15 (95%CI [3, 26])
NEC: 5/235 (2%) vs.9/234 (4%), RR 0.55 (95%CI [0.18, 1.65]), ARD -
0.07 (95%CI [-0.04, 0.01]), NNT 59 (95%CI [-46, 162])
Ligation:17/235 (7%) vs.22/234 (9%), RR 0.77 (95%CI [0.42, 1.41]),
ARD -0.02 (95%CI [-0.07, 0.03]), NNT 46 (95%CI [-60, 152])

FhBIN: 10/235 (7%) vs.27/234 (9%), RR 0.37 (95%CI [0.18, 0.74]),
ARD -0.05 (95%CI [-0.10, -0.006]), NNT 19 (95%CI [3, 37])
Oliguria/anuria:44/235 (18%) vs.47/234 (20%), RR 0.93 (95%CI
[0.64, 1.35]), ARD -0.01 (95%CI [-0.009, 0.06]), NNT 73 (95%CI [-
312, 459])

e/ FEAR

BEL or BW4ERREE. BET-. Ligation. NEC (CZE7RU. Severe IVH (&5, SEID
Update TEZFHRMEENS Include =Nz, HARD NRN TITON LR HEMAR. S
FBFBEAGE.

Jannatdoust 2014

tyFa20

multi sites in Iran

FRAER
A/ (N)

35/35 (RCT)

HRE

1ERA 32 BLLF. 800g=H44AE<1500g

A 4> RXA5>> (0.2; 0.1; 0.1 mg/kg); #E] 2-12 B5fE, 24, 48 B5f
Placebo
XHEBEE XTEBEED PDA A% : NA
AFEA PDAEEOT O M O—)L : NA
TSARUT T Severe IVH: 2/35 (6%) vs.3/35 (9%), RR 0.67 (95%CI [0.12, 3.74]),
TN ARD -0.03 (95%CI [-0.14, 0.09]), NNT 35[95%CI -112, 183]
All IVH:7/35 (20%) vs.20/35 (57%), RR 0.35 (95%CI [0.17, 0.72]),
ARD -0.37 (95%CI [-0.58, -0.16]), NNT 3 (95%CI [1, 4])
THZFIUTI i : 3/35 (2%) vs.8/35 (4%), RR 0.38 (95%CI [0.11, 1.30]), ARD -
VTN 0.15 (95%CI [-0.31, 0.02]), NNT 7 (95%CI [-2, 15])
= IMMmE: 3/34 (9%) vs.10/35 (29%), RR 0.31 (95%CI [0.09, 1.03]),
ARD -0.20 (95%CI [-0.37, -0.02]), NNT 5 (95%CI [-10, 1])
fdism/ BEAR FET-. IVH. NECIZZERRUL

RR: relative risk
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ARD: absolute risk difference

NNT: number needed to treat

NA: not applicable

IVH: intraventricular hemorrhage
NDI: neurodevelopmental impairment
NEC: necrotizing enterocolitis

CLD: chronic lung disease

Page 22 of 49
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R )\A 77 Z 5
* Review Manager 5.4 iRz {EH U TIERX

Random sequence generation (selection bias) _:l

Allocation concealment (selection bias) _:l

Blinding of participants and personnel (performance bias) _
Blinding of outcome assessment (detection bias) _-
Incomplete outcome data (attrition bias) _:-

Selective reporting (reporting bias) |

Other bias _:I

DX 2% 50N 74% 100K
| [ Low risk of bias [] unclear risk of bias Il High risk of bias |

=~ | = | = | = |Selective reporting (reporting bias)

~ OO~ ® @ ~ |~ |@®| ~ |Alocation concealment (selection bias)

E
F+
W
g
E 7
3 €
o g o
§ 7 3 & 3
g ¢ § 3
k- § 3 g
2 g g =
s § % ¢ %
S T 2 L.}
EEEE
§ § 2 8 3
o v -]
g g€ E §
< € o §
g a 3 3
£ o o B o
BB EREE
3 5 5 £ 5
Badal989 | 7 ® e e ?
Bandstra1988 | @ ® e e ?
Couser1996 [ 7 ® e e +
Domanico1994 | 7 ® e e +
Gutierrez1987 | @ ® e e e
Hanigan1988 | 2 ® e e 2 e
Hirano2007 | @ e e 2 e
Jannawioust2014 | @ 900 : @
Krueger1987 | 2 ® 7 ® 7 S
Kumar Nair2004 | @ o0 & e
Mahony1985 | 2 ® S S| 2| 2
Ment1985 | QO 2|22
ment1988 ([ @B (2 (@O S| 7 (S
ment19%4a | @ |2 (B S S| 2 | @
ment19%4b | D (D (S S S 2 S
Morales-Suearez1984 | 2 | 2 (@ |72 (@ |72 @
Pucket1985 |2 |2 (@O @72 | @
Rennke1986 (2 |2 (@ (@ @ |2 @
Schmkin(TIPPI2001 | B (S (@S (S (@ |2 (@
Supapannachart1998 (2 | @ (S | @ (S| 2 &
vincer1987 [ @ |2 (@S S |2 | @
Yaseen1997 [ @ | @ @ @ @ |2 S
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Forest plot of comparison:
* Forest plot (& Review Manager 5.4 iRz L C/ERk. Eager test (& Stata 17 vz {EF
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T
Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
Bada1989 9 71 12 70 4.2% 0.74[0.33, 1.64] — 1 + o+
Bandstral988 14 99 14 100 4.9% 1.01[0.51, 2.01] =1 Géacee
Couser199& 1 43 1 47 0.3% 1.09 [0.07, 16.94] @ee @
Gutierrez1987 ] 30 13 29 4.6% 0.67[0.34,1.32] ——— @aaee @
Hankgan1988 13 56 B 55 2.8% 1.60[0.72, 3.55] i Gaee @
Hirano2007 22 235 29 234 10.2% 0.76 [0.45, 1.28] =l GéaGee @
Krueger1987 2 15 4 17 1.3% 0.57[0.12, 2.67] —_—1 - @
Kumar Nalr2004 11 56 13 59  4.4X% 0.8 [0.44, 1.82] — @a00e @&
Mahonyl1985 13 54 13 56 4.5% 1.04 [0.53, 2.03] S Geee
Ment1985 1 24 4 24 1.4% 0.25[0.03, 2.08] = @ ée
Ment1988 0 19 1 17 0.86% 0.30[0.01,86.81] ¢ 66 @
Ment1994a 7 27 5 34 15% 1.76[0.63, 4.94] —— & &ee @
Ment 1994b 17 209 30 222 10.2% 0.60 [0.34, 1.08] — éeeee @
Morales-Suearez1994 B 40 14 40 49% 0.57[0.27,1.21] — + +
Puckett1985 3 16 3 16 1.0% 1.00[0.24, 4.23] | 000 ©
Rennle1986 5 24 B 26 2.7% 0.68[0.26,1.79] —i= éee @
Schmki(TIPP}2001 125 &01 111 &01 3B.8% 1.13 [0.90, 1.42] - éeeee @
Supapannachart1999 0 15 1 15 0.5% 0.33 [0.01, 7.58] @eee @
Vincer1987 3 15 2 15  0.7%  1.50[0.28,7.73] —_—t @ &6ee @
Yaseen1997 1 14 1 13  0.4% 0.93 [0.06, 13.37] éecee @
Total (95% CI) 1663 1690 100.0%  0.93 [0.80, 1.09] L
Total events 264 287
Heterogeneity: ChE = 15.35, df = 19 (P = 0.70); F = 0X b + i {
01 0.1 1 10 100
Test for overall effect: Z = 0.89 (P = 0.37) Favours [experimental] Favours [control]
Risk of bias Ieggnd o SEdogIRRD .
(A) Random sequence generation (selection bias) i)
(B) Allocation concealment (selection bias) @;
(C) Blinding of participants and personnel (performance bias) 05 o %
(D) Blinding of outcome assessment (detection bias) b
(E) Incomplete outcome data (attrition bias) ©io
(F) Selective reporting (reporting bias) 1 o
(G) Other bias
5
Fowlie 2010 C% Intervention vs. Control = 231/1372 vs. 245/1397. : ®
RR 0.96 [0.81, 1.12]&&E(FRH\ o 1. P e oo
Eeger test p=0.09
IR FERE
Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
Bandstral98E 14 78 15 74 10.3% 0.80 [0.48, 1.71] —— [ITITITT]
ment 1994b 1 119 19 114 12.9%  0.55 [0.28, 1.11] — écecee @
Schmkix(TIPPY2001 118 444 117 457 76.8%  1.04 [0.83, 1.29] éGeee @
Total (95% CI) 641 645 100.0% 0.96 [0.79,1.17]
Total events 143 151

Heterogenelty: ChEE = 2,93, cdf = 2 (P = 0.23); B = 32X

Test for overall effect: Z = 0.40 (P = 0.69)

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Il

b1

01 1 10

100

Favours [experimental] Favours [control]
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Severe IVH
Experimental Control Risk Ratio Risk Ratio Risk of Bias

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

Badal989 10 70 15 71 6.9% 0.68[0.33, 1.40] » + o+ o+

BancistralORB 19 1] 26 100 120X 0.74 [0.44,1.24] —r (I 1T 1 1]

Couser1996 3 43 4 47 18X 0.82 [0.19, 3.46] —_— R

Domanico1994 & 52 11 48 5.3%  0.50 [0.20, 1.26] — 4+ 4+ 4+

Hanlgan1988 3 56 3 55 1.4% 0.98[0.21, 4.66] —_— PEE® @

Hirano2007 16 235 32 234 14.9% 0.50 [0.28, 0.58] —— éecee @

Jannawdloust2014 2 34 3 35 14X 0.69[0.12, 3.85] — @ 000 @

Krueger1 987 1 15 5 17 2.2%  0.23[0.03,1.73] — ® & @&

Kumar Nalr2004 - 56 4 50 1.8% 1.58[0.47,5.31] e ¢éco0: @

Ment10B5 1 24 2 24 0.9% 0.50 [0.05, 5.15] — + o+ 4+

mMenmt10B8 0 18 3 iz 1.7%  0.13 [0.01, 2.32] + @ eee @

Menmtiffaa 5 27 4 34 1.6X 1.57[0.47, 5.30] —_—t + O+ + #

Ment 19040 3 208 11 222 490% 0.29 [0.08, 1.02] I — @eeeee @&

Morales-Suearez1994 -1 40 13 49 60% 0.48[0.19,1.09] — + o+ o+

SchmkinTIPP}2001 52 &01 75 &01 348X 0.69 [0.50,0.97] - Geeee @

Vincer1987 5 15 4 15 1.9% 1.25[0.41,3.77] — @ eee @

Yaseenl997 1 14 1 13 0.5% 0.93 [0.08, 13.37] Gaeee @

Total (95% CI) 1609 1632 100.0%  0.65 [0.53, 0.79] ¢

Total events a 139 216|z

Heterogenelty: ChE = 11.87, df = 16 (P = 0.75); F = DX Ih o1 011 3 1:0 100:

Test for overall effect: Z = 4.24 (P < 0.0001) Favours [experimental] Favours [control]

Risk of bias legend 0 SEGegIRR) R

(A) Random sequence generation (selection bias) i:)\

(B) Allocation concealment (selection bias) ; ‘o 10 .

(C) Blinding of participants and personnel (performance bias) FAPE N

(D) Blinding of outcome assessment (detection bias) 0.5+ @ AN

(E) Incomplete outcome data (attrition bias) /o i on

(F) Selective reporting (reporting bias) 1% .,

(G) Other bias ) P

T # [e] } \
. ol
Fowlie 2010 T% Intervention vs. Control=115/1285 vs. 177/1303, g . 5
154 3 e 3 \
RR 0.66 [0.53, 0.82] T o1z, T/ |
ITEREED SIVH FAE (X 13%7EH. NRNI 45 —~R—2(2020) TOD sIVH 5& g .
FE 2.6%(CHHERT B EBS T, i ot ' o 100
Egger test p=0.795
All IVH
Experimental Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-=H, Fixed, 95% CI ABCDETFG®G

Badal989 27 71 37 70 7.1%  0.72 [0.50, 1.04] — @eee

BarkistralOBB 43 o9 62 100 11.7% 0.70[0.53,0.92] - Geaeee

Haniganl988 [} 56 11 55  2.1%  0.54 [0.21, 1.35] — éeee @

Jannardoust2014 7 35 20 35  3.BX 0.35[0.17,0.72) — + 000 +

Kruegerl987 4 15 5 17 0.9% 0.91[0.30,2.77] S ® & @

Kumar Nalr2004 28 56 26 50 4BX 1.13[0.77, 1.67] - oes @

Mahonyl9B5 12 54 17 56 3.2%  0.73 [0.39, 1.38] — T + o+

Ment1985 & 24 14 24 2.7%  0.43 [0.20,0.93] —_— + o+

Ment19RE 2 19 B 17 16X 0.22[0.05,60.91] _— éee @

Menl994, 25 209 40 222 7.4X  0.66[0.42,1.05] — éee @

Ment 18994b 20 40 22 40 4.2% 0.91 [0.60, 1.38] - @ee @

Morales-Suearez1994 15 16 10 16 1.9% 1.50[1.01, 2.24] — + o+ o+

Puckett1985 10 24 9 26 1.6X% 1.20[0.59, 2.45] —t e @

Rennie 1966 236 601 234 601 44.5%  1.01 [0.8B, 1.16] n +++ o+

SchmkiTIPPY2001 5 15 5 15  1.0% 1.00 [0.36, 2.75] —_— T

Supapannachart1999 11 15 B 15 1.5% 1.3B [0.78, 2.41] - o+t o+

Vincer1987 0 0 0 0 Not estimable @S @

Total (95% CI) 1349 1368 100.0%  0.87 [0.79, 0.96] ]

Total events 457 528

Heterogeneity: Chi = 35.48, df = 15 (P = 0.002); F = 58% bol oL ] % 00

Test for overall effect: Z = 2.73 (P = 0.006) Favours [experimental] Favours [control]

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

{E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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Fowlie 2010 T% Intervention vs. Control = 422/1258 vs. o=
482/1274. RR 0.88 [0.80, 0.98]T&H >z, /4%
. 0.05+
XTEBEED all IVH $8E (% 38. 5% T. NRNJ F—4~X—X(2020)T all 4ol %
IVH 38R 11%(CHEEL TSI, F°% o
0.1+ o ; &
o?ll. Q e
0157 r
! (a]
fa) fa}
M—l s - 0 0.5 mi'
B E FE 2R
Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
BandstralSEs 0 L] 1 100 1.3% 0.34[0.01,8.17] [ITIIT]
Couser1996 4 43 B 47 64X 0.55[0.18, 1.69] — + o+ @
Hirano2007 17 235 22 234 1B5% 0.77 [0.42,1.41] — éeeee @
Mahony1985 1 54 6 56 49X 0.17[0.02,1.39] = o+ o+
Morales—Suearez1994 3 40 3 40 25X 100 [0.21, 4.686] S E— @ & @
Rennie1986 0 24 0 26 Not estimable 000 o
Schmkit(TIPP}2001 40 601 74 601 &2.1% 0.54 [0.37,0.78] - éeeee @
Supapannachart1999 1 15 5 15 4.2% 0.20[0.03, 1.51] — éeee ¢
Vincer1987 0 15 0 15 Not estimable o 000 ©
Total (95% CI) 1126 1134 100.0% 0.56 [0.42, 0.75] L 2
Total events 66 119
Heterogenelty: ChE = 3.95, df = & (P = 0.68); F = 0% b o1 041 3 1*0 100’
Test for overall effect: Z = 3.96 (P < 0.0001) Favours [experimental] Favours [control]
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias) o SEogIRRl)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias) BN
(F) Selective reporting (reporting bias) Po
(G) Other bias 0.5+ ¢
: o]
Fowlie 2010 T% Intervention vs. Control = 49/891 vs. 97/900. RR 1t ®
0.51 [0.37, 0.71]Td&o =,
FBBBLD Ligation K( 10%T. NRN] F—4&R—Z(2020)Tld 4.5%(CtbE ] o
U TCEASHNIE L. -
§o1 o1 i 10

100
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iitaaiiil
Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDETFG
Banistral9Bg 5 89 & 100 3.8X 0.84 [0.27, 2.67] —_—T EE T T T
Couser1996 5 43 7 47 A2%  0.7810.27, 2.28] — éee @
Domanicol1994 5 52 12 48 7.9% 0.38[0.15,1.01] — 20 2t e
Hirano2007 10 235 27 234 17.1% 0.37 [0.18, 0.74] — éeee @
Jannardoust2014 3 35 B 35 51X 0.38[0.11,1.30] r 000 @&
SchmkiTIPP}2001 BS &a01 98 &01 &1.9% 0.91[0.70, 1.18] = Géeee @
Total (95% CI) 1065 1065 100.0% 0.74 [0.59, 0.92] 4
Total events 117 158
Heterogenelty: ChE = .06, df = 5 (P = (.11); F = 45% Ih o1 011 3 110
Test for overall effect: Z = 2.66 (P = 0.008) Favours [experimental] Favours [control]
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias o SEdosIRRD
Fowlie 2010 TId. Intervention vs. Control = 104/795 vs. 123/796, o."l
04 / |
RR 0.84 [0.66, 1.07] T3> zh'. SEID Update THEEREH M. fo |
. . i 10
I IRBELDRPHMAERE (3 15% T, NRNI F—&_—X(2020)DFfHISEE 4%& ™ o |
DBASHNCEL,
b1 0.1 10 ':w
IRIE 4 RE R
Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
Badal9g9 6 71 7 70 B.3% 0.85 [0.30, 2.39] — 4+ o+
Bandstral 988 & 89 3 100 3.5% 2.02 [0.52, 7.85] ] Geaeae
Couser1996 1 43 2 47 2.3%  0.55[0.05, 5.81] e 1
Hirano2007 5 235 9 234 10.6% 0.55[0.19, 1.63] — @aaee @
Krueger19E7 0 15 0 17 Not estimabile ® & @
Mahony1985 2 54 3 56 3.5% 0.60 [0.12, 3.08] I E— o+t
Ment19K5 1 24 1 24 1.2% 1.00[0.07, 15.08] *® %
Ment1994a 0 27 1 34 16X 0.42[0.02,0.84] ® %% @
Ment 1994b 2 209 0 222 0.6X% 5.31[0.26, 109.95] Gaaee @
Schmki®(TIPP)2001 64 601 58 601 GBS5X  1.10[0.79, 1.55] eécoce o
Total (95% CI) 1378 1405 100.0% 1.04 [0.78, 1.38]
Total events B? B4
Heterogenelty: ChE = 4 .44, df = B (P = 0.82); B = 0X h o1 011 1 1=D
Test for overall effect: Z = 0.26 (P = 0.76) Favours [experimental] Favours [control]
Risk of bias legend o SElos(RRD -
(A) Random sequence generation (selection bias) b
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias) 05 0 ©
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias) o
(F) Selective reporting (reporting bias) 1
(G) Other bias o
Q
1.5
o
[ 01 10 ] .1':30

HIEEZAL
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Experimental Control Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI ABCDEFG
Schmiki(TIPPY2001 38 601 32 601 100.0% 1.13 [0.71, 1.79] ¢eeee e
Total (95% CI) 601 601 100.0% 1.13 [0.71, 1.79]
Total events 36 iz

001 0.1 i 10 100
Favours [experimental] Favours [control]

Hetzrogenelty: Not applicable
Test for overall effect: Z = .50 {P = .62}

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

B 4ERmE R

Experimental Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDETFG
Kumar Nairz004 16 56 5 50 22X 3.37[1.32,8.50] ++0@®+ +
Schmki(TIPP}2001 225 486 215 503 O7.BX 1.06 [0.92,1.22] CTTTT B
Total (95% CI) 552 562 100.0% 1.11 [0.97, 1.28]
Toml events 241 220

Heterogenelty: ChEE = 5.84, df = 1 (P = 0.02); F = B1X

Test for overall effect: Z = 1.51 (P = .13} 0.01 0.1 1 10 100

Favours [experimental] Favours [control]

Risk of bias legend
(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

fiEsInE

Experimental Control Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI ABCDETFG
Jannadoust2014 3 34 10 35 100.0X 0.31[0.09, 1.03] —— + 000 +
Total (95% CI) 34 35 100.0% 0.31 [0.09, 1.03] e
Total events 3 10
Hes o neity: Hov ks Rl boi o1 1 10 100

Test for overall effect: Z = 1.92 (P = 0.06) Favours [experimental] Favours [control]
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias
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20009 @00 o

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Bandstral9BE 40 -1 20 100 16.9% 2.02 [1.2B, 3.20] —-—
Couserl190& B 43 5 47 4.1% 1.75 [0.62, 4.04] -
Hirano2007 44 235 47 234 40.1% 0.93 [0.64, 1.35] -
Kumar Nair2004 3 56 0 59 0.4% 7.37 [0.39, 138.51] *
Ment1985 11 24 -] 24 5.1% 1.83 [0.81, 4.15] N
Ment10B88 4 19 5 17 4.5% 0.72 [0.23, 2.24] 1
Mentl994a 2 27 0 a3 0.4% 6.07 [0.30, 121.33] >
Ment 1994hb 19 208 10 222 B.2% 2.03 [0.97, 4.26] |
Rennike 1966 3 24 z 26 1.6% 1.63 [0.30, B.90] ]
SchmkigTIPP}2001 44 601 22 &01 1B.7% 2.00 [1.21, 3.29] =
Total (95% CI) 1336 1363 100.0% 1.53 [1.24, 1.90] &
Total events 178 117
Heterogenelty: ChE = 13.87, df = 0 (P = 0.13); ¥ = 35% 5.01 011 ] 1001

Test for overall effect: Z = 3.95 (P < 0.0001)

Risk of bias legend

{A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)

({E) Incomplete outcome data (attrition bias)
{F) Selective reporting (reporting bias)

({G) Other bias

HIJ0)L—T#Ef(E Supplement 2 &5

Favours [experimental] Favours [control]

BB

'O

0

0.5

1.5

SE{log[RR]}

o0 A

Eager test p=0.27
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Grade EP table

Prophylactic indomethacin compared to placebo/no prophylaxis

IEF>AD

TEDMD | 1RAFS> R

IF—EM JEEEN AHEE
(95% CI) (95% CI)

20 | RCT | #AT | #®AT | ®AT | FAT | 2L | 264/1663 | 287/1690 RR 0.93 -12 per 1,000 | OOO® X
XN B <N N I AXO 720 (15.9%) | (17.0%) | (0.80,1.09) (-34, +15) .
MERERE
3 | RCT | &AT | BT | BT | R%° | BU | 143/641 | 151/645 RR 0.96 -9 per 1,000 ®000 BEX
RO B BN (22.3%) | (23.4%) | (0.79,1.17) | (-49, +40) o
EbndEghal il
17 | RCT | &4T | BT | ®® | ®AT | 2L | 139/1609 | 216/1632 RR 0.65 -46 per 1,000 | ©®&0O £
BLY | 20 (8.6%) (13.2%) | (0.53,0.79) (-62, +28) o
e RIS R
2 RCT | ZFxT | %A | FAT | F° | ”U 241/555 220/562 RR 1.11 +43 per 1,000 | @O0 DN
20 20 (43.4%) | (39.1%) | (0.97,1.28) | (-2, +110) &

BiRE RS
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IEF>AD
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. --- R =
IE—E% JEEIEE
5 (95% CI) (95% CI)
RCT | ZxWT | #%T | &b | &FT | 2L 66/1126 119/1134 RR 0.56 -46 per 1,000 11 ]@) EEPN
AN AN AN (5.9%) (10.5%) (0.42, 0.75) (-61, -26) h
SHIEEZTL
1 RCT | &AW | Z4T | FT | IEEIC | 2L 36/601 32/601 RR 1.13 +7 per 1,000 [21:10) EEpN
AN AN AN Y 2 (6.0%) (5.3%) (0.71, 1.79) (-15, +42) 1K
1RIE R DS
10 RCT | &% | #&T | #T | EEIC | =L 87/1378 84/1405 RR 1.04 +2 per 1,000 100 DN
AN AN AN % a (6.3%) (6.0%) (0.78, 1.38) (-13 - +23) 1K
il
6 RCT | ZFAT | &% ZEZIP | BT | U 117/1065 | 158/1065 RR 0.74 -39 per 1,000 [21:10e) BEX
AN AN (11.0%) (14.8%) (0.59, 0.92) (-61, 12) 1K

CI: confidence interval; RR: risk ratio

Explanations

a. 95% SRXEDIENL L

b. BV VAN S < IFBBEED AR hOSEENIRTEDHAD NICU TOSEE XD EBASHTZLN,
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c. ’80% EFAERIICRBENA RSN S,
d. I2 45% AR ICRBURAR SN,
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- s | PTES _ .
B ES) HTHRED | _ 1Bx3 ETFRIFE DSTRN
FEEL 1|x3

HES5L. HTs<,

AIAY-4 =4 TEIFE DMSIRN
(AYAY-4 (=4A
_ HT5L., HESKL. .
AIAY-4 E{A TESFE Ay ANV AN
AYAY-4 (YA
WEANEESIEERS

S[ED SR DFER. 1> BASZ 2 FH#%5(3E 1000 AHC D TEIAEMEABMZ 46 NES U, Aifitd
Mz 39 NE5 U, BiREREERMID 46 NS T Z MRSz, UM USIEID SR DOXTEREF & [EEHA
BFEERET> Y-y ND—07—FIR—2X (2020 F) =T D& EEMERLNM 13.2% vs.
2.6%. Hibitmm 14.8% vs. 3.0%. EARERERM 10.5% vs.4.3% & BASMCISEID SR DXfHEREF
DANRY MEERFEWN. CNFHEAANSNIZIAFTA 2000 ERBIFDEDONHLTH D> IEizsdEE
25D, MRHECBITDANRD MWD DE, BENDB THDYRITEENSLKIRDIEH
(Suga 2024). RIEOHARDIHERERDORG(CHITDA > RASTE D FHIHSDORRFSEID SR
DOEREIDEBELBEBEINETTHDIEEZSND,

Major outcome T3H DI & HIRFERE(CEZRDIRMN DIz,

1ERGIELR 25 B, FIHAEKRE 7809 DBERHAREIREWNRE U TIPPAFRICENTE. MR
BB EHBIREERZMNE L LG oz (Schmidt 2001) . —fR(CA > RAS S FHHES
D LF RSNV EDIRWEZBREREORWEAD R T(CE5T I E(CTRD,
IREBARTIROIGBERIREZ AT hsPDA (L LT, BIRN(ICA > RAFS 2530170
JI A5 ETO TVBMENE L, FIZFCKEE TIIFHNEEDERN 70T T 2850 %
MEIRDTETCLD,

KE/NERIFE S (Hamrick 2020) 0 HF+4/NERIFS (Mitra
2022.https://cps.ca/documents/position/patent-ductus-arteriosus) DFEAX THA > RAS
> DRSS FEEMEARR MDY X IAEWEEIRE B ABHOBIEEHEMEWL \ A U X DE (1
1ERG 26 BKRNE. HAERE 7509 Kim) (CREVTERATIZEZIREEL TS,
SAENERHMOSERE A SRR, BIIRE AR Bitiss C1T A0 WiEs C (FERAEANZE A I Yoh
i, MERBRMDOURDZERIT DHREBEAEER L. LD T, INSOMERICHWTIFTE
BB HARERENS. EEMERBM. Ak, EBRERRMOUXINEVERERICA> R
AP 2T HRE TR LEEFTFEFSND.
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e  HBIBIDHA RS> (J-Prep 2010) TIFFHIREDERZLER 6 FEMAL=NTLEA SEIZ
A% 24 BRELIRICEE Ulc. CNUE. 1> RAGS D RIBDOY I 0)L— T (Supplement 2 &
BR)T. &% 6 BRI & 6 R TEAEMNENHM,. BRERRMOMR(CEF/RL, Al IVH (&
41 6 BRIUEB DA RN D IZedHTH D,

U EZBFER T, kDR E U,

Knowledge gap
A2 RAS S > OER R SRz BRHE T E ULIEIBEIR E(C DV TORE (C DV TIERIEST >
AN EETI(FRV, SEID SR (CEFNLHARTETIORI-ILESD(CA > RATZ N 3-4 E13%
5=nctuns,
HEFOERE. fSMEZ D A ETDREEFDRN,
FENEIRS D WL DERBEFIRE(CE DUV hsPDA (L3 9 2iBIRMIBS EDLERIETEST > X (EZ
Ly,
BEAEMEALM, M. BSRERERMDOU X T% Fai(CEEHN (CHIRTC S DREIMEERNA D20
(Foglia 2018).
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infant, newborn[MeSH] OR newborn*[TIAB] OR "new born"[TIAB] OR "new

#1 |borns"[TIAB] OR "newly born"[TIAB] OR baby*[TIAB] OR babies*[TIAB] OR
infan*[ TIAB] OR neonat*[TIAB]

#2 |premature[TIAB] OR prematurity[TIAB] OR preterm[TIAB] OR "pre term"[TIAB]

#3 "low birth weight"[TIAB] OR "low birthweight"[TIAB] OR ELBW[TIAB] OR VLBW[TIAB]
OR LBWI[TIAB]

#4 |#1or #2or #3

45 "indomethacin"[MeSH Terms] OR "indomethacin"[TIAB] OR "indometacin"[TIAB] OR
"indomethacine"[TIAB] OR “indocid"[TIAB]

(controlled clinical trial [pt] OR randomized [tiab] OR placebo [tiab] OR drug therapy

#6 |[sh] OR randomly [tiab] OR trial [tiab] OR groups [tiab])NOT (animals [mh] NOT
humans [mh])

#7 |2010/5/21: 3000/12/31 [pdat]

#8 |#4 and #5 and #6 and #7

B EZ R
EF R OUES

#1 |RFAE/TH or BER/AL or R7Z/AL or preterm/AL or premature/AL)

#2 |[{RHREARER/TH or RHAAEE/AL or LBWI/AL

#3 |RELAEARET/TH or i{EHAEMRET/AL or VLBWI/AL

#4 |BIELEARER/TH or BELAEMARET/AL or ELBWI/AL

#5 |#1 or #2 or #3 or #4
"Cyclooxygenase Inhibitors"/TH or =2 0O0AF< 4> —THEERI/AL or

#6 |(cyclooxygenase/AL and inhibitors/AL) or Indomethacin/TH or 1> RXS5= > /AL or -
S RAB /AL or 125> /AL
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#7

S5 >4 IMELEEERER/TH or S >4 MELEEEHER/AL

#8

#5 and #6 and #7

Supplement 2: H2JJ)L— T
S2-1 A2 RAFZURIAE &% 6 REEILIA vs. 418 6 KRR

BREREERIM

Experimental Control 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 Start within 6h
:I:*b - < Hirano2007 17 235 22 234 1B5%  0.77[0.42, 1.41] —

EIREREIRMADIRIIER 6 vorales-sSuearez1984 3 a0 3 40 25K 100 [0.21,4.66) _
Schmki(TIPPY2001 40 601 74 601 &2.1% 0.54 [0.37,0.78] -
Vincer1987 0 15 0 15 Not estimable

BRI E A1 6 BRI TE  subtotal 95%cd 891 890 83.2%  0.61 [0.45,0.82] P
Total events. &0 a9

(ZA 0N Heterogenehty: ChE = 1.37, df = 2 (P = 0.50); F = 0%

AN Test for overall effect: Z = 3.21 (P = 0.001}

2.2.2 Start after 6h
Bandstral988 0 99 1 100 1.3% 0.34 [0.01, 8.17]
Couser1996 4 43 B 47 64X 0.55[0.18, 1.69] —
Mabony1385 1 54 -} 56 489% 0.17[0.02, 1.39] R —
Rennie1986 0 24 0 26 Not estimable
Supapannachart1999 1 15 5 15 4.2%  0.20 [0.03, 1.51] —
Subtotal (95% CI) 235 244 16.8%  0.33[0.14,0.77] i
Total events [ 20
Hetrogeneity: ChE = 1.36, df = 3 (P = 0.71); ¥ = 0X
Test for overall effect: Z = 2.56 (P = 0.01)
Total (95% CI) 1126 1134 100.0%  0.56 [0.42, 0.75] &
Total events. 66 118
Heterogenelty: ChE = 3.95, df = & (P = 0.68); ¥ = 0X bo1 01 i 0 100

Test for overall effect: Z = 3.96 (P < 0.0001)

F
Test for subgroup differences: ChiE = 1.69, df = 1 (P = 0.19), ¥ = 40.9% avours [experimentall Favours [control]

HEMEALMM

Experimental Control Risk Ratio Risk Ratio

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
BENENIADNRZERL 6 521 sunwinen

o SRR R i

Hirano: 7 1 5 4 14 .5 .28, 0.| —_——
BEFRS L 1 BEELIETT Mer1985 1 2 2 24 08% 0.50[0.05,5.15] —_—
%FEﬁ XWCEE{% 6 %FEﬁ /{'fé_C%(I Schmkl(TIPP}2001 52 601 75 601 348X 0.69[0.50,0.97] ——

Vincer1987 5 15 4 15 1.9% 1.25[0.41,3.77] —_—T
AN A Subtotal (95% CI) 945 945 59.4%  0.66 [0.51, 0.85] &
AN

Total events. B4 128

Heterogenelty: Chi* = 2.37, df = 4 (P = 0.67); F = 0X
Test for overall effect: Z = 3.18 {P = 0.001}

5.2.2 Start after 6h

Bandstral988 19 98 26 100 12.0% 0.74 [0.44,1.24] T
Couser1996 3 43 4 47 1.8% 0.82[0.19, 3.46] S R
Domanicol 994 & 52 11 48 5.3%  0.50[0.20, 1.26] _—
Hanigan1988 3 56 3 55 1.4% 0.98 [0.21, 4.66] e —
Jannawloust2014 2 34 3 35 14X 0.69[0.12,3.85] —
Krueger1987 1 15 5 17 2.2%  0.23[0.03,1.73] —
Kumar Nalr2004 6 56 4 59 18% 1.58[0.47,5.31] S Ea—
Ment1988 0 19 3 17 17%  0.13[0.01,2.32] ¢

Ment1994a 5 27 4 34 16% 1.57[0.47,5.30] [ E—
Ment 1994b 3 209 11 222 49% 0.29[0.08, 1.02]

Morales—Suearez1994 6 40 13 40 608  0.46[0.19, 1.09] —
Yaseen1997 1 14 1 13 0.5% 0.93 [0.06,13.37]

Subtotal (95% CI) 664 687 40.6%  0.64 [0.47, 0.88] L 3

Total events 55 BB

Heterogenelty: Chi = 8.53, df = 11 (P = 0.57); F = 0%

Test for overall effect: Z = 2.80 {P = 0.005)

Total (95% ClI) 1609 1632 100.0% 0.65 [0.53, 0.79] *

Total events 139 216

Heterogenehy: Chi¥ = 11.87, df = 16 (P = 0.75); F = 0X h o1 0'1 t 100I

10
Test for overall effect: Z = 4.24 (P < 0.0001) Favours [experlmenull Favours [control]

Test for subgroup differences: ChE = 0.01, df = 1 (P = 0.92), F = 0%
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.2.1 Start within 6h
Badal9E9 7 71 3z 70 71X 0.72 [0.50, 1.04] —
Mentl1 985 1 24 1a 24 278 0.43 [0.20, 0.93]
SchmKkW(TIPP}Z001 236 &01 234 601 44.5% 1.01 [0.BB, 1.18] »
Subtotal (95% CI) 696 695 54.3% 0.94 [0.83, 1.07] 4
Totl events 269 285
Heterogenetty: ChE = 6.94, df = 2 (P = 0.03}; F = 71X
Test for overall effect: Z = 0.50 (P = 0.37}
10.2.2 Start after 6h
Bandstra 1086 43 99 62 100 1178  0.70 [0.53,0.92] -
Hanigan1988 L] 56 11 55 2.1%  0.54 [0.21, 1.35] —
Jannawoust2014 7 is Wy 35 BN 0.35[0.17,0.72] —_—
Kruegerl 967 4 15 5 17 0.9% 0.91[0.30, 2.77] e
Kumar Nairz004 28 56 25 58 46N 113 [0.77, 1.67] T
Mahonyl1985 12 54 17 58 3.2%  0.73[0.39, 1.38] I
Ment1 988 2z 19 B 17 16N 0.22 [0.05,0.81]
Ment 19940 25 209 40 22z 74X 0.66 [0.42, 1.05] —
Morales—Suearez1894 0 40 2z 40 42X 091 [0.60, 1.38] —r
Puckettl9B5 15 16 10 18 1.8% 1.5 [1.01, 2.24] —
Rennle 1986 10 24 8 2 16X 1.20[0.59, 2.45] e
Supapannachart1999 5 15 5 15 1.08%  1.00[0.34, 2.75] —
Vincer1887 11 15 B 15 15%  1.38 [0.78, 2.41] R
Subtotal (95% CD 653 673 45.7% 0.79 [0.68, 0.92] L 2
Totl events 1B8 243
Heterogenehy: ChiE = 2888, df = 12 (P = 0.004); F = 58X
Test for overall effect: Z = 3.11 {P = 0.002)
Total (95% CI) 1349 1368 100.0% 0.87 [0.79, 0.96] []
Towml events ;e 457 ‘e
Hewrogenehy: ChF = 35.48, df = 15 (P = 0. 002]. = 58X b o1 011 lh 100:
Test for overall effect: Z = 2.73 (P = 0.006) ’ - xperi
Test for subgroup diferences: Ch = 3.02, df = 1 (¢ = 0.08), P = 66.5% Favours [experimental] Favours [control
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 Start within 6h
Badal989 9 71 12 70 4.2% 0.74 [0.33, 1.64] —_—
Hirano2007 22 235 29 234 10.2%  0.76 [0.45,1.28] T
Ment1985 1 24 4 24 14% 0.25[0.03, 2.08] —
Schmiit(TIPP}2001 125 601 111 601 38.8% 1.13 [0.90, 1.42] -
Subtotal (95% CI) 931 929 54.6% 1.00 [0.82, 1.23] L 3
Toml events. 157 156
Heterogenehty: ChiE = 4.31, df = 3 (P = 0.23); ¥ = 30%
Test for overall effect: Z = 0.05 (P = 0.96)
1.2.2 Start after 6h
Banistral 988 14 99 14 100 49% 1010051, 2.01] h
Couser1996 1 43 1 47 0.3% 1.09 [0.07, 16.94]
Gutierrez1987 9 30 13 29 46X 0.670.34,1.32] —_—
Hanigan1988 13 56 B 55 28X 1.60[0.72,3.55] —
Krueger1987 2 15 4 17  1.3% 0.57[0.12, 2.67] —
Kumar Nalr2004 11 56 13 59 44X  0.89[0.44, 1.82] — T
Mahonyl 985 13 54 13 56 45% 104053, 2.03] —
Ment1988 0 19 1 17 0.6% 0.30[0.01,6.91]
Ment1994a 7 27 5 34 1.5% 1.76 [0.63, 4.94] e
Ment 1994b 17 209 30 222 10.2%  0.6010.34, 1.06] ]
Morales-Suearez1994 B 40 14 40 49% 0.57[0.27,1.21] —
Puckett1985 3 16 3 16 1.0% 1.00[0.24,4.23] —_—
Rennk 1986 5 24 B 26 27% 068[0.26,1.79] — T
Supapannachart1998 0 15 1 15 0.5% 0.33[0.01,7.58
Vincer1987 3 15 2 15 0.7% 1.50[0.29,7.73] —
Yaseen1997 1 14 1 13 04X 0.93[0.06,13.37]
Subtotal (95% CI) 732 761 45.4% 0.85 [0.67, 1.07] &
Total events 107 131
Heterogeneity: Chi' = 0.69, df = 15 (P = 0.84); ¥ = 0X
Test for overall effect Z = 1.41 {P = (.16}
Total (95% CI) 1663 1690 100.0% 0.93 [0.80, 1.09] 4
Total events 264 287
Heterogenehy: ChE = 15,35, df = 19 (P = 0.70); F = 0X ‘b o1 0‘1 1 ﬂ) 1DDI
Test for overall effect: Z = 0.89 (P = 0.37) : .
Test for subgroup diferences: ChE = 1.19, df = 1 (P = 0.27), F = 16.3% Favours [experimental] Favours [control]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
8.2.1 Within 6h
Hirano2007 44 235 47 234 50.7%  0.93 [0.64, 1.35]
Ment1985 11 24 6 24 65X 1.83[0.81,4.15] T
Schmidt(TIPP}2001 44 601 22 601 23.7%  2.00[1.21, 3.29] .
Subtotal (95% CI) 860 859 B80.8% 1.32 [1.00, 1.74] >
Totwl events. 98
Heterogenelty: ChP = 6.69, df = 2 (P = 0. 04). =-70%
Test for overall effect: Z = 1.95 (P = 0.05)
8.2.2 After 6h
Kumar Nair2004 3 56 0 58 0.5% 7.37[0.39, 139.51]
Ment1988 4 18 5 17 5.7% 0.72[0.23, 2.24] —_—T
Ment1994a 2 27 0 33 0.5% 6.07[0.30,121.33]
Ment 1994b 19 208 10 222 104X 2.03 [0.97,4.26] —
Rennie1986 3 24 2 2 21%  1.63[0.30, 8.80] I
Subtotal (95% CI) 334 357 19.2% 1.84 [1.07, 3.18] -
Totwl events. 31
Heterogenelty: ChP = 4.19, df-ur-oss).r‘ = 5%
Test for overall effect: Z = 2.20 (P = 0.03}
Total (95% Cl) 1194 1216 100.0% 1.42 [1.11, 1.81] &
Totl events 13 92
Heterogenelty: ChE = 11.57, df = 7 (P = 0.12); F = 40% b o1 t 100}

Test for overall effect Z = 2.78 (P = 0.005)

Test for subgroup differences: Che = 1.17, df = 1 (P = 0.28), ¥ = 14.2%

1
Favours [expel\mental] Favours [control]
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
2.5.1 <0.4mg/kg
Hirano2007 17 235 22 234 1B5% 0.77 [0.42, 1.41] —e
Morales-Suearez1994 3 40 3 40 25%  1.00[0.21, 4.66] I E—
Schmidi(TIPP)2001 a0 601 74 6§01 &2.1% 0.54 [0.37, 0.78] -
Subtotal (95% CI) 876 875 83.2% 0.61 [0.45, 0.82] &
Total events 60 a8
Heterogenehy: Ch = 1.37, df = 2 (P = 0.50); F = 0X
Test for overall effect: Z = 3.21 (P = 0.001)
2.5.2 =0.4mg/kg
Bandstral388 0 98 1 100 1.3% 0.34 [0.01, 8.17]
Couser1996 4 43 B 47 64X 0.55[0.18, 1.69] —
Mahony1985 1 54 6 56 49% 0.1700.02 1.39] -
Rennie1966 0 24 0 2% Not estimable
Supapannachart1999 1 15 5 15 42X  0.2010.03, 1.51] — 1
Vincer1987 0 15 0 15 Not estimable
Suhlo(al (95% CI) 250 259 16.8% 0.33 [0.14, 0.77] ~al—
Total events L] 20
Heterogenelty: Chi¥ = 1.36, df = 3 (P = 0.71); F = 0%
Test for overall effect: Z = 2.56 (P = 0.01}
Total (95% CI) 1126 1134 100.0% 0.56 [0.42, 0.75] L 3
Total events 66 118
Heterogenehy: ChE = 3.95, df = & (P = 0.68); F = 0X ‘h + t i
01 0.1 10 100
Test for overall effect: Z = 3.96 (P < 0.0001) [2 i F I
Test for subgroup differences: ChP = 1.69, df = 1 (P = 0.19), F = 40.9% wours [experimeral Favours fcomml
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.3.1 <0.4mg/kg
Hirano2007 16 235 32 234 14.9% 0.50[0.28, 0.88] —
Ment1988 0 19 3 17 1% 013WOL 232 4
Ment1994a 5 27 4 34 16% 1.57[0.47,530] o e
Ment 1994b 3 208 11 222 49%  0.2910.08,1.02]
Morales-Suearez1994 [} 40 13 40 60X 0.46[0.19,1.09] —
Schmide(TIPP}2001 52 601 75 601 348% 0.69[0.50,0.97] —
Subtotal (95% CI) 1131 1148 64.0%  0.60 [0.47, 0.78] <
Total events B2 138
Heterogenchty: Chi' = 6.26, df = 5 (P = 0.28); F = 20%
Test for overall effect: Z = 3.86 (P = 0.0001)
5.3.2 = 0.4mg/kg
Bada1988 10 70 15 71 &9% 0.68[0.33,1.40] T
Bandstral968 19 99 26 100 120X 0.74 [0.44,1.24] T
Couser1986 3 43 4 47 18% 0.82[0.19, 3.48] e E—
Domanico1994 [ 52 11 48  53%  0.50[0.20, 1.26] T
Hankgan1988 3 56 3 55 14X 0.98[0.21, 4.66] S E—
Jannatdoust2014 2 34 3 35 1.4% 0.69 [0.12, 3.85] —
KruegeriSg7 1 15 5 17 2.2%  0.2310.03,1.73] —
Kumar Nair2004 & 56 4 59 1.8% 1.58[0.47,5.31] S
Mahony1985 1 24 2 24  09% 0.50[0.05,5.15] —
Vincer1987 5 15 4 15 1.9% 1.25[0.41,3.77] —_—
Yaseen1997 1 14 1 13 0.5% 0.93 [0.06, 13.37]
Subtotal (95% CI) 478 484 36.0% 0.74 [0.54, 1.01] <
Total events 57 78
Heterogencity: Che = 4.71, df = 10 (P = 0.91); F = 0%
Test for overall effect: 2 = 1.91 (P = 0.06)
Total (95% CI) 1609 1632 100.0% 0.65 [0.53, 0.79] *
Total events 139 216
Heterogenelty: ChE = 11.87, df = 16 (P = 0.75); F = 0X 100

Test for overall effect: Z = 4.24 (P < 0.0001}

Test for subgroup differences: ChP = 0.96, df = 1 (P = 0.33), F = 0X

0.1 1i
Favours [experimental] Favours [control]
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
10.3.1 <0.4mg/kg
Ment1988 2z 18 § 17 16X 0.22[0.05 0.91]
Ment 1994b 25 209 40 222 7.4% 0.66 [0.42, 1.05] —
Morales-Suearez1994 20 40 22 40 4.2%  0.91[0.60, 1.38] "
Schmidi(TIPP)2001 236 601 234 601 445%  1.01[0.688, 1.16] =
Subtotal (95% CI) 869 880 57.7% 0.94 [0.82, 1.06] +
Total events 283 304
Heterogenelty: Chit = 7.21, df = 3 (P = 0.07); K = 58%
Test for overall effect: Z = 1.02 (P = 0.31)}
10.3.2 =0.4mg/kg
Badal889 27 71 37 70 71X 0.72[0.50, 1.04] —
Bandstral988 43 98 &2 100 11.7% 0.70 [0.53,0.92] -
Hanigan1988 ] 56 11 55 2.1%  0.54 [0.21, 1.35] I
Jannatdoust2014 7 35 20 35 38X 0.3500.17,0.72] I
Krueger1987 4 15 5 17 0.9% 0.91[0.30, 2.77] —_— T
Kumar Nair2004 28 56 26 59 48X 1.13[0.77,1.67] -
Mahony1985 12 54 17 56 3.2% 0.73[0.39, 1.38] — T
Ment1985 & 24 14 24 2.7%  0.43 [0.20, 0.93] —_—
Puckett1985 15 16 10 16 1.9% 1.50[1.01,2.24] *
Rennie 1986 10 24 9 26 1.6% 1.20 [0.58, 2.45] 1
Supapannachart1999 5 15 5 15 1.0% 1.00[0.36, 2.75] . E—
Vincer1987 11 15 15  1.5% 1.38 [0.78, 2.41] -
Subrotal (95% CI) 480 488 42.3%  0.79 [0.68, 0.92]
Total events 174 224
Heterogenelty: ChE = 27.59, df = 11 (P = 0.004); F = 60X
Test for overall effect Z = 3.13 (P = 0.002)
Total (95% CI) 1349 1368 100.0%  0.87 [0.79, 0.96] )
Total events . 528 .
Heterogenelty: ChP = 35.48, df =15 (P = 0. 002}. = 56X ‘b o1 0‘1 10 100‘
Test for overall effect: Z = 2.73 (P = 0.006} : .
Test for subgroup dHferences: Cht = 2.88, oF = 1 (¢ = 0.00), F = 65.2% Favours [experimentall Favours [control
Experimental 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 < total 0.4mg/kg
Hirano2007 22 235 20 234 10.3%  0.76 [0.45, 1.28] T
Ment1988 0 19 1 17 086% 0.30[0.01,6.91]
Ment1994a 7 27 5 34 16X 1.76 [0.63,4.94] I
Ment 1994b 17 209 30 222 10.3%  0.60 [0.34, 1.08] -
Morales-Suearez1994 ] 40 14 40 50% 0.57100.27.1.21] —
Schmkit(TIPP}2001 125 601 111 &01 39.3%  1.13 [0.90, 1.42] -
Subtotal (95% CI) 1131 1148 66.9% 0.96 [0.79, 1.15] 4
Total events 178 190
Heterogeneity: Chi* = 9.01, df = 5 (P = 0.11); I = 45%
Test for overall effect: Z = 0.48 (P = 0.63}
1.3.2 >=total 0.4mg/kg
Couser1996 ] 71 12 70 43%  0.74[0.33, 1.64] —_—
Gutierrez1987 14 89 14 100 49% 1.01[051,2.01] I
Hanigan1986 1 43 1 47 0.3% 1.08[0.07, 16.84]
Krueger1967 9 30 13 28  47%  0.67[0.34,1.32] —
Kumar Nair2004 13 56 B 55 28% 1.60[0.72,3.55] T
Mahony1985 2 15 4 17 13%  057[0.12,2.67] —
Ment1985 11 56 13 58  45%  0.89[0.44,1.82] I —
Puckett1985 13 54 13 56 45% 1.04[053,2.03] T
Rennie1986 1 24 4 24 14X 0.25[0.03,2.08] —
Supapannachart1899 3 16 3 16 11X 1.00[0.24,4.23] s
Vincer1987 5 24 B 26 2.7% 0.68[0.26,1.79] —_—
Yaseenl997 0 15 1 15 0.5% 0 33 10.01, 7.58]
Subtotal (95% CI) 503 514 33.1% 88 [0.67, 1.14] <
Total events
Hetwrogenehy: Ch = 5.70, df - 11 P=0. 39) l‘ 0%
Test for overall effect: Z = 0.97 (P = 0.33)
Total (95% CI) 1634 1662 100.0% 0.93 [0.80, 1.08] 4
Total events . 260 284 e
Hetwrogenehy: ChP = 15.03, df = 17 (P = 0.58); F = 0% bo1 021 ﬂ) 100
Test for overall effect: Z = 0.94 (P = 0.35)
Test for subaroup differences: ChE = 0.27, df = 1 = 0.60), ¥ = 0% Favours [experimental] Favours [control
Experimental Control Risk Ratio Risk Ratio
Study or g Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.3.1 total <0.4mg/kg
Hirano2007 44 235 47 234 40.1%  0.93 [0.64, 1.35] -
Ment1988 4 19 5 17 45X 0.72[0.23, 2.24] —_—
Ment1994a 2 27 0 33 04X §.07[0.30,121.33]
Ment 19940 19 208 10 222 B.2X  2.03 [0.97,4.26) |
Schmii(TIPP}2001 44 601 22 &)1 1B.7% 2,00 [1.21, 3.29] —
Subtotal (95% CI) 1090 1107 71.9% 1.35 [1.04, 1.75) >
Total events 113
Heterogenetty: Chi* = 9.56, df = 4 (P = 0. 05). F = 58%
Test for overall effect: Z = 2.24 (P = 0.03)
8.3.2 total =0.4mg/kg
Bandstral988 40 899 20 100 169%  2.02 [1.28,3.20] ——
Couser1996 B 43 5 47 41X  1.75[0.62, 4.94] —_
Kumar Nair2004 3 56 0 59 04X 7.37[0.38, 139.51) —
Ment1985 11 24 ] 24 51X 1.83 [0.B1, 4.15] R
Rennie1986 24 2 26 16X 1.3 [0.30,8.90] —
Subtotal (95% CI) 246 256 281%  2.00 [1.39, 2.88] L 2
Total events [ 33
Heterogenelty: ChE = 0.92, df = 4 (P = 0.92); F = 0X
Test for overall effect: Z = 3.75 (P = 0.0002)
Total (95% CI) 1336 1363 100.0% 1.53 [1.24, 1.90] *
Total events 178 117
Hewrogenehty: Ch = 13.87, df = 9 (P = 0.13); F = 35X t 100

Test for overall effect: Z = 3.95 (P < 0.0001)

Test for subgroup differences: Chi = 2.98, df = 1 (P = 0.08}, F = 66.5%

0.1 ht
Favours [experimental] Favours [control]
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.4.1 <28w
Couser1996 1 43 1 47 03X 1.09[0.07, 16.94]
Hirano2007 22 235 29 234 10.2X 0.76 [0.45, 1.28] —
Ment1985 1 24 4 24 14X 0.25[0.03, 2.08]
Ment1988 0 19 1 17 0.6% 0.30 [0.01, 6.91]
Ment1994a 7 27 5 34 1.5% 1.76 [0.63, 4.54] o E—
Ment 19540 17 208 30 222 10.2% 0.60 [0.34, 1.06] -
SchmkiTIPP}2001 125 601 111 &01 3B.BX 1.13 [0.90, 1.42] ‘P‘
Supapannachart1999 0 15 1 15 0.5% 0.33 [0.01, 7.58]
Subtotal (95% CI) 1173 1194 63.5% 0.97 [0.80, 1.17]
Total events 173 182
Heterogeneity: ChE = 9.13, df = 7 (P = 0.24); F = 23%
Test for overall effect: Z = 0.37 (P = 0.71)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
2.4.1 Ligation <28w
Couser1596 4 43 B 47 64X 0.55[0.18, 1.69] —
Hirano2007 17 235 22 234 1B.5X 0.77 [0.42, 1.41) —
Mahonyl1985 1 54 6 58 49% 0.17[0.02,1.39] —
Schmki(TIPP}2001 40 &01 74 601 &2.1X 0.54 [0.37,0.76] i
Supapannachart1998 1 15 5 15 4.2% 0.20 [0.03, 1.51] —
Subtotal (95% CI) 948 953 96.2% 0.55 [0.41, 0.74] <&
Total events &3 115
Heterogenehty: Chi = 3.33, df = 4 (P = (.50); F = 0%
Test for overall effect: Z = 3.97 (P < 0.0001)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
5.4.1 sIVH <28W
Couser1996 3 43 4 47 1.8% 0.82 [0.19, 3.48] —
Domanico1994 L] 52 11 48 5.3%  0.50 [0.20, 1.28] T
Hirano2007 16 235 32 234 149X 0.50 [0.28, 0.88] —
Ment1985 1 24 2 24  0.9% 0.50 [0.05, 5.15]
Ment1988 0 18 3 17 1.7% 0.13 [0.01, 2.32] +
Ment19594a 5 27 4 34 1.6% 1.57[0.47,5.30] I E—
SchmkdTIPP}2001 52 &01 75 601 348X 0.69 [0.50,0.97] —
Subtotal (95% CI) 1001 1005 61.0% 0.64 [0.49, 0.83] <&
Total events B3 131
Heterogenehy: Chi = 4,68, df = & (P = 0.50); F = 0X
Test for overall effect: Z = 3.40 (P = 0.0007)
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
8.4.1 <28w
Hirano2007 44 235 47 234 418X 0.93 [0.64, 1.35]
Ment1985 11 24 ] 24 5.3% 1.83 [0.81, 4.15] T
Ment19B8 4 19 5 17 4.7% 0.72[0.23, 2.24] —_—t
Mentl994a 2 27 0 33 0.4% 6.07 [0.30, 121.33]
Ment 1994b 19 208 10 222 B.6X% 2.03 [0.97, 4.286] EER—
Schmid{TIPPY200 1 44 601 22 &01 19.5% 200 [1.21, 3.29] —e—
Subtotal (95% CI) 1114 1131 80.2% 1.38 [1.08, 1.77] <&
Total events 124 20

Heterogenetty: ChP = 10.18, df = 5 (P = 0.07); P = 51%
Test for overall effect: Z = 2.53 (P = 0.01)

Supplement 3: Evidence to decision table
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Clinical Question (CQ)
A% 24 BELAROERRE 32 BREDRER (S U, BIRERF (CH DERIEIRIREFT R (CEMFRR <. —
BCADTOJI>E&EE IR EE. FROWECHTSISIN?

PICOT
Population:
A& 24 BFELIADTERE 32 BREDRER (HEARERIDIZE(E 17509 BUTF)

Intervention:
47071 >%7—E(IC%S (FErRSS(V)) (BIRERFORKRERIRBR(CHHINST)

Comparators:
TSR or FRHIRSIRL

Outcomes:
FEC. fRFOERE. SEMERLNM. MEARI. FHEBEMHMEE. BiRERERMN. HILEDRE
L. BIEMAEXR. FSIMELE. AbHI. ZFK

Type of studies (study designs), Language, Time, etc.:
P TCOEERLLEERERZ R E T B, Cluster randomized &, Quasi-randomized ;&5&. Cross
over :1BR. FARIAFR(IPFINT D, SHEBFIRBFL(FEARE LTS,

Definitions, other notes for PICOT:

IR FEFEE (Neurodevelopmental Impairment(NDI)) : M FoWITNHh EwIEITIBE LT B,
(1.BdMERrE. 2. FEEH(DQ F/2(X1Q -2SD ki), 3.5. 4.4z E 9 DEE,

¥4 R IEMARE (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{&1EiE
# 36 BICHBVWTEHEEERIEST® CPAP 1> ATMIRES (C K DITFRAMHENN DEIRIRRE. A FEEMTICK
BT —FDIREDER(C (L JEBNeo DEEICHED.

SEAMZEALM (Severe Intraventricular Hemorrhage (sIVH)): Papile grades III F7=(& IV
IZIEMERZ A (Necrotising Enterocolitis (NEC)): Bell J8HA4ET 2a MU E
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BEXFDHESE:
KA RHIRERFEFHDIZODAA T TOT T IESEEHESN. CGRAREIRERFEZEL T R
S+ >F—/\(J-PreP 2010))

SEDHER
SERCHLTATTOT IO FHESEHTORNT EERET S,  (BLEE IFRCENTEF X
D)

PO & (344 24 BRI CBIIRBITEREDRERER S REF R (CRDS T —RICIR5 T35 £ TH
Do

Evidence update CoSTR summary

41 24 BEAIDTERE 32 BREBORER (WAKE 17509 Kid) (CHI DT TOTT>DOFH
155 (BIRERFOEAERIREFIR(CEADSRVW—RDIES) OMRELZEHMICEALTE. 2020 £
(C Ohlsson 5(C KD TiTMHO1/z Cochrane Database of Systematic Review (CUX&E =117z systematic
review n'352% (Ohlsson, A. 2020) . A TIE. 94D RCT (14 #z. 1070 N) DXAIEMHNITH
NcTuwad, Sl Cd systematic review M update DX aiERZER LI, FHRRD RCT (FI2h o /=
f=s D systematic review ZER U,

47707 1 2 FHS RS LR U T, BiREREERMiEmS0 (N=7, n=925, RR 0.46
[95%CI 0.22, 0.96], I°=0%) . EEMKEALMERKSIEIEEME (N=7, n=925, RR 0.67 [95%CI
0.45, 1.00], I?°=34%) H'&dDZ EHNRSNIE. Major outcome THIDRTICIFBEMMETRESNEH D
oo HREFREREZ D MLAETDIMRKFEN DI, 2Pk (N=4, n=747, RR 1.45 [95%CI 1.04,
2.02], I’=0%) &EM{EELMm (N=5, n=281, RR 1.45 [95%CI 1.04, 2.02], I°=0%) (&L=, 1
D RCT (CENTAITTOT 1 4554 NO RAZME &S DD MEREZ FIE U TIEFIN 3 4l
IRESN. ARLSEPTHIESNZ, WREFD DS 58%DENIRE (FERBIHLZ.

k. FHES(EEARNT(EER 6 BEILREEESINTLZA. SEID systematic review (CHULT
4770712 42 RAIZ2DODNTNICBWTEB T U)IL— TN TEE 6~24 BFEDIHS L X
TH% 6 MR SOERE (RSNG| KEVHFIDHA RSA 2 (CENWTETFHIRSEER
24 IR ESNTND T ENS, KRAA RSAUICENTELEE 24 BREIUIARNEER U,

FROLDEATTOT I AEEDEMEL U THESROSUMSIMEEN RSN TWLDEH, 1D
707 1 2 #5% 24 BREMUA(CEE C 2 S IMEE(C DUV GBI T X MRERZIT D Iz, JNET 23
BINRESNTED. 176 (74%) (C—BMEERIRAFTEZEL. 561 (22%) AETLTLE » o
> RAFS D TRECDOXISRER R MEMRMELEDIRS (T2 DT,
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ATJTOTIEADRATI LRI DETIET D ROEEREHELS . SEME MEECEEES
EOTFENBRE M Z LE>THD. BAENTERBERTITOT 1 > FHESFTONTLRNS
CEBFRAT, AJJOTI>FHIREULRNWCEZRET DL LU,

BIFD SR ICRALT

BEFd SR o Citation

Authors. : Ohlsson A, Shah SS.

Title. : Ibuprofen for the prevention of patent ductus arteriosus in preterm and/or low birth
weight infants.

Journal name. : Cochrane Database Syst Rev.

Year : 2020

Volume(Issue)/Pages. : 1(1)

BEfFD SR DEHY

Bx . REREOHMERFEFETCPESHIECEET DERRBE CTHD. 1> RATS D (FHIRE (ST
I REENIRNEEE IR D TV, SBILE - Bl - (S U TEMICKDBHED IR INSD, 177
O7J x> EINSDEEERR (CX T DIMTRNDRENDMRNERESNTULD,

B : RBEREOAITOTIFHRS ETSUREREEERZLERL CHREZEMZHESHCITSD
&

733 : 20184 10 A 17 HIC CENTRAL. MEDLINE. EMBASE. CINAHL ZXSRICXEAZIRZE LTz, T
A 37 BRBOREREMR(C. &k 72 KEMUACBMERMFEDOERICENS T (LTI TOT T > =
BRI E T2 (FEOTTFRIRS I 28 & T SWRFRFaRZ LR T D EIERLILEEIRZ R E U,
SENR TS DFEEERL. FEIRTT MOAFEERIG 3 BROBIRERFE. BlIRT7 D MAOA
(FFET. MHEFERE. BIRERERM,. BEESHE. BEHIECHO .

R O HDAF(14 ;. 1070 N)ZXREUTZ, AT T70O07 T2 FHIHSEREF LR L T, JBHERH
b4 3 BROEBMEREERS Uiz (N=9, n=1029, RR 0.39, 95% CI [0.31, 0.48], I°=19.6% ) . 3t
T [EMARER. HILEZIL. RIEMBXR(C(IEZROHIIN DTz, BIREREERM (N=7, n=925, RR
0.46, 95%CI [0.22, 0.96], I’=0%)&i&5 UTz. SEMZEREM ( N=7, n=925, RR 0.67, 95% CI
[0.45, 1.00], I’=34%) GiE5IalgetEntRanN/zc. —A. ZK (N=4, n=747, RR 1.45, 95% CI
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[1.04, 2.02], I’=0%)&H{EEHM (N=5, n=281, RR 1.45, 95% CI [1.04, 2.02], I*=0%)%& &>
Ulz. XTERE¥D 58%DERE (FEMREAHE Uz, MERERETE 7D MAETIHR(EFRMND>IE. 107
07 1 > FHRARIEEERA 3 BEROBIREREZRS UIZh (N=4, n=202, RR 0.47, 95% CI 0.30 to
0.74, I>=0%). SE{tEHM(N=4, n=202, RR 2.01, 95% CI 1.17 to 3.48, I>=0%)%=&»™ Uk, FE
SNTUVWERFIERCTI 4T, 17707 T 4%5%(C NO IRAZME &3 D2 MMEIE 3 fIA 7z
SICRHICHIEENTZ,

w1 1 J T OJ T PS5 NG T REZE I DHRENSDIEDD., BIWFAZRFDERICR
ME(CZDRZETST ZEITIRDIZHEDHSIRN,

BEfFD SR @ AMST AR 2 &R

1 PICO D&% YES
2 FEDIRR YES
3 BRIREAE YES
4 HEFERI SCHMRER YES
5 TAZER YES
6 5, A YES
7 BROMATT YES
8 AFR DA DR YES
9 C CDAFRDI A7 AU R D5HEm RCT YES
10 | EDIR YES
11 | X993H#hFE RCT YES
12 | XD \A 77 AU X D5 YES
13 | FEREEIR A7 AU XTER YES
14 | E8&% YES
15 | B/ \A7R YES
16 | FlmtER YES

AMSTAR 2 TIZ 15IEHR 0 IHBEA' [Nol . EEIER 7 IEETIX [Nol OfEREFEMN DT,

BEF D SR @ PICOT
Population:
A1 72 BfELIADTERE 37 BREDREBHDUVHRHAERE B (HAEAE<25009)
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Intervention:

77071 >FS (BRERFORRICENST)
Comparators:

TSR or AE or MO OOAFI S F—EHEER or 1J7JOTT L AF1—85
Ut

Outcomes:

FEFPIMAA

yaEin 3 BROBIRERFAE (ERMEFT (S OIEBE RIRE T2H)
BIX7O MH LA

FET (Hiin 28 LA, {E1E 36 BLAA. Bk, 1 mEAA)
SOOAFZHF—CHEZEDODL AF1—#K5

o FIR= e

AT IREEHEL

FE SR E AR

&4 AhE R (Rin 28, 21E 36 1)

ki)

fi = £

AMZ=AII (i) all grade (Papille 238 I-1V E) (i ) EEMEALM (M-1VE)
it 2= B Bl 2 B A B iE

ERIE 4R &

HIEE R

HIEEZFAL

Full enteral feeding

INH:

msoL7F=>

=g livizENIiIbng

41 1 EURO—BEZERRA

R HERRIE

B mAE

21. MHREFHNFEETER

Type of studies (study designs), Language, Time, etc.:
S >4 IMEBRRERER S LU S > 5 AMEERPRER

—

v o N o A~ N

[ I e T T R T o e
©S © ® N O U kA WN PO
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XkRZERME - 1 R%H

CENTRAL (The Cochrane Library, Issue 10, 2018)
MEDLINE via PubMed (1966 to 17 October 2018 )
EMBASE (1980 to 17 October 2018 )

CINAHL (1982 to 17 October 2018 )

®R%¥H : 20184 10 H 17 H
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BIFD SR (CHITDHRAFTDE L8

Dani 2000

tyFa20

two sites in Italy

RN
/388 (AN)

40/40 (RCT)

A&

ATMIREIRE T (3 CPAP £ 0B E T BEH 34 BRBORER

A/ (N)

TA 47707 x> (10; 5; 5 mg/kg ); IV #IE] 24h BIA, Bl#g 24h &
Placebo
— XBRA¥D PDA JB#E: 21/40 (53%)
3S4 PDABEOTO M O—)L: Bt 3 D0 T I—CHREE>1.5mm or LA/Ao>1.3
DIFE(CATTOTJxT> (10; 5; 5 mg/kg )
TS5V Db FETZ: 0/40 (0%) vs. 0/40 (0%), RR not estimated, ARD not estimated, NNT not
yAYAN estimated
Ligation: 0/40(0%) vs. 0/40(0%), RR not estimated, ARD not estimated, NNT
not estimated
Severe IVH: 0/40 (0 %) vs. 0/40 (0%), RR not estimated, ARD not estimated,
NNT not estimated
THFIUFI All IVH: 3/4 0(7.5%) vs. 1/40 (2.5%), RR 3.0 (95%CI [0.33, 27.6]), ARD 0.05
VaYN (95%CI [-0.05, 0.145]), NNT -20 (95%CI [-7, 22])
NEC: 0/40(0 %) vs. 0/40(0%), RR not estimated, ARD not estimated, NNT not
estimated
CLD: 3/40 (7.5%) vs. 1/40 (2.5%), RR 3.0 (95%CI [0.33, 27.6]), ARD 0.05
(95%CI [-0.05, 0.145]), NNT -20 (95%CI [-7, 22])
filvam/ BRIR ZEL-. Ligation. Severe IVH (CZE(F72L\,
Dani 2005
ttyrFa>0 seven sites in Italy
POE PN

77/78 (RCT)

MRE

08 28 ERTHDIBREE

TA 47270271 > (10; 5; 5 mg/kg ); IV#E 6h LA, & 24h &
Placebo
JTEEEED PDA JAE: NA

POLiEE:E:

R4 PDAEEDTO M O—)L: DT O—THIRERE>1.5mm or LA/Ao>1.3
DIBFECATTOT x> (10; 5; 5 mg/kg )
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ISA<TUTI N BET=: 15/77 (19.5%) vs. 20/78 (25.6%), RR 0.76 (95%CI [0.42, 1.37]), ARD -
H L 0.06 (95%CI [-0.193, 0.07]), NNT 16 [95%CI -14, 5]
Ligation: 0/77 (0%) vs. 1/78 (1.3%), RR 0.34 (95%CI [0.01,8.16]), ARD
0.013 (95%CI [-0.012, 0.038]), NNT 78 (95%CI [-82, 271)
Severe IVH: 8/77 (10.4%) vs. 8/78 (10.3%), RR 1.01 (95%CI [0.3, 2.561),
ARD -0.01 (95%CI [-0.05, 0.094]), NNT -750 (95%CI [-10, 10])
All IVH: 20/77 (26.0%) vs. 19/78 (24.4%), RR 1.07 (95%CI [0.62, 1.84],
ARD ,0.016 (95%CI [-0.15, 0.12]), NNT -62 (95%CI [-7, 8])
THAHAUTI N NEC:2/77 (2.6%) vs. 2/78 (2.6%), RR 1.01 (95%CI [0.15, 7.01]), ARD 0.00

yAYAN (95%(CI [-0.05, 0.05]), NNT 3003 (95%CI [-20, 20])

CLD:16/77 (20.8%) vs. 22/78 (28.2%), RR 0.74 (95%CI [0.42, 1.29]), ARD
0.07 (95%CI [-0.06, 0.21]), NNT 14 (95%CI [-17, 5])

PH: 0/77( 0%) vs. 0/78 (0%), RR not estimated, ARD not estimated, NNT not
estimated

Oliguria: 7/77 (9.1%) vs. 4/78 (5.2%), RR 1.77 (95%CI [0.54, 5.81]), ARD -
0.04 (95%CI [-0.12, 0.41]), NNT -25 (95%CI [-8, 24])

filam/ ARIR FET-. Ligation. Severe IVH ([CZE(F7RLN,

De Carolis 2000

ttyrFa>0 single site in Italy
POE PN
25/25 (RCT)
A/ (N)
W5RE 412 2 BRI 31 BXREDORE!R
A 47707 x> (10; 5; 5 mg/kg ); IV#IE] 6h LA, Bl#& 24h &
Placebo
— XtHEE¥D PDA JB%E: 13/23 (70%)
3RS+ PDA BB T O hO—)L: fEMEME PDA TOIO—THERELTHS, 1> RAFS
> 0.2mg/kg IV
TSARUTI BET": 6/25 (24%) vs. 4/25 (16%), RR 1.50 (95%CI [0.48, 4.68]), ARD -0.08
yaIN (95%CI [-0.30, 0.14]), NNT ,13 (95%CI [-3, 7])
Ligation:1/23 (4.3%) vs. 3/23 (13%), RR 0.33 (95%CI [0.04, 2.97]), ARD
tHIAAUTI 0.09 (95%(CI [-0.074, 0.25]), NNT 12 (95%CI [-14, 4])
VAT Severe IVH:2/23 (8.7%) vs. 1/23 (4.4%), RR 2.00 (95%CI [0.19, 20.55]),
ARD -0.043 (95%CI [-0.186, 0.099]), NNT -23 (95%CI [-5, 10])
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NEC:0/23 (0%) vs. 2/23 ( 8.7%) RR 0.20 (95%CI [0.01, 3.95]), ARD 0.087
(95%CI [-0.028, 0.202]), NNT 12 (95%CI [-36, 5])

fiam/ AR

FETC. Ligation. Severe IVH (CZE(X/R0)N,

Gournay 2004

tyF420

eleven sites in France

RN
TA/38E (N)

65/66 (RCT)

HRE

108 28 ERTEDBRET

TA

427071 > (10; 5; 5 mg/kg ); IVAIE] 6h A, Bl#& 24h &

XPEREE

Placebo

XTERE¥D PDA JA%: IBU 25/66 f51(38%), IND 9/66 #(14%)

Wz PDABEO O—)L: BiEs 3 OiIIO—, : LA/JAo>1.48, F41TKENR or AKX
RxENBRODILEREASR. PDA O pulsatile flow, PAAV>20cm/sec S5 2 DU EDIHEI(C
AJJOJ1T>->A> RAGS >

TS5ARIT7 I~
yAVAN

BET: 18/65(28%) vs. 19/66(29%), RR 0.96 (95%CI [0.56,1.66]), ARD 0.011
(95%CI [-0.14,0.17]), NNT 91 (95%CI [-7,6])

THhHUTT
VA

Ligation:0/65 (0%) vs. 6/66 (9.1%), RR 0.08 (95%CI [0.00, 1.36]), ARD 0.09
(95%CI [0.022, 0.16]), NNT 11 (95%CI [6, 46])

Severe IVH: 7/65 (10.8%) vs. 15/66 (22.8%), RR 0.47 (95%CI [0.21, 1.09]),
ARD 0.12 (95%CI [-0.0077, 0.246]), NNT 8 (95%CI [-153, 4])

All IVH:25/65 (38.5%) vs. 30/66 (45.5%), RR 0.85 (95%CI [0.56, 1.27]), ARD
0.07 (95%CI [-0.099, 0.239]), NNT 14 (95%CI [-10, 4])

Perforation:5/65 (7.7%) vs. 1/66 (1.5%), RR 5.08 (95%CI [0.61, 42.28]),
ARD -0.062 (95%CI [,0.133, 0.009]), NNT ,16 (95%CI [-8, 106])

NEC:11/65 (16.9%) vs. 3/6 6(4.5%), RR 3.72 (95%CI [1.09,12.73]), ARD -
0.124 (95%CI [-0.228, 0.020]), NNT -8 (95%CI [-51, 4] )

CLD:19/65 (29.2%) vs. 15/66 (22.7%), RR 1.29 (95%CI [0.72,2.31]), ARD -
0.065 (95%CI [-0.215, 0.085]), NNT -15 (95%ClI [-5,12])

PH: 3/65 (4.6%) vs. 0/66 (0%), RR 7.11 (95%CI [0.37,134.91]), ARD -0.046
(95%CI [-0.097,0.005]), NNT -22 (95%CI [-10,206]).

Oliguria: 16/66 (24.6%) vs. 15/23 (22.7%), RR 1.08 (95%CI [0.59,2.00]), ARD
-0.019 (95%CI [-0.164,0.127]), NNT -53 (95%CI [-6,8])

i/ AR

3 PIDAHE ME & 4 SRR IEN RIX D iR SRS SHUAFTA RLIE SNz,
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FETC. Ligation. Severe IVH (CZE(/R0 )\,

Kalani 2016

tyFa20

single site in Italy

IR
APNESLEON

31/31 (RCT)

&

418 6-12 BFREIDTERE 32 BRI FTZ(FHAE(RE 15009 KRiBDRET

TA 42270271 > (10; 5; 5 mg/kg ); Oral #1[E] 6h I, Bl#& 24h &
LR
pOfiEt:t: XFBREFD PDA J&%E: NA
34+ PDA AT O RO—)L: NA
TS5V Db FETC: 2/31(6.5%) vs. 2/31(6.5%), RR 1.00 [95%CI 0.15, 6.66], ARD 0.00
P (95%CI [0.12, 0.12]), NNT Inf [95%CI ,8, 8]
Severe IVH: 0/31 (0%) vs. 5/31 (16.1%), RR 0.09 (95%CI [0.01,1.58]), ARD
0.16 (95%CI [0.032, 0.291]), NNT 6 [95%CI 3, 31]
tHh>FUT7T N All IVH:0/31 (0%) vs. 6/31 (19.4%), RR 0.08 (95%CI [0.00,1.31]), ARD 0.19
P (95%CI [0.05,0.33]), NNT 5 (95%CI [3,18])
NEC: 3/31 (9.7%) vs. 2/31 (6.5%), RR 1.50 (95%CI [0.27,8.36]), ARD -0.032
(95%CI [-0.168,0.103]), NNT -31 (95%CI [-6,10])
filam/ ARIR FET-. Ligation. Severe IVH (CZE(F7RLN,

Kanmaz 2013

YT

single site in Turkey

IFRAER
A/ (N)

23/23 (RCT)

MRE

1 12-24 K5O 28 BRimDBIRLEAREE

TA 47270271 (10; 5; 5 mg/kg ); Oral #][E 12h,24h, Bl#& 24h &

Placebo
pojiEyicd

XTEEEED PDA B 13/23 (70%)
TS54<UT7 I~ FETC: 4/23 (17.4%) vs. 6/23 (26.0%), RR 0.67 (95%CI [0.22,2.05]), ARD
PN 0.087 (95%CI [,0.150,0.324]), NNT 12 (95%CI [,7,3])
vH>AITI S Ligation: 1/19 (5.3%) vs. 0/19 (0%), RR 2.70 (95%CI [0.12,62.17]), ARD -
VN 0.053 (95%CI [-0.153,0.048]), NNT ,19 (95%CI [-7,21])
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Severe IVH: 1/19 (5.3%) vs. 6/17 (35.3%), RR 0.15 (95%CI [0.02,1.12]),
ARD 0.30 (95%CI [-0.127,0.549]), NNT 3 (95%CI [2,20])
Perforation:2/19 (10.5%) vs. 0/17 (0%), RR 4.50 (95%CI [0.23,87.61]),
ARD ,0.105 (95%CI [-0.243,0.033]), NNT 10 (95%CI [-4,30])

NEC: 2/19 (10.5%) vs. 5/17 (29.4%), RR 0.36 (95%CI [0.08,1.61]), ARD
0.189 (95%CI [-0.068,0.446]), NNT 5 (95%CI [-15,2])

CLD: 8/19 (42.1%) vs. 5/17 (29.4%), RR 1.43 (95%CI [0.58,3.54]), ARD
0.127 (95%CI [-0.437,0.183]), NNT ,8 (95%CI [-2,6])

Oliguria: 2/23 (8.7%) vs. 0/23 (0%), RR 5.00 (95%CI [0.25,98.8]), ARD -
0.087 (95%CI [-0.202,0.028]), NNT -12 (95%ClI [-5,35])

s/ FEAR

FETC. Ligation. Severe IVH (CZE(F7R0\,

Sangtawesin 2006

ttyrFa>0 single site in Thailand
POE PN
22/20 (RCT)
T/ (N)
WRE TERa 28-32 BDOREH EARE R
TA (4J2O27x> (10; 5; 5 mg/kg ); Oral #l[E 6h LI, Bl# 24h &
pujiieyiss PR
XTEREFD PDA JARE: NA
TS5ARUTI b Hiin 3 OBIRERITFE: 1/22 (4.5%) vs. 7/20 (35%), RR 0.13 (95%CI [ 0.02,
Ay 0.97], ARD -0.30 [-0.53, -0.078], NNT 3 [ 3, 12]
FET": 3/22 (13.6%) vs. 1/20 (5%), RR 2.73 (95%CI 0.31,24.14], ARD -0.086
(95%CI -0.30, -0.10], NNT -12 (95%CI -4,12])
TH>FIUFTI NEC: 8/21 (38%) vs. 6/20 (30%), RR 1.27 (95%CI [0.54,3.01]), ARD -0.081
yAVAN (95%CI -0.370,0.208]), NNT -12 (95%CI [-3,5])
PH: 0/22 (0%) vs. 0/20 (0%), RR not estimated, ARD not estimated, NNT not
estimated
fism/ BRRR BEL-. Ligation. Severe IVH (CZE(372L\,

Sangtawesin 2008

LAl )

single site in Thailand

MRAER
AR (N)

31/31 (RCT)

HRE

418 24 BRI LIRORL EAER
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TA

427707 x> (10; 5; 5 mg/kg ); Oral #l[E] 24h LA, Ll# 24h Z°&

POEyE:

o
XTERR¥D PDA JEE: NA

TSI Ik
yAVAN

R 3 OEMRERITEE: 6/31 (19%) vs. 13/31 (42%), RR 0.46 (95%CI [ 0.20,
1.06], ARD -0.23 [-0.45, -0.003], NNT 4 [ 2, 305]

THAHUTI
yAVAN

FETC: 2/31 (6.5%) vs. 3/31 (9.7%), RR 0.67 [95%CI 0.12, 3.72], ARD -0.032
(95%CI [-0.069, 0.168], NNT 31 (95%CI [-10, 6])

Ligation: 1/31 (3.2%) vs. 0/31 (0%), RR 3.00 (95%CI [0.13, 70.92]), ARD -
0.032 [95%CI -0.094, 0.030], NNT -31 [95%CI -11, 33]

All TVH: 10/30 (33.3%) vs. 10/28 (35.7%), RR 0.93 (95%CI [0.46, 1.90]),
ARD 0.024 (95%CI [-0.221, 0.269]), NNT 42 (95%CI [-4, 5])

NEC: 0/31 (0%) vs. 1/31 (3.2%), RR 0.33 (95%CI [0.01-7.88]), ARD 0.032
(95%CI [-0.03, 0.094]), NNT 31 (95%CI [-33, 11])

All IVH:10/30 (33.3%) vs. 10/28 (35.7%), RR 0.93 (95%CI [0.46, 1.90]), ARD
0.024 (95%CI [-0.221, 0.269], NNT 42 (95%CI [-4, 5])

PH: 0/31 (0%) vs. 0/31 (0%), RR not estimated, ARD not estimated, NNT not

estimated

s/ AR

FETC. Ligation. all IVH ([CZE(F7RLN,

Van Overmeire 2004

tvFa>d

seven sites in Belgium

FRAER
A28 (N)

205/210 (RCT)

MRE

1 24 FELIRDER 24-30 BDORER

A 17707 x> (10; 5; 5 mg/kg ); IV#IE] 6h LA, Bl 24h &
- Placebo
XTERA¥D PDA JAJE: 42/210 HI(20%)

TSATUTI BET: 23/205(11.2%) vs. 25/210(11.9%), RR 0.94 (95%CI [0.55-1.61]), ARD
AN 0.007 (95%CI [-0.055, 0.068], NNT 146 (95%CI -18, 15]

Ligation: 5/205 (2.4%) vs. 10/210 (4.8%), RR 0.51 (95%CI [0.18, 1.47]),

ARD 0.023 (95%CI [-0.012, 0.059], NNT 43 (95%CI -87,17])
THIAUTI N Severe IVH: 17/205 (8.3%) vs. 18/210 (8.6%), RR 0.97 (95%CI 0.51, 1.82]),
AFN ARD 0.003 (95%CI [-0.051-0.056]), NNT 358 (95%CI [-20-18]),

All IVH: 67/205 (32.7%) vs. 66/210 (31.4%), RR 1.04 (95%CI [0.79-1.38]),
ARD -0.013 (95%CI [-0.102, 0.077]), NNT -80 (95%CI [-10-13])
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NEC: 6/205 (2.9%) vs. 12/210 (5.7%), RR 0.51 (95%CI [0.20-1.34]), ARD
0.028 (95%CI [-0.011, 0.067]), NNT 36 (95%CI [-90, 15])

CLD:103/205 (50.2%) vs. 97/210 (46.2%), RR 1.09 (95%CI [0.89, 1.831),
ARD -0.041 (95%CI [-0.137, 0.056]), NNT -25 (95%CI [-7-18])
Oliguria:45/205 (22.0%) vs. 30/210 (14.3%), RR 1.54 (95%CI [1.01-2.34],
ARD -0.077 (95%CI [-0.150-0.003]), NNT -13 (95%CI [-353, -7])

iam/ AR

FETC. Ligation. Severe IVH (CZE(7R0)\,

RR: relative risk

ARD: absolute risk difference

NNT: number needed to treat

NA: not applicable

IVH: intraventricular hemorrhage

NDI: neurodevelopmental impairment

NEC: necrotizing enterocolitis

CLD: chronic lung disease

PH: pulmonary hypertension
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R )\A 77 Z5Hifh
* Review Manager 5.4 iRz {ER U TIERX

Random sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance bias)

Blinding of outcome assessment (detection bias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)
Other bias

X 23%  s0%  75% 100X
[ Low risk of blas [ ] unclear risk of blas [l High risk of bias

~ | Random sequence generation (selection bias)

=4 | Selective reporting (reporting bias)

Danl 2000

Danl 2005

g
-

De Carglis 2000 | 2

Gournay 2004 | 7

Kalanl 201& | 7

Kanmaz 2013 | @

~ @~ @~ |®|® | Alocation concealment (selection bias)

Sangtawesin 2006 | ?

Sangtawesin 2008 | ?
Van Overmeire 2004 | @

. . . . - . . . . Blinding of participants and personnel (performance bias)
@ DD D ~ D O ®| @) vindingof outcome assessment (detection bias)
D ODOD O D O® ® | ® | Incomplete outcome data (attrition bias)

g

g
~ D D DD D O O @) otherbias

LI
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Forest plot and Funnel plot:
x Bf7FD SR D5 —4 % t(C R version 4.33. Funnel Plot (& Review Manager version 5.4 ZFIFE LT

YERk

T

event event Risk Ratio
Study (intervention) (control) M-H,Fixed, 95% C|
Dani 2000 0/40 1/40 0.33[0.01, 7.95]
Dani 2005 1577 20/78 0.76 [0.42, 1.37] ——
De Carolis 2000 6/25 4/25 1.5[0.48, 4.68) —_—
Gournay 2004 18/65 19/66 0.96 [0.56, 1.66] —a—
Kalani 2016 213 2/31 110.15, 6.66)
Kanmaz 2013 4/23 6123 0.67 [0.22, 2.05] ———————
Sangtawesin 2006 3/22 1/20 2.73[0.31, 24.14]
Sangtawesin 2008 213 3131 0.67[0.12, 3.72) —_—
Van Qvermeire 2004 23/205 25/210 0.94 [0.55, 1.61) —a—
Summary 731519 81/529 0.92[0.69,1.21] ‘

[V P P VA P VN M P R 8

Heterogeneity: Chi? = 2.94, df = 8 (P = 0.94);

_ SE(log[RR])
I’= 0% o
/oo
Test for overall effect: %
05+ J 1 b
Z =0.63 (P = 0.53) VRS TN
/f e} §
14 o
§ o
; o
S T o1 11‘ 10 . "1':50

Ligation
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event event

Risk Ratio
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Study (intervention) (control) M-H,Fixed, 95% CI
Dani 2000 0/40 0/40 Not estimated
Dani 2005 077 178 0.34 [0.02,8.16]
De Carolis 2000 1/23 3/23 2.00 [0.19,20.55] —_——
Gournay 2004 0/65 6/66 0.47 [0.21,1.09]
Kanmaz 2013 1/19 017 0.09 [0.01,1.58] -
Sangtawesin 2008 1/31 0/31 0.15[0.02,1.12] -
Van Overmeire 2004 5/205 10/210 0.97 [0.51,1.82] —m—
Summary 8/460 20/465 0.46 [0.22,0.96] ‘
. SE(log[RR]}
Heterogenelty: or ?
/! : ‘\\
Chi’> = 4.22,df = 5 (P = 0.52); VAR IR
.1} ! ‘\
’, ! h
I’= 0% 051 A SN
/ ! \
r/ ! \\
) ! v
Test for overall effect: |
/ ! :
/‘, !
Z = 2.08 (P = 0.04) 14 !
o |
154 © : \,
/ o ! @ ‘\
2 / . L ‘ kR
0.01 0.1 1 10 160
Severe IVH
event event Risk Ratio
Study (intervention) (control) M-H,Fixed, 95% CI
Dani 2000 0/40 0/40 Not estimated
Dani 2005 8/77 8/78 1.01 [0.40,2.56] ——
De Carolis 2000 2/23 1/23 2.00[0.19,20.55]
Gournay 2004 7165 15/66 0.47[0.21,1.09] ——
Kalani 2016 0/31 5/31 0.09 [0.01,1.58]
Kanmaz 2013 1119 6/17 0.15[0.02,1.12] e
Van Overmeire 2004 17/205 18/210 0.97 [0.51,1.82] —-—
Summary 35/460 53/465 0.67 [0.45,1.00] ‘

Lo e e e
0.016 0.062 0260 1.00 400
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Heterogeneity:
Chi* = 7.60, df = 5 (P = 0.18); o SEdoalRRD A
= 34%
PO
Test for overall effect: 05l P o
Z = 1.96 (P = 0.05) ,
14 J a i
154 y o E R
/ i RR
§o1 o' i 1 100
All TVH
event event Risk Ratio
Study (intervention) (control) M-H,Fixed, 95% CI
Dani 2000 3140 1/40 3(0.33, 27.63)
Dani 2005 2077 19/78 1.07[0.62, 1.84] ——
Gournay 2004 25/65 30/66 0.85[0.56, 1.27) ——
Kalani 2016 031 6/31 0.08 [0, 1.31]
Sangtawesin 2008 10/30 10/28 0.93[0.46, 1.9] —_—
Van Overmeire 2004 67/205 66/210 1.04[0.79, 1.38] —
Perforation 7184 1/83 4.88[0.87, 27.36]
Gournay 2004 5/65 1/66 5.08 [0.61, 42.28]
Kanmaz 2013 219 onr 4.5[0.23,87.61]
Summary 125/448 132/453 0.96 [0.78,1.17]

am

Heterogeneity:
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Chi* = 4.90, df = 5 (P = 0.43);

0., SECoGIRR)

Page 20 of 48

I’°= 0% A
PRI
Test for overall effect: ’ 50
1
1 Ay
Z =0.41 (P = 0.68) 0.5+ : \
1
|
:
il J |
|
| 0
|
/ |
/ !
151 S © !
4 1
. !
—’J i
1
i . RR
Perforation 3.)1 0.1 1 10 100
event event Risk Ratio
Study (intervention) (control) M-H,Fixed, 95% CI
Gourna y 2004 5165 1/66 5.08 [0.61, 42.28] L
Kanmaz 2013 219 o7 4.5[0.23, 87.61] L
Summary 7i84 1/83 4.88 [0.87,27.35] ‘

Heterogeneity: Chi? = 0.00, df = 1 (P = 0.95); I> = 0%

Test for overall effect: Z = 1.80 (P = 0.07)

NEC
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event event Risk Ratio
Study (intervention) (control) M-H,Fixed, 95% CI
Dani 2000 0/40 0/40 not estimated
Dani 2005 277 2178 1.01[0.15,7.01]
De Carolis 2000 023 223 0.2[0.01,3.95]
Gournay 2004 11/65 3/66 3.72[1.08, 12.73] -
Kalani 2016 33 23 1.5[0.27, 8.36]
Kanmaz 2013 2/19 517 0.36 [0.08, 1.61]
Sangtawesin 2006 8i21 6/20 1.27[0.54,3.01]
Sangtawesin 2008 031 1131 0.33[0.01,7.88]
Van Overmeire 2004 6/205 12/210 0.51[0.2,1.34] —_—
Summary 321512 33/516 0.96 [0.61,1.50] ‘
. o SE(oaIRRD .
Heterogeneity:
|
i
2 _ — — . . i
Chi2 = 10.12, df = 7 (P = 0.18); A
/ i
2 = 310 sy fo 1%
2 = 31% , ‘
e i
. i
Test for overall effect: ;
1+ ; o)
— — Py |
Z = 0.18 (P = 0.86) , ] \
S ! hN
/ ! .
| \
! i
| *
154 .
3 p o : S
(o] i %
\
/ I N
S H *
l{ ! \\
/ . ; ‘ RR
§a1 0.1 i 10 100

PH

event event Risk Ratio
Study (intervention) (control) M-H,Fixed, 95% CI
Dani 2005 o7 078 not estimated
Goumnay 2004 3/65 0/66 7.11[0.37,134.91]
Sangtawesin 2006 0/22 0/20 not estimated
Sangtawesin 2008 031 031 not estimated
Summary 3195 0/195 7.11 [0.37,134.90] ’
oane am m o m m
Heterogeneity:

Not available

Test for overall effect:
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Z =1.31 (P = 0.19)

event event Risk Ratio
Study (intervention) (control) M-H,Fixed, 95% CI
Dani 2000 2040 3140 0.67[0.12, 3.78]
Dani 2005 1677 2278 0.74 [0.42,1.29] _—
Gournay 2004 19/65 15166 1.29[0.72,2.31] _—
Kanmaz 2013 819 517 143058, 3.54]
Van Overmeire 2004 103/205 97/210 1.09(0.89,1.33] ——
Summary 1481406 1421411 1.06 [0.89,1.26] ‘
Heterogeneity: o SECGIRRD
I
- 1
Chi®=2.80, I’=0% b
i
Test for overall effect: 0.2t i
i
Z =0.63 (P = 0.53) !
04 / i
i’ :
;o
061 |
.lf !
! i
:
i 1
0.8 ! i
i
1
1

Oliguria

Page 22 of 48

01

Td0
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event event Risk Ratio
Study (intervention) (control) M-H,Fixed, 95% CI
Dani 2005 T 4/78 1.77[0.54, 5.81] _—
Gournay 2004 16/65 15/66 1.08 [0.59, 2] —a—
Kanmaz 2013 2123 0123 5[0.25, 98.75]
Van Overmeire 2004 45/205 30210 1.54[1.01, 2.34] ——
Summary 70/370 49/377 1.45[1.04,2.02] ’

Heterogeneity:

Chi*=2.80, df=4(P=0.59); I1°=0%
Test for overall effect:
Z=1.31(P=0.19)

0

05+

15+

_ SE(ogIRR]}

3
‘R

HIJJ)L—TEFICDULTIE Supplement 1:77)L— Jf##f Supplement 1 &

iP2]

Iyst

100
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Grade EP table

Prophylactic ibuprofen compared to placebo or no prophylaxis

42707 IEF>RD
Hxd et TS
(95% CI) (95% CI)

F—EN BN ' I > FBhis
5

9 RCT w7 F=T 57 b AN 73/519 81/524 RR0.91 |-14 per1,000| ©&OO <N
AN TR (14.1%) (15.5%) | (0.69, 1.21) | (- 48, +32) &
EiREREIR
7 RCT SEH| 2 ST SEHT ST AN 8/460 20/465 RR 0.46 -23 per 1,000 | ®®80O o
AN AN AN (1.7%) (4.3%) | (0.22, 0.96) (-34, -2) "
Ebnd HE gl
7 RCT A o FAT 27 FAT AN 35/460 53/465 RR 0.67 -38 per 1,000 | ©®®O BX
20 TR 1201 (7.6%) | (11.4%) |(0.45,1.00)| (-63,0) T
All IVH
6 RCT | ®AT | RAT Sl ZZT | 1’L | 125/448 | 132/453 RR0.96 | -12per1,000 | OO0 BX
AN AN TR XA (27.9%) (29.1%) | (0.78,1.17) | (-64, +50) =
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47207

HERMHDFEM (Certainty assessment)

IEF>RD

I—HiE

IFEEE

I > hhis

5

1833
(95% CI)

et
(95% CI)

SR

2 RCT SEZ © SEIT SEYT IER(C U 7/84 1/83 RR 4.88 | +47 per 1,000 | @000 E-DN
20 20 SEZ © (8.3%) (1.2%) | (0.87,27.3)| (-2, +318) IR
IRTEERE S
9 RCT Y o BT SEYT BT U 32/512 33/516 RR 0.96 -3 per 1,000 | ®®dO BA
720 120 720\ (6.3%) (6.4%) | (0.61,1.50) | (-25, +32) i
BrEEE
5 RCT Y o BT BT EUT mU | 148/406 | 142/411 RR 1.06 | +21 per 1,000 | ®®®O EA
120 120 720\ (36.5%) (34.5%) | (0.89, 1.26) | (-38, +90) "
s m/E
4 RCT | &t | &AT BT JEB(C 2L 3/195 0/195 RR 7.11 0per 1,000 | ®®0O0O EA
20 20 20 SEY b (1.5%) (0.0%) | (0.37, 135) (0, 0) &

CI: confidence interval; RR

: risk ratio. IVH: intraventricular hemorrhage
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Explanations: a.5ZRANBAD S5 3 HAFTTHY/\ A URD. b. 95%EREXBNEL. c. IMASNIEXXED S EHEHBUA LN/ \ AU D,
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SEDHERE (F) B8

BERCHLTAITOT I FHIERSFITNRNC EZRET D.

DFERE)

Page 27 of 48

(SR, FFBCEVIEST>X

TEhi%5 & (3ER 24 BRI (CRIIRBEITFEDERER SAREFFRICEN ST —R(ICIRE I DT ETH

Do

I EF>ADSHESEA

Summary of judgements

B TR

BT, W [HBESL, &F .
(AIAY-4 _ [ EELSES PSRN
Wx LY
nIH INEN s AEWN TESFE Ay SV AN
RELN s INEN nIH TESFE ayaY~\ A
IEEICIE & s =) ERRtRZRR L
__ | EELOER | EERAER
EERAMEE } ) BEQRAHERE
| EFEEEES | EFE&ES ]
HEEFES HEEEES
DEDTEEN | DEEBES
DEHD DEFRL
F:210) <UL
N N i AL BT
HEEoEEnY | tEEsdEEh ] HT5L N .
FKEWNWITNE X NANBAL | ETFESFE DHSIRN
(=0 HBESL B TADMEAL
BRI TR
BMATESEF
HEED i X
RERIX S _— EDIABM | HEEDER | KESRETR | TFSFE DS
Bk
IEE(TIK & s =) AR L
N . N . NTAB s
BT IRAME | LeBOT IR ) HE5L . .
N | &’BLWINE o | TTAPMBL | SRS AL
fiI BESLEM T ADMEAL
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HET5<

%D HESLIHD _ BX3 TFES=E DHSIRN
REEL B2
HT5L., HT5L. .
AIAY-4 (=4 TEIFE DH SR
AYAY-4 (=4A

_ BT, | BTBL .
LW A (&L cEREE TSR
(AR} 4 [=qA

WEBANEESEERA

177707 T OFHIR5ORERNE | 1T 707 1 2 FHi%5(C KD ERERZZRMS KU EEMERALH
MANEA T D ENREENTN,. 12 RAFSDFHRS (CQl-1) LRI DL, BHIREREIM
DIt 2472 (% IND 46/1000 (95%CI [26, 61]) vs IBU 23/1000 (95%CI [2-34]). EfEAk=
PIHEIM IND 46/1000 (95%CI [28-62]) vs IBU 38/1000 (95%CI [0-63]) ESNRMMENS =,
77071275 (E. BT, FEREBEMER. HIEEZFL. BEEBROUIZHIE
BTz, MEFEENDFEDVT(E, MHEFENFEREZ D AL TIRERN RS ARATSED
7Zo

172707 T > FHRECEDIRFE | ZFR(N=4, n=747): RR 1.45 (95% CI [1.04, 2.02]) . ¥
{E&HMm(N=5, n=282):RR 2.05 (95% CI [1.19, 3.51]) &&=,

SMEMEMEICDVT : SEld SR TIEMEMEEICE (F/RM > 72 (N=4, n=390, RR
7.11(95%CI [0.37, 134.91]). MHREIRDTZRCT D 1 D (Gournay 2002, Gournay 2004)(CH
WT. B30 3P0 T 707 1 4458 (C—BIEZRRAFEEZ2E I 2 s EEZS
HURRNARIEENZ, 10707 1 25802 MMEMELED ) X (CDWTCEINTHRARZES
3. 47707 1 >24%5% 24 BELUAICE C22MEIMEEN CNETIC 2341 (Bellini 2006,
Amendolia 2012, Sehgal and Kumarshingri 2013, Bravo 2014, Malikiwi 2015, Kim 2016,
Rodriguez-Castano 2016) HREINTHD. 17 HI(74%)N—BEHMLERBMABEEEEL. 54
(22%) N —BE L BRI AENERN R EDIBATEZ(CFET L TULVE (Supplement 3)s 1> RXAS
S TRIEDISBRERLDSMMEMEEDRS (IR, CDZEAHTD NO DEENA > RASS
> TERINEIENRWA Y TTOT T > TEIIFIEN D H5ME LR (Kuniyoshi 2010) .

B AREE I AREARH © XTHRA¥D 58%(FBEAICENRENEASE L TL VI,

KENERIFE S (Hamrick 2020). AFA/NBRIFES (Mitra 2022.
https://cps.ca/documents/position/patent-ductus-arteriosus) OFEBXTEAITOTT>F
Bri% S (FHER SN TLVRLN,
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U EaBFERX T, FodRE Uk,

Knowledge gap

- SEER L2105 >3 systematic review (Ohlson 2020)TlE. SEISFENIZERCT DI AO—7 v
TOIMETHILRIENESRVDE D, FA/TIRRCT (FRB LRV EZHEREL TS,

- A J707 1 AR5 (CEAE U2 EE MEREDSEE (FRATH D,
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.1.1 mortality_IBU_within 6h
Danl 2005 15 7 0 TR 45X 076042 1.37] T
De Carolls 2000 [ 4 25 49% 150 [0.48, 4.68] —T
Gournay 2004 18 & 19 66 23.3%  0.98 [0.56, 1.66] ——
Kalanl 2016 2 i1 Z 31 5% 1.00 [0.15, 6.66] e E—
Sangtawesin 2006 3 22 120 13% 2.73[0.31,24.14] —
Van Qvermelre 2004 23 5 5 210 30.5%  0.94 [0.55, 11| -
Subtotal (95% CI) 425 430 87.0%  0.96[0.71, 1.29] L 2
Total eventy 67 71
Heterogene ty: ChE = 2,08, df = 5 (P = 0.54); F = 0X
Test for overall effect Z = 0.29 (P = 0.77)
1.1.2 mortality_IBU_after6h
Danl 2000 [} 1 40 19% 0.3 [0.01, 7.85]
Kanmaz 2013 4 1 & I3 74X 0.67[0.22 2.05] I
Sangtawesin 2008 z 11 303 A 067[0123.72 e E—
Subtotal (95% CI) 94 94 13.0%  0.62[0.25, 1.53] -
Total events [ 10
Heterogeney: ChE = (.17, df = 2 {P = 0.92); F = 0%
Tast for overall effect Z = 1.04 (P = 0.30)
Total (95% CI) 519 524 100.0%  0.91[0.69, 1.21] &
Total events 7 Bl
Heterogenefty: Ch = 2.94, df = § (P = 0.04); F = 0% 'h oL 051 llh 100’
Test for overall effect Z = 0.63 (P = 0.53) ’ i
Favours [experimental] Favours [control
Test for subgroup differences: ChEt = 050, df = 1 (P = 0.37), F = 0X fexp ] [ :
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.2.1 IBU started within 6h
Danl 2005 0 77 1 78  &.6% 0.34 [0.01,8.18]
De Carolis 2000 1 23 3 23 13.7% 0.33[0.04, 2.97] —_—
Gournay 2004 0 &5 6 66 29.5% O0.L0B[0.00 136 «——#%——
Van Overmeire 2004 5 205 10 210 45.2%  0.51[0.18, 1.47] —
Subtotal (95% CI) 370 377 95.3% 0.34 [0.15, 0.79] e
Total events [ 20
Heterogenehy: ChF = 1.60, df = 3 (P = 0.66); F = 0X
Test for overall effect: Z = 2.52 (P = .01}
1.2.2 IBU started after 6h
Danl 2000 0 40 0 W Not estimable
Kanmaz 2013 1 19 0 17 z4x% 2. D [0.12, 62.17]
Sangtawesin 2008 1 31 0 3 2.3% 3.00 [0.13, 70.92]
Subtotal (95% CI) 90 88  4.7% 2.85[0.31,26.38] e —
Total events. 0
Heterogenehy: ChE = 0.00, df 1(P = 0.96); F = 0%
Test for overall effect: Z = 0.92 (P = .36}
Total (95% CI) 460 465 100.0% 0.46 [0.22, 0.96] il
Total events B 20
Heterogenehty: ChE = 4,22, df = 5 {P = 0.52); F = 0X T o1 % (T
Test for overall effect Z = 206 (P = 0.04} : B——
Test for subgroup diferences: Ch = 3.07, df = 1 (P = 0.08), F = 67.4% Favours [experimental] Favours [control]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
1.10.1 IBU_started_within_&h
Danl 2005 ] 77 B 76 148X  1.01 [0.40, 2.56] I E—
De Carolis 2000 2 3 1 &3 1.9% 2.00[0.19, 20.55] —
Gournay 2004 7 &5 15 &6 27.8X  0.47 [0.21, 1.090] ——
Kalanl 2016 0 31 5 31 103X 0.00[0.01, 158 +¥—m————
Van Qvermelre 2004 17 205 18 219 33.3% 0.97 [0.51, 1.82] —_——
Subtotal (95% CI) 401 408 88.2% 0.74 [0.49, 1.12] L
Total events 34 47
Heterogenehty: Che = 5.01, df = 4 (P = 0.29); F = 20X
Test for overall effect: 2 = 1.43 {P = (.15}
1.10.2 IBU_started_after_6h
Danl 2000 0 40 0 a0 Not estimable
Kanmaz 2013 1 19 & 17 11.8%  0.15 [0.02,1.12] P —
Subrotal (95% CI) 59 57 11.8% 0.15 [0.02, 1.12] e —
Total events 1 §
Heterogenzity: Not applicable
Test for overall effect: Z = 1.85 (P = 0.06)
Total (95% CI) 460 465 100.0% 0.67 [0.45, 1.00] -
Total events. 5 53
Heterogenehy: Ch® = 7.60, df = 5 (P = 0.18); F = 34X bot o1 { 100

Test for overall effect: Z = 1.96 (P = 0.05)

Test for subgroup differences: Che = 2.33, df = 1 {P = 0.13}, F = 57.0%

Favours [experimental] Favours [control]
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Risk Ratio
Weight M-H, Fixed, 95% CI

Risk Ratio
M-H, Fixed, 95% CI

1.11.1 IBU_started_within_6h

Danl 2005 ) 77 18
Gournay 2004 25 &5 30
Kalanl 201& 0 3 L3
Van Overmelre 2004 a7 205 L]
Subtotal (95% CI) 378

Total events. 112 121

Heterogenelty: Chi = 3.94, df = 3 (P = 0.27); F =

Test for overall effect: Z = 0.53 (P = 0.59)

1.11.2 IBU_started _after_6h

Danl 2000 3 40 1
Sangtawesin 2008 10 30 10
Subtotal (95% CI) 70

Total events. 13 11

Heterogeneity: ChiE = 1.01, df = 1 {P = .32}, F =

Test for overall effect: 2 = 0.32 (P = .75}

Total (95% CI) 448
Total events. 125 13z

Heterogenehty: ChE = 4.00, df = 5 (P = 0.43); K =

Test for overall effect: 2 = 0.41 (P = .65}

78
L]
31
210
385

23%

a0
28
68

1%

453

0%

14.3%  1.07 [0.62, 1.84]
22.6%  0.85 [0.56, 1.27]

4.9%  0.08 [0.00, 1.31]
49.5%  1.04 [0.79, 1.36]
91.4%  0.94 [0.76, 1.17]

0.8% 3.00 [0.33, 27.63]
7.0%  0.93 [0.46, 1.90]
86%  1.12[0.57,2.19]

100.0%  0.96 [0.78, 1.17]

Test for subgroup differences: Chi* = 0.21, df = 1 (P = 0.54), I = 0%

Experimental Control
Study or Subgroup Events Total Events Total

Risk Ratio
Weight M-H, Fixed, 95% CI

oot

0.1 1 10 100
Favours [experimental] Favours [control]

Risk Ratio
M-H, Fixed, 95% CI

1.12.1 IBU_started_within_6h

Danl 2005 z 77 2z
De Carolts 2000 0 23 z
Gournay 2004 11 &5 3
Kalanl 2016 3 31 z
Sangawesin 2006 B 21 6
Van Overmeire 2004 & 205 12
Subtotal (95% CI) 422

Total events 30 27

78
23
&6
31
20
219
428

Heterogenelty: Chi = 7.70, df = 5 (P = 0.17); F = 35X

Test for gverall effect: Z = 0.42 (P = 0.67)

1.12.2 IBU_started_after_6h

Danl 2000 0 49 0
Kanmaz 2013 z 19 5
Sangtawesin 2008 0 31 1
Subtotal (95% CI) 90

Total events

z &
Heterogenelty: Chi = 0.00, df = 1 {P = 0.07); F = 0X

Test for gverall effect: Z = 1.50 (P = 0.13}

568%  1.01[0.15, 7.01]
7.3%  0.20 [0.01, 3.85]
B.7% 3.72[1.09,12.73]
5.8%  1.50 [0.27, B.3&]
17.9%  1.27 [0.54, 3.01]
346X  0.51[0.20, 1.34]
80.2%  1.11 [0.68, 1.80]

Not estimable

15.4%  0.36 [0.08, 1.61]
4.4% (.33 [0.01, 7.58]

19.8%  0.35 [0.09, 1.38]

Total (95% CI) 512 516 100.0% 0.96 [0.61, 1.50]

Total events iz 33 T

Hewrogenehy: ChE = 10.12, df = 7 (P = 0,18} P = 31X Ihol t i t 100=

Test for overall effect: Z = 0.18 {P = 0.8&) ) .

Test for subgroup differences: ChE = 2.42, df = 1 (P = 0.12), F = 56.6% Favours [experimental] Favours [control
Experimental Control Risk Ratio Risk Ratio

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

1.13.1 IBU_started_within_6h

Danl 2005 16 77 22 78 155 074 [042,1.29] —

Gournay 2004 19 &5 15 66 10.6% 1.29[0.72,2.31]

Van Overmeire 2004 103 205 97 210 660X 1.09 [0.89,1.33]

Subtotal (95% CI) 347 354 94.1% 1.05 [0.88, 1.26]

Total events 138 134

Heterogenehty: Chit = 2.11, df = 2 (P = 0.35); B = 5%

Test for overall effect: Z = 0.55 (P = 0.58)}

1.13.2 IBU started after 6h

Danl 2000 2 40 3 a0 1% 0.67 [0.12, 3.78] —

Kanmaz 2013 B 19 5 17 37X 1.43[0.58, 3.54] B

Subtotal (95% CI) 59 57 5.9% 1.15 [0.52, 2.57]

Total events 10 B

Heterogenetty: Ch = 0.60, df = 1 (P = 0.44); F = 0X

Test for overall effect: Z = 0.35 (P = (.73}

Total (95% CI) 406 411 100.0% 1.06 [0.89, 1.26]

Tomml events 148 142

Heterogenehy: Ch = 2,80, df = 4 (P = 0.59); F = 0X t t 100{

Test for overall effect: 2 = 0.63 (P = 0.53)

Test for subgroup differences: Cht* = 0.05, df = 1 (P = 0.82}, F = 0X

B 1
Favours [experimental] Favours [control]



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

mH IO —THICER L

S1-2. 4J70O07x>: 88F vs #%
B

BT

mH 7o) —TRICE

=N

BAREREZRIM

HHI I —-THICRELERDD. T
DD BIRE RO U R AEHENRN R
BN3.

EAEANEAL M

Page 35 of 48

Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-=H, Fixed, 95% CI
1.14.1 IBU_started_within_6h
van Overmeire 2004 7 7 4 76 12.7%  1.77 [0.54, 5.81]
Gournay 2004 18 &5 15 66 47.7% 1.08 [0.58, 2.00]
Danl 2005 45 205 12 210 38.0M  3.84 [2.08, 7.05] —
Subtotal (95% CI) 347 354 98.4% 2.24 [1.51, 3.32] L 2
Total events 1] 31
Heterogenehy: ChE = B.53, df = 2 (P = Q.01); F = 77%
Test for overall effect 2 = 3.99 {F < 0.0001)
1.14.2 IBU_started_after 6h
Kanmaz 2013 z 23 0 23 146X 5.00[0.25 98.75]
Subtotal (95% CI) 23 23 1.6% 5.00 [0.25, 98.75] — e —
Total events 2 0
Heterogeneity: Not applicable
Test for overall effecr: Z = 1.06 {P = (.20}
Total (95% CI) 370 377 100.0%  2.28 [1.54, 3.37] -
Total events i) 31
Heterogeneity: Ch = B.90, df = 3 (P = 0.03); I = 66% b o1 t i 100‘

Test for overall effect: 2 = 4.13 (P < 0.0001)

Test for subgroup differences: Chi* = 0.27, df = 1 (P = 0.60), F = 0%

1
Favours [expenmemau Favours [control]

Heterogenetty: Che = 3.01, df = B (P = 093}.!‘ 0%

Experimental Control 0dds Ratio 0Odds Ratio
Study or Subgroup Events Total Events Total Weight M=H, Fixed, 95% CI M-H, Fixed, 95% CI
L1511V
Danl 2000 0 40 1 40 22%  0.33[0.01, 822
Danl 2005 15 77 20 78 240X 0.70[0.33, 1.50] —
De Carglts 2000 § 25 4 25 46X 1.66[0.41,G678] I
Gournay 2004 18 &5 19 66 205X 0.95 [0.44, 2.03] —
Van Overmelire 2004 23 20s 25 210 329X  0.04 [0.51,1.71] —a—
Subtotal (95% CI) 412 419 84.2% 0.89 [0.61, 1.31] <
Total events 62 &9
Hewrogenety: Che = 1.55, df = 4 (P = (.82} F = 0X
Test for overall effect: Z = 0.57 (P = 0.57}
1.15.2 Oral
Kalanl 2016 2 kXl 2 31 28X 1.00[0.13,7.59]
Kanmaz 2013 4 23 & 23 74X 0.60[0.14, 2.48] —
Sangtawesin 2006 3 22 1 20 14X 3.00[0.29,31.485]
Sangawesin 2008 2 31 3 31 42x  0.64[0.10,4.15]
Subtotal (95% CI) 107 105 15.8% 0.89 [0.37, 2.14] -’-
Towl eventy 11 12
Heterogenetty: Che = 1.46, df = 3 (P = 0.69); F = 0X
Test for overall effect: Z = 0.27 {P = 0.79)
Total (95% CI) 519 524 100.0% 0.89 [0.63, 1.27]
Total events 73 T

1

bor o1 10 100
Test for overall effect: Z = 0.63 (P = 0.53}
Test for subgroun differances: ChEt = 0.00, df = 1 (P = 0.99), F = 0% Favours lexperimenall Favours [comroll
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M=-H, Fixed, 95% CI M-=H, Fixed, 95% CI|
11611V
Danl 2000 0 40 0 4 Not estimable
Danl 2005 0 77 1 786 6.B% 0.34[0.01, B.16]
De Carolls 2000 1 23 323 13.9%  0.33[0.04,2.97] - T
Gournay 2004 0 &5 & 66 285% O00B[0.00,1.38] ——#——
Van Overmelire 2004 5 205 10 210 45.2%  0.51 [0.18, 1.47] —a—
Subtotal (95% CI) 410 417 95.3% 0.34 [0.15, 0.79] -l
Total events & 20
Heterogenehy: Chi = 1.60, df = 3 (P = 0.66); I = 0X
Test for overall effect Z = 2.52 {P = (.01}
1.16.2 Oral
Kanmaz 2013 1 18 0 17 24% 2.70[0.12 62.17]
Sangtawesin 2008 1 31 0 31 23% 3.00[0.13, 70.92]
Subtotal (95% CI) 50 48 4.7% 2.85[0.31, 26.38]  — e ——
Total events 0
Heterogenehty: ChE = .00, df =1 (P = 0.96) F=0X
Test for overall effect: Z = 0.92 (P = 0.36)
Total (95% CI) 460 465 100.0% 0.46 [0.22, 0.96] -
Total events B 20
Heterogenehty: ChE = 4.22, df = 5 (P = 0.52); F = 0X h.l)l 0_11 l‘h 1001

Test for overall effect Z = 2.06 (P = 0.04)

Test for subgroup differences: ChE = 3.07, df = 1 (P = .08}, F = §7.4%

Favours [experimental] Favours [control]
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
11711V
Danl 2000 0 40 [ ] Not estimable
Danl 2005 ] 77 B 78 14.9x 1.01[0.40, 2.58] S
De Carolis 2000 2z 23 1 23  1.9% 2.00[0.18, 20.55] ]
Gournay 2004 7 &5 15 &6 27.8% 0.47[0.21,1.08] —
van Overmeire 2004 17 205 18 210 33.3%  0.97 [0.51, 1.62] —
Subtotal (95% CI) 410 417 77.9% 0.82 [0.54, 1.26] 4
Total events 34
Hemrogenehy: ChE = 2.70, df = 3 (P = 0. 44). F 0xX
Test for overall effect: Z = 0.68 (P = 0.368}
1.17.2 Oral
Kalanl 2016 0 31 5 31 103% 0.09[0.01,158 +——
Kanmaz 2013 1 18 -] 17 11.8% .15 [0.02,1.12] e —
Subtotal (95% CI) 50 48 22.1% 0.12 [0.02, 0.64] —eal—
Total events. 1 11
Heterogenetty: Chi = 0.0B, df = 1 (P = {.78); F = 0X
Test for overall effecr Z = 2.50 (P = 0.01)
Total (95% CI) 460 465 100.0% 0.67 [0.45, 1.00] e 4
Total eventy 35 53
Heterogenetty: ChiY = 7.60, df = 5 (P = 0.1R); F = 34X b o1 011 lb 1005

Test for overall effect: 2 = 1.96 (P = (.05}

Favours [experimental] Favours [control]

Test for subgroup differences: ChE = 481, df = 1 (P = 0.03), F = 70.2%
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-=H, Fixed, 95% CI
L1811V
Danl 2000 3 40 1 a0 0.8% 3.00 [0.33, 27.63] ]
Danl 2005 20 77 19 78 14.3%  1.07 [0.62, 1.54] —
Gournay 2004 25 65 3 &6 226X 085 [0.56,1.27] —-
van Overmeire 2004 &7 205 66 210 495x  1.04 [0.79, 1.38] -+
Subtotal (95% CI) 387 394 B7.2% 1.01 [0.82, 1.25] L 3
Total events 115 118
Heterogenehty: Chit = 1.74, df = 3 (P = 0.63}; K = DX
Test for overall effect: Z = 0.10 {P = 0.92}
1.18.2 Oral
Kalanl 2016 0 31 & 31 49% OQ0BPDO, 131 &—
Sangtawesin 2008 10 30 10 28 7.9% 0.93 [0.46, 1.90] T
Subtotal (95% CI) 61 59 12.8% 0.60 [0.31, 1.18] e
Total events 10 16
Heterogeneity: Chi* = 3.49, df = 1 (P = 0.06); F = 71X
Test for overall effect Z = 1.45 (P = 0.14}
Total (95% CI) 448 453 100.0% 0.96 [0.78, 1.17] L 3
Towl events 125 132
Heterogenehy: ChE = 4.90, df = 5 (P = 043} F = 0X 'h t p i
01 0.1 10 100
Test for overall effect Z = 0.41 (P = 0.68} i
Test for subgroup differences: ChE = 2.09, df = 1 (P = 0.15), F = 52.2% Favours [experimental] Favours [control]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
L19.11vV
Danl 2000 0 40 0 40 Not estimahle
Danl 2005 2 77 z 7B 58X 1.01[0.15, 7.01]
De Carolls 2000 0 23 2 23 73X 0.20 001, 3.95]
Gournay 2004 11 a5 3 66 B.7% 3.72[1.09,12.73]
Van Overmelre 2004 L 12 21) 346X  0.51[0.20, 1.34] Iy
Subtotal (95% CI) 410 417 56.4% 1.02 [0.55, 1.88] -
Total events 19 18
Heterogenehty: ChE = 7.38, df = 3 (P = 0.D6); P = 50X
Test for overall effect: Z = 0.06 (P = (.05}
1.19.2 Oral
Kalanl 2016 3 31 2 31 58X 1.50[0.27, 8.36] —
Kanmaz 2013 2 19 5 17 154X  0.36 [0.08, 1.61] .
Sangtawesin 2006 [] 21 & 20 17.8% 1.27 [0.54, 3.01] —t
Sangtawesin 2008 0 31 1 31 44X 0.33 [0.01, 7.86]
Subtotal (95% CI 102 99 43.6%  0.88 [0.46, 1.70] -
Total events 13 14
Heterogenehty: ChE = 2,79, df = 3 (P = 0.42); F = 0X
Test for overall effect Z = 0.37 (P = 0.71)
Total (95% CI) 512 516 100.0%  0.96 [0.61, 1.50]
Tol events 3z
Hewerogenehy: ChE = 10.12, df = 7 {P = 0. 18). P=31% D o1 0’1 T llb 1001
Test for overall effect Z = 0.18 {P = 0.86}
Test for subgroup differences: Chi = 0.10, df = 1 {P = 0.76}, F = 0% Favours [experimental] Favours [control
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Experimental Control Risk Ratio Risk Ratio
ﬁﬁﬂj‘g} I/_ jFEﬁ (:%m LJ S::&ylcln‘risubgmup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Danl 2000 2 40 3 40 21X 0.67[0.12,3.78] . E—
Danl 2005 14 77 2z 78 15.5%  0.74 [0.42,1.29] —
Gournay 2004 19 65 15 &6 10.6%  1.29[0.72, 2.31] o
van Overmelre 2004 103 205 87 210 &ROX 109 [0.89,1.33] L d
Subtotal (95% CI) 387 394 96.3% 1.04 [0.87, 1.25] »
Total eventy 140 137

Herrogenehy: ChE = .30, df = 3 (P = 0.50); F = 0%
Test for overall effect: 2 = 0.46 {P = 0.64}

1.20.2 Oral

Kanmaz 2013 ] 19 5 17 3.7%  1.43 [0.58, 3.54] I

Subtotal (95% CI) 19 17 3.7% 1.43 [0.58, 3.54] -‘-

Total events ] 5

Heterogenelty: Not applicable

Test for overall effect: 2 = 0.75 (P = (.24}

Total (95% CI) 406 411 100.0% 1.06 [0.89, 1.26] [ 3

Total events 148 142

Heterogenehy: Chi = 2.80, df = 4 (P = 0.50); F = 0X b1 o 10 100
Teat for overall effect: Z = 0.63 (P = 0.53) Favours [experimental] Favours [control]

Tesr for subgroup differences: ChE = 0.45, df = 1 (P = 0.50), F = 0X

=ZPK

Experimental Control Risk Ratio Risk Ratio
. Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-=H, Fixed, 95% ClI
mH I O)L—TRICERL 1211V
Danl 2005 7 7 4 7B 12.7% 1.77 [0.54, 5.81]
Gournay 2004 18 &5 15 &6 47.7% 1.08 [0.59, 2.00]
van Owvermelre 2004 45 205 1z 210 3B8.0x  3.84 [2.09, 7.05] ——
Subtotal (95% CI) 347 354 98.4% 2.24 [1.51, 3.32] <
Totml events. 1] 31

Heterogenehy: Chi = B.53, cdf = 2 (P = D.01); F = 77%
Test for overall effect: Z = 3.99 (P < 0.0001}

1.21.2 Oral

Kanmaz 2013 z 23 0 23 1.6% 5.00 [0.25, 9K.75]

Subtotal (95% CI) 23 23 16% 5.00[0.25, 98.75] e ——
Total events z 0

Heterogenelty: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29}

Total (95% CI) 370 377 100.0%  2.28 [1.54, 3.37] <>

Totl events EL) 31

Heterogenegity: ChP = B.90, df = 3 {P = 0.03}; F = G6X 'h t t d
01 01 10 100

Test for overall effect Z = 4.13 (P < 0.0001} Favours [experimental] Favours [control]

Test for subgroup differences: Che = 0.27, df = 1 (P = 0.60), P = 0X

S1-3. URIAT)INA TP ATDYITT)L—T
T

Experimental Control Risk Ratio Risk Ratio
Vel _ - N Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
BH IO —TRICERL Study or Subgr s
Danl 2005 15 77 20 78 245X 0.7610.42,1.37] =
Gournay 2004 18 &5 19 &6 239X  0.96 [0.56, 1.66] —
Sangtawesin 2006 3 22 1 20 13% 273[0.31,24.14] —
Sangtawesin 2008 2z 31 3 3 3K 06700.12,3.72] e
Van Overmelire 2004 23 205 25 210 30.5%  0.04 [0.55, 1.61] —a—
Subtotal (95% CI) 400 405 83.3% 091 [0.67, 1.24] <
Total events 61

&8
Heterogenehty: ChE = 1.51, df = 4 (P = 0.82); F = 0X
Test for overall effect: Z = 0.60 (P = 0.55}

1.22.2 High risk

Danl 2000 0 40 1 a0 1.9%  0.33 [0.01, 7.95]

De Carolis 2000 & 25 4 25 48X 150 [0.48, 4.68] N E—
Kalanl 2016 z 31 2 31 2.5%  1.00 [0.15, 6.66] I —
Kanmaz 2013 4 23 [} 23 74%  0.67 [0.22, 2.05] e
Subtotal (95% CI) 119 119 16.7%  0.93 [0.46, 1.87] -

Towl evems 1z 13

Heterogeneity: ChiE = 1.42, df = 3 {P = 0.70); F = 0¥
Test for overall effect: Z = 0.21 (P = 0.83}

Total (95% CI) 519 524 100.0% 0.91 [0.69, 1.21]

Total events 73 Bl

Heterogenelty: ChE = 2.94, df = B (P = 0.94); F = X | ; \ ;
Test for overal effect: Z = 0.63 (P = 0.53) ooL 01 1 10 100

Test for subgroup differences: ChE = 0.00, dF = 1 (P = 0.96}, F = OX Favours [experimental] Favours [controll
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.23.1 Low risk of bias
Danl 2005 0 7 1 78 &8M 0.3 [0.01, 8.18]
Gournay 2004 0 65 & 66 205% 0081000138 4——#—
Sangtawesin 2008 1 31 0 31 23X 3.00[0.13, 70.82]
van Overmelre 2004 5 205 10 210 45.2%  0.51[0.18, 1.47] —
Subtotal (95% CI) 378 385 B83.9% 0.41 [0.18, 0.95] il
Toml events
Heterogenehy: ChE = 2.90, df = 3 (P = ). 39). I‘ X
Test for overall effect Z = 2.07 (P = 0.04)
1.23.2 High risk of bias
Danl 2000 0 40 0 4 Not estimable
De Carolis 2000 1 23 323 137 0.33[0.04, 2.97] e — E—
Kanmaz 2013 1 19 0 17 24X 2.70[0.12,62.17]
Subtotal (95% CI) 82 80 16.1% 0.69 [0.14, 3.38] e ——
Totwl events 2 3
Heterogenehty: Che = 1.15, df = 1 (P = 0.2B); F = 13%
Test for overall effect Z = 0.46 (P = 0.64)
Total (95% CI) 460 465 100.0% 0.46 [0.22, 0.96] -
Totwl eventy B
Heterogenelty: Ch = 4.22, df = 5 (P = 0. 52!. I‘ 0% b o1 DII l‘b IODI
Test for overall effect: Z = 2.08 (P = 0.04)
Test for subgroup diferences: Chi = 0.31, df = 1 (P = 0.58), = 0% Favours [experimental] Favours [control
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.24.1 Low risk of bias
Danl 2005 B 77 B 78 14.9%  1.01 [0.40, 2.56] —_—
Gournay 2004 7 a5 15 66 27.8X 0.47[0.21, 1.09] ——
Van Overmeire 2004 17 205 18 210 33.3% 0.97 [0.51, 1.82] —
Subtotal (95% CI) 347 354 76.0% 0.80 [0.51, 1.23] L 2
Total events 3z 41
Heterogenelty: ChP = 2,13, df = 2 (P = 0.35); F = 6%
Test for overall effect: Z = 1.03 (P = 0.30}
1.24.2 High risk of bias
Danl 2000 0 40 [ Not estimable
De Carolls 2000 2 23 1 23 1.9% 2.00 [0.19, 20.55] ]
Kalanl 2016 0 31 5 31 10.3% 0.090.0L, 158 +¥—————
Kanmaz 2013 1 19 [} 17 11.8% 0.15[0.02,1.12] e —
Subtotal (95% CI) 113 111  24.0% 0.27 [0.09, 0.84] el
Total events 3 12
Heterogenehty: ChP = 3.74, df = 2 (P = 0.15); F = 46X
Test for overall effect: Z = 2.26 (P = 0.02}
Total (95% CI) 460 465 100.0% 0.67 [0.45, 1.00] <
Total events a5 53
Heterogencity: ChE = 7.60, df = 5 (P = 0.1B); F = 3a% bt ol ; 00
Test for overall effect: Z = 1.96 (P = 0.05} ) .
Test for subaroup difierences: ChE = 3.04, df = 1 (7 = 0.08), ¥ = §7.1% Favours [experimentall Favours [control
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.25.1 Low risk of bias
Danl 2005 20 77 18 78 14.3% 1.07 [0.52, 1.54] —
Gournay 2004 25 &5 30 &6 22.6M 0.85 [0.56,1.27] ——
Van Overmeire 2004 §7 205 66 210 405X 1.04 [0.79, 1.36] -
Subtotal (95% CI) 347 354 B6.5% 0.99 [0.80, 1.23] L 3
Toml events 112 115
Heterogenehy: Chi = 0.77, df = 2 (P = 0.6B); F = 0%
Test for overall effect: Z = 0.06 (P = 0.95}
1.25.2 High risk of bias
Danl 2000 3 40 1 40 0.8% 3.00[0.33, 27.63] —
Kalanl 2016 0 31 & 31 495% OQOB[000,131] &¥——
Kanmaz 2013 10 30 10 28 7.9% 0.93 [0.46, 1.90] —T
Subtotal (95% CI) 101 99 13.5% 0.74 [0.40, 1.37] -
Totl events 13 17
Heterogenehy: Ch = 4.40, df = 2 (P = 0.11); F = 55%
Test for overall effect: Z = 0.96 (P = (.34}
Total (95% CI) 448 453 100.0% 0.96 [0.78, 1.17] L 3
Totl events 125 132
Heterogenehty: ChE = 4.90, df = 5 (P = 0.43); F = 0X b t t i
01 0.1 1 100
Test for overall effect: Z = 0.41 {P = 0.68}
Test for subgroup differences: ChE = 0.79, dF = 1 (P = 0.37), F = 0% Favours [experimental] Favours [control]
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.26.1 Low risk of bias
Danl 2005 F3 77 2 78 5.8% 1.01[0.15 7.01]
Gournay 2004 11 a5 3 -] B.7% 3.72[1.09,12.73]
Sangrawesin 2006 B 21 & 20 17.9x% 1.27 [0.54,3.01] —_ T
Sangtawesin 2008 0 31 1 31 44X 033 [0.01, 7.88]
Van Overmeire 2004 & 205 12 210 346X 0.51[0.20,1.34] —
Subtotal (95% CI) 399 405 71.4% 1.12 [0.67, 1.87] L 2
Toml events 27 24
Heterogenelty: ChE = 6.87, df = 4 (P = 0.14); F = 42%
Test for overall effect Z = .45 (P = .66}
1.26.2 High risk of bias
Danl 2000 0 40 [ ] Not estimable
De Carolis 2000 0 23 2 23 7.3% 0.20[0.01,3.95]
Kalanl 2016 3 31 2 31 58X 150 [0.27, 6.38]
Kanmaz 2013 z 19 5 17 154X 0.36 [0.08, 1.51] — T
Subtotal (95% CI) 113 111 28.6% 055 [0.21, 1.48] i
Total everts 9
Heterogenelty: ChE = 2.06, df = 2 (P = 0.36); F = 3%
Test for overall effect: Z = 1.16 (P = 0.24}
Total (95% CI) 512 516 100.0% 0.96 [0.61, 1.50]
Total events 3z T
Hewrogenehty: Che = 10.12, df = 7 (P = 0. 13}, B 31% h i 0,1 T . 5
Test for overall effect Z = 0.18 (P = 0.86} ’ .
Test for subgroup differences: ChE = 1.58, df = 1 (P = .21}, F = 36.5% Favours [experimental] Favours [control]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% C| M-H, Fixed, 95% CI
1.27.1 Low risk of bias
Danl 2005 16 77 22 78 155 0.74 [0.42,1.29]
Gournay 2004 19 65 15 &6 106X 1.29[0.72, 2.31]
Van Overmelre 2004 103 205 97 210 &B.0X  1.09 [0.89, 1.33]
Subtotal (95% CI) 347 354 94.1%  1.05 [0.88, 1.26]
Total events 138 134
Heterogeneity: ChE = 2.11, df = 2 (P = .35); F = 5%
Test for overall effect: Z = 0.55 (P = .56}
1.27.2 High risk of bias
Danl 2000 2 40 3 40 ZIX  0.67 [0.12, 3.78] —
Kanmaz 2013 ] 18 5 17  3.7% 1.43[0.58, 3.54] —
Subtotal (95% CI) 59 57 5.9% 1.15 [0.52, 2.57]
Total events 10 B
Hetwerogenehy: ChE = 0.60, df = 1 (F = 0.44); F = 0X
Test for overall effect: Z = .35 (P = 0.73}
Total (95% CD 406 411 100.0% 1.06 [0.89, 1.26]
Total events 148 142
Heterogenehty: ChE = 2.B0, df = 4 (P = 0.59); F = 0X b o1 051 i t 1001
Test for overall effect: Z = .63 (P = 0.53}
Test for subgroup differences: ChE = 0.05, df = 1 (7 = 0.82), F = 0% Favours [experimentall Favours [control
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
1.28.1 Low risk of bias
Danl 2005 7 77 4 7B 12.7%  1.77 [0.54, 5.81]
Gournay 2004 16 &5 15 &6 47.7% 108 [0.59, 2.00]
van Overmeire 2004 45 205 12 210 38.0X  3.84 [2.09, 7.05] ——
Subrtotal (95% CI) 347 354 98.4% 2.24 [1.51, 3.32] L 2
Total events L1 31
Heterogenely: ChiE = §.53, df = 2 (P = 0.01); ¥ = 77X
Test for overall effect Z = 3.88 {P < 0.0001)
1.28.2 High risk of bias
Kanmaz 2013 F3 23 0 23 1.6% 5.00I[0.25 98.75]
Subtotal (95% CI) 23 23 16% 5.00 [0.25, 98.75] e —
Total events 2z 0
Hewrogenehy: Not applicable
Test for overall effect: Z = 1.06 (P = 0.29)
Total (95% CI) 370 377 100.0% 2.28 [1.54, 3.37] L 2
Total events 0
Hewrogenehy: ChE = B.90, df = 3 (P = 0. 03). I‘ G6X b o1 Dll t 100=

Test for overall effect: £ = 4.13 (P < 0.0001)
Test for subgroup differences: ChE = 0.27, df = 1 (P =

0.60), P = 0X

10
Favours [experimental] Favours [control]
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Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Danl 2005 15 77 ] 78 444X 0.76[0.42,1.37]
Gournay 2004 18 &5 19 &6 42.2%  0.96 [0.56, 1.66]
Kanmaz 2013 4 23 & 23 13.4%  0.67 [0.22, 2.05]
Total (95% CI) 165 167 100.0% 0.83 [0.57, 1.21]
Teotal events 37
Heterogenety: ChiE = (.51, df = 2 (P = (). n}. F 0% 'i)l)l 0’1 1‘ 100’
Test for overall effect: Z = 0.95 (P = 0.34) Favours [experimental] Favours [control]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Danl 2005 0 77 1 78 176X 0.34 [0.01, B.16]
Gournay 2004 0 & & 68 76.2% 0.08[0.00, 136 ————W—
Kanmaz 2013 1 19 0 17 &% L70[0.12 8217
Total (95% CI) 161 161 100.0%  0.29[0.07, 1.19] —~ong———
Totl events 7
Heterogenetty: Che = 2.77, df 2{P=1.255 F=28% '5301 011 llb 100}
Test for overall effect Z= 1.72 (7 = 0.08} Favours [experimental] Favours [control]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Danl 2005 77 B 78 273X 1.01([0.40, 2.56]
Gournay 2004 &5 15 66 51.0% 0.47[0.21, 1.09] —i—
Kanmaz 2013 19 & 17 21.7%  0.15[0.021.12] R
Total (95% CI) 161 161 100.0%  0.55[0.31, 0.97] -
Total events 18 il
Heterogenehty: ChE = 3.40, ¢if = 2 (P = 0.18); F = 41X 'h o1 011 1‘.) 1005
Test for overall effect: Z = 2.06 (P = 0.04) Favours [experimental] Favours [control]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% Cl M-H, Fixed, 95% CI
Danl 2005 B 77 B 78 27.3%  L.01 [0.40, 2.58]
Gournay 2004 7 &5 15 66 5108 047[0.21,1.09] —
Kanmaz 2013 1 19 § 17 21.3% 0.15[.02,1.12] e
Total (95% CI) 161 161 100.0% 055 [0.31, 0.97] -
Total events 16 28
Heterogenelty: Chit = 3.40, df = 2 (P = 0.18); P = 41X 'h f { |
0 01 ] 100
Test for overall effect: Z = 2.06 (P = 0.04) Favours [experimental] Favours [control]
Experimental Control Risk Ratio Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Danl 2005 2 77 2 7R a00%  1.01100.15,7.01] —
Gournay 2004 i1 & 3 &6 600X 3.72[1.09,1273] ——
Total (95% CI) 142 144 100.0%  2.64[0.97, 7.16] o
Total events 13
Hemrogenehy: Chi = 1.24, df = 1 (P = (). 27}.F 19% Ii)i)l 0:1 i 100:
Test for overall effect: Z = 1.50 (P = 0.08) Favours [experimental] Favours [control]
Experimental Control 0dds Ratio Odds Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Danl 2005 16 77 2 78 560X 0.67[0.32, 1.40] —a
Gournay 2004 13 - 15 66 341X  1.40[0.54, 3.08] I
Kanmaz 2013 B 18 5 17 9.9%  1.7500.44,6.97] N
Total (95% CI) 161 161 100.0% 1.03 [0.62, 1.68] <9
Towl events 43 42
Heterogenehy: Chi = 2.48, df = 2 (F = 0.20); F = 10% 'b o 011 llb 100}

Test for overall effect: 2 =

0.10 (P =0.82}

Favours [experimental] Favours [control]
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Experimental  Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Fixed, 95% CI
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Risk Ratio
M-H, Fixed, 95% CI

Danl 2005 7 77 4 78 5% 177[0.54,5.81]
Gournay 2004 16 &5 15 &6 76.9% 1.0 [0.59, 2.00]
Kanmaz 2013 2 23 0 23 26X 5.00([0.25 98.75]

Total (95% CI) 165 167 100.0%  1.33[0.78, 2.26]
Total events 25 18

Heterogenetty: Ch* = 1.41, df = 2 (P = 0.50); F = 0X
Tast for overall effec: Z = 1.04 (P = 0.30)

Supplement 2:Evidence to decision table

b1

Favours [experimental] Favours [control]
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Supplement 3: IBU & 5#& D& 4l M EAE

Page 45 of 48

a8 F 1By | HEMAE | IBU fla | IBU ESXS IBU 575k {RELFRINGE | {EIE —EL=ER IS I ERE Fik
IRARE (ST I8

1 Gournay 2002 | 75>X 26318 | 1000g <6 h FhR5 L-lysine IBU DIV (+) NA Day 0 to NA ) &=

2 Gournay 2002 | 75>X 2718 980g <6 h FhR5 L-lysine IBU DIV (+) NA Day 0 to NA ) &=

3 Gournay 2002 | 5> X 25338 700g <6 h Fh1R5 L-lysine IBU DIV (+) NA Day 0 to NA (-) &=

4 Kim 2016| &&E 25%8 | 370g Day 1 SEIRME NA NA () ) 477
EhATE BEAFE

5 Kim 2016 FEE 25°%38 950g Day 6 E(RM%E (+) NA Day 9 to 26 -) &7
EhATE BEAFE

6 Kim 2016| &&E 24°8 | 710g Day 1 AR (+) NA Day 2 to 8 () 417
EhATE BEFAE

2 patients with oral

7 Kim 2016 BE 238 570g Day 2 SERM%E IBU (+) NA Day 8 to 20 -) &7
ERERIFIE 7 patients with

8 Kim 2016| &&E 2518 | 4009 Day 2 TERIE THAM IBU DIV (+) NA Day7 to | Prostacyclin | Day 22
ISR | 1patient with IBU death HEES] BET-

L-lysine DIV

9 Kim 2016| &&E 28%3 | 390g Day 7 FEARIE (+) NA Day 8 to 15 () 4177
ENAE BEIRAE

10 Kim 2016 EBE 26°E 670g Day 3 AE(R%E (+) NA Day 4 to 7 -) &F
ENPE BEIRAE

11 Kim 2016 BE 26°38 490g Day 3 AER%E (+) NA Day 8 to 17 -) &

BIRERIFIE
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12 Kim 2016| #EH 28%8 | 5409 Day 3 E(RE (+) (+) Day 4 to (-) Day 4
ENAES TR IE death LA
13 Kim 2016| &&E 253 | 5909 Day 12 FEARIE NA NA () ) 477
ENAES TR IE
14 Malikiwi 2015 S NA NA NA HS-PDA L-lysine IBU DIV (+) NA 1/4 iNO 1/4 sildenafil &7
15| Malikiwi 2015| A—2 | NA NA NA HS-PDA L-lysine IBU DIV (+) NA required required etz
SV
16 | Malikiwi 2015 A—X K | NA NA NA HS-PDA L-lysine IBU DIV (+) NA Eed
SUy
17 Malikiwi 2015| A—X ~ NA NA NA HS-PDA L-lysine IBU DIV (+) NA &7
SUy
18 Rodrguz | A1~ 26 750g Day 29 HS-PDA L-lysine IBU DIV (+) (+) Day 31 to 41| sildenafil day | 6 ~B%ET
Castano, 2016 35 (BPD)
19 Bravo 2013 | A1~ 25458 640g Day 3 HS-PDA L-lysine IBU DIV (+) (+) Day4 to () Day 5
death T
20 Sehgal, | A—X 26° 914g Day 18 HS-PDA L-lysine IBU DIV NA NA (-) -) &7
2012|3ZU7
21 Amendolia, KE 244 690g Day 4 HS-PDA L-lysine IBU DIV (+) (+) Day 6 to | sildenafil from Day 14
2012 death day 13 to FET

death




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

Page 47 of 48

22 Amendolia, KE 26° 4669 Day 5 HS-PDA L-lysine IBU DIV (+) (+) Day 7 to prostaglandin Dayl1
2012 death at day 8 to FETC
death
23 Bellini 2006 | 1&5U77 32 1600g Day 3 HS-PDA L-lysine IBU DIV (+) (+) Day 4 to ) Day 5
death FETC

HS-PDA: hemodynamically significant patent ductus arteriosus, IBU: ibuprofen, DIV: intravenous drip infusion, NA: not available, BPD: bronchopulmonary dysplasia
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CQ 2 CoSTR: BE!R®D hsPDA ([Cxid S#)Hia

(CoSTR: Consensus of science and treatment recommendation)
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CoSTR Title:
BAGE: BEIRD hsPDA (X9 DFIHREHRE

CoSTR Authors and affiliations:

EEg* BRI C CERbk k2R

TS BRI C CERbk ik leR

mRRRF BRI BIZ EBERE>Y— AEER
REEE R R+ #d 2R

| np=IPS ERbciE —EPhRERT Y — FERR
E SR BRI BIZ EBERE>Y— AEER
RIS ENIRBERMFTTE Y — FERR
“Corresponding author (E{EE&#&)

Version & Date:
Version 1.0, 2024 & 11 B 15 HE%

CoSTR citation:

BAAGE: BE%E*, LIS, FEEAF, FREX, JbHaIX

BE ROBIRERFIE (CX I DHEEER. BE ROBIIRERFIEDEEDISHDZEN 151> JEBNeo
CoSTR CQO02. 2024 £ 11 A.

R34 Takashi Shima, Kohei Tsuchimochi, Tomoko Saito, Tomoo Ito, Souya Kitamura, Katsuaki
Toyoshima, Tetsuya Isayama

Initial treatment for hemodynamically significant patent ductus arteriosus in preterm infants.

Japan Evidence Based Neonatology (JEBNeo) CoSTR for the Clinical Practice Guidelines for
Prevention and Treatment of Patent Ductus Arteriosus of Preterm Infants. (CQ02) Nov 2024.

Conflict of interest (COI: FltHKR)
RIS COI IR Lo,

Clinical Question (CQ)
1£R6 37 BRETHE UIZRERD hsPDA (CXt 92414 RHA (7 HEA) D COX FAEE(S, FENE
BEERUTPRRECTSIDN?
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PICOT

Population:

AFH (7 BLAA)(Z, hsPDA L2z 1Eha 37 BREDRER

Intervention:

11 >o0AF>45F—t (Cyclooxygenase: COX) FAEZE: 1> RX&SZ> - 4J7TJOTT>

2 7ehr7=)2Jx>

Comparators:

FHMEIRFEZET SR

Outcomes:

NICU "SI TR, EEMEMNHI (severe intraventricular hemorrhage: IVH), 1EFEEREHR
(necrotizing enterocolitis: NEC), #&EIREMANZEZR (chronic lung disease: CLD), IMZ=EHZE#YL
fiE (periventricular leukomalacia: PVL), fidinn, EniREFGERA (PDA ligation)

Type of studies (study designs), Language, Time, etc:
5S> MELEEERER (randomized controlled trials: RCT)&9 3.

Definitions, other notes for PICOT:
hsPDA (hemodynamically significant patent ductus arteriosus): JEBNeo PDA DEZEI(CHEDS.

Mitra 2020(1) T® hsPDA DERAREIR(C K DEE(E, (DMB(CNMRT, (LRBE), S8I%, PR, Ak
[EILK, MIRIRREDRERAL, BRINE, ODAEDNIND 1 DU EDERZEZTDED, LDII—(CLD
E&(E, PEENSAVEIRER (BMERN 1.5 mm ZBX 6D, PHEIS v > MRORKT
X > 2 m/#7RxE, unrestrictive pulsatile flow OBE#E(ERID/RV)E L, MlREEZ (LA/Ao>1.573
EYEMmimEY (FTABIAROILREAITROSRE - SRR E)DEEGREDIVWE Uz, FiZ, LED
DI I—REMRD 1 DU LEZBEHAARRIT7 U IS R LZER U,

CLD: JEBNeo CLD MEE(CREDS, {EIEEE 36 BCH\TEMRESRGHBERS - ATIFRERC
K DFIRMEIN DN BEIRIREE, ATBEM(CKLDT —FDHEEDIRIC(E JEBNeo DEERICKD. 7TD
systematic review (SR) (Mitra 2020a) ® CLD MERE(HMEILE 36 B R COERIGSEE T DED,
AFE(C LD CLD & TF Bronchopulmonary dysplasia (BPD)DERE(CIESDEHH DN, SEIDI&RET T
(& CLD & BPD (FA#& & L, CLD REE THi— LT,

IVH; Papille’s classification grades III or IV (Papile 1978)
NEC; Bell’s criteria >2a (Bell 1978)
PVL; any grade (de Vries 1992)
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BEXFDHESE:
BHLEBBRICED S EKARHREMEFESEN T RS> 2010 F 2 ARiT (8 2010)
HARRABHERES - BE(URFIEZES J-PreP H1 RS AERF— A

CQ5
TEIRMERBRBIRERFE(CHS VT, Fiii, So0AFTF—CHEFKS, BBHE (S oO04+
25T —CHEERUSOARENEE) DORNTREMNRNILEEE AN

AR RBIREFRFEICH T DHEERE LT, >OO0AFI 5 F —CHEFIGS(HHRBHRR
(EoO0AF2TF—CHEZLINOARETEER) LDERDESND. ERIERACENIREFRFED
e E U C—RBICFMZTD T LEEHSNRL.

SElDHESR
BIRERTEZEIDRERICHUT. £LFEH (7 BUR)D COX BERDISZ —E(CI3T
DIRNWC EZIRET D, (BUVHEE, FFECEVTIEST > ADMHEREM)
VEODIRRE - BHEERDINN - 1ERREEK - Bifn - BERKFIR - SHEOURDZERLIZLT. S
B(C COX HERDBERLZRET I D LZRET D, (BUVHEE, FFECENTIET > ROMERM)

Evidence Update CoSTR Summary

1206 37 BRE CTHAEULRERD hsPDA (S LT, £&F2H (7 HUA) D COX AERERDIRS
N BIRDLEER UTTIHBEDFZ(CDULTIE, Mitra 5(CEKD SR TLHEBAREIAMTHN TS

(Mitra 2020a) » C SR Tl&. BEARAER &OT I—EHEFENE TEMENIZ hsPDA B3 38
ER (R 37EKRECHE) FEHMEEEARERE (KE 2,500 g Kig) @XHREUT 14 4D
RCT, FB 910 BZEM{HRE LTS, ATEEFOFER. FHA - BFEEAD hsPDA (Cx19 D COX FHE
TS5 SFHN IR T, BEROET (ARFDIET N=6, RR 0.80 [95%CI 0.46, 1.39],
REEDIES > XOMEREM; 7 HUA: N=7, RR 0.94 [95%CI 0.58, 1.53], FEEDIEFT>X
DHEEME) PZOMDEKRRT T A ATHSTFNEREN RSN DIz, CORENSEESE
BE 2D hsPDA (CX1 241 FHAD COX PHEZR (IFFHMEIR & LB U TR RUZEDMDBEERT
D MAOLZERD SRV EIRNTUND,

SME, 5D SR (Mitra 2020a) Z=H &(C Evidence update Z17o7z. i€ SR DIRZRENEH

(20194 5 A 31 BH#&FE. 2020F 1082 B7vI57— M&R) LUBEORKRICDNT, BIIDX
MMRZRZIT DIz, AROBRRAZAVWTRRL, BECK > TRIU—Z2TZIToeET S,
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DBINIR ETRDAFTN 5 4o 7z (Gupta 2024 ; Hundscheid 2023; Potsiurko 2022 ; Rozé
2021 ; Schindler 2021) . Ffz. PDA DZRF(SOLITI—MEREINTULVRWL 24 (Kidpa 1983 ;
Krauss 1989) (G SERIMLIZ, #ER. BIHFD SR TRULSHNZ 14 ARD S5 2 FRFEZRRI
L. BN SHRZSES. G5TT 177K (22354EH)) ZHHRE U TAY#ETEERUTZ,

1ER8 37 BRFETHAE Uz hsPDA 2B I DRER(CH T DER 7 BUA - £% 3 BUAARD COX A
EROESE, FHNEELERUTCEERTD MADORT THETFNAREZRORN > T (£
7 BRA, FET: N=5, RR 0.74 [95%CI 0.41, 1.35], FHEEDOIET > ADHEREM,; 4#% 3 BUA,
ZET: N=9, RR 1.25 [ 95%CI 0.98, 1.61], FEEDIEFT > XDOEEN) . —HTE%E 3 HUA
D COX fHERER DI S (FBIME ARz =@/ (N=8, RR 0.51 [95%CI 0.32, 0.80], FFEE®D
TEF>ROEEERY) . 7208 298K, 4% 3 HUAZXMRE LY T J)IL—T#EficE. COX M
EFZOKRSE FHNEECERUTERTD M ADORE THETENAREZROIIN 1T (&#&
3 BHMA, 29 K, JET: N=6, RR 1.33 [95%CI 0.98, 1.80], HHEEDIEFT > ADMHEREMN) .
— A TCEREREMEERICHRL =z (N=6, RR 0.49 [95%CI 0.31, 0.79], fFEEDIEFT>
ADHEERMY) » 7RI I AN EEOLER TEEET DT MO ADFETRGZEDMDER
R0 MO ATHETENBREZZROHIAMDZ (FET: N = 2, RR 1.09 [95%CI 0.63, 1.89], 3F%
(TIRVWIESF > XDMHEEM) .

COX FHERDFEAIIC(F. MEEDOWMAH DN, SEDHEIFTTFENTNORIINRIFNEL FE
70 N LADFRTTHETENERE RSN oz, £# 3 HUAD COX FREZE(E 37 BEKiH.

29 BXRE CHRERRMZMI =BTz, COXBBEEDMRE. [EEOMANH DI, BRI
TEST>ROERHEQFEKRRT D bMAHLDOFRTEREHEVGHE GEFECEVNIET > XDHEEM) &
AUz,

MEXD, THIREMFEZEIDIRERCHULT, £22H (7 HUA) O COX EEFEDKRS
Z—RICIHTORVWC EZRET D,  (B[UVMER. IFRICERVIET > ADERN) | L\\SifERE
B W SHEmRCED L.

212U, Sl evidence update TH/zICEM U XA FERFTC AR 3 BUARDIBEREID COX [BE
RS IBRERRM RS B DT N RSNz, Feo SERRETUZEEAED RCT TR,
hsPDA ME# (I E(CEBIRER &S v > MIROFEICEDNTED .. COHFECTEBRESRONE
M +0(CFHA TS TUVVRW AR N S D. Fz. FHENEIR/T S /REEAD Open-label
treatment/rescue treatment MOFZETEIRENBAH L. BEDT7 I MO LDENRSNIRLIEDT
WBHEREHEETE TSRV BARTAKEMEN TV IBRE ROMEAL M FIHZBE UBRE
A TE. PDA DYEMRIE T DHICIT A SIS 26 COX FHEZEDERARFHAN K DR, COX PAEE
OF%E5E - EHREIOII-ARICEDWVWTHAEZEINTULS  (Isayama 2020 ; Tomotaki 2024 )
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IRE. AIBFDMREIRDTTAR E(IRLIRBVN DD RICBET DIHEND D, ULOFEZE
BUT. HROR(C [NBOIREE - FHEFZOIRN - 1EiEZY - Bifn - BEKFAR - BHED IR DOZE
BUEET. EfIEB(IC COX AERDBEILZIRN T D LZIBRI D, (B[ULMER, IER(CEVIE
TORADOERY) | EVWORRZERE U,

(BEE) CQO02 M CoSTR /ERRNME T UARZEMDELRET. Evidence update E E/RD> TLVE
X TdD Mitra 2020a 7' 2025 &F 6 BICT7vTIFT— rREULTARENZ  (Mitra 2025¢) .
DT v TF— MRTIE. T4 hiT>o 7/ Evidence update TIBRIL =Nz, PDA @OZMr(C, 0T I—H
ERESNTULVRL 2 DDA (Kiipa 1983; Krauss 1989) ZSsIcfi#tr s> TLVz, LA,
FRATRESR DEFFRAPIER I DHRANS(CEE (FR<, FLHERESFGBCKRTLTULZ/z., SOl
DHA RSA 2 efET(CdpTz > TERRZTT T U TLVZ CoSTR Z. 5l S HERDIEIE UTEHERAL
Iz

BIFD SR ICEALT
BXF D SR @ Citation

Mitra S, Scrivens A, von Kursell AM, Disher T. Early treatment versus expectant management
of hemodynamically significant patent ductus arteriosus for preterm infants. Cochrane
Database Syst Rev. 2020 (Mitra 2020a)

BIF D SR OEHY
BERICEHTD hsPDA DREHHGE S SN EED FRIEE

LE1—dDiR: hsPDA @ COX FHERZRAV\CRHAE (% 7 BURN)FL(FBRERE (£#
72 B (IS EIE LR U T, BERDI DI M AZNET DN ?

A= hsPDA (FRERPEREEAREZR(CISRSNDIEMHIE T, LanaBN I SHED—RK EI2DF]
AEIEN'D. PDANMEIRET DRIIC. FEhaEaBiE LT COXBEEENMAVSNDZEED
D, LU, BERICHITD COX AERDIRSFEWFRI(CE T 2% &N D. hsPDA ZRHA(TEHE
9B2ET. BEROFENAWET DN EDIMNCONTIEERmN DD,

RO ERKNEIR S DT I—ZHEAEDE TERSNIZ hsPDA ZB I DRER (12 37 BXRiG
THA)FTHMEHERER (HERKE 2,500 g Kil)EWHRE U RCT (CDVWT, BEFET—HIR—
RZRFRUTZ, COMFTTD hsPDA DEEARIEINIC K DER(E. OHMBF(CMMA T, LO588). SEIT.
[RBeAR. AREILR, MFRARREDRB(E, EIE. OAZEDWNITNN 1 DU EDIERZZ2FDEDELT
LB DIO—(CKD hsPDA DEE(E. FEENSKAVBIRER (BIREEN 1.5 mm ZEBXDE
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DT, YHEEAS v > MIFRODERKTR > 2 m/f/RE. unrestrictive pulsatile flow OB (LREDR
W) E U, ff7i@Z (LA/Ao>1.5 Ia E)AEMmARS (T ARBIIROILRIIIADERE - iR E)
DBERE(ERDIR, JRERDTZAFTIE. hsPDA (CxF LT COX-1 TREISH DL\ IBRH(THEER
ITOHBE L. FENBEZITOHESZERU TS, RFRERE 20204 10 A 2 HEFERDOEDTH
Do

FIRER: 14 4D RCT (2L 910 MWK )E AT UTHER. hsPDA ZRHAFTZ(SBERHA(CEHE
LTHE. BERDFIETDLDZOMODBEER T MAAFRBS URWT ERESMNI/RD Tz, —7. FBHA
FIZ(FBEHDERE (L. COX AEFEMENDNDRE RO ZIBIMNEED LD THD (fEREFBD
Summary of the previous and the updated meta-analysis ZZ88),

IEF > ADMHERM: the Grading of Recommendations Assessment, Development, and
Evaluation (GRADE)IC LD &, TES > XDOEERME(IIFRE (EBENEDNSHFIZEDEDFT THRA T
HoIEN. REEFERTINAALATSHSD [RLE] (COWVWTIFHFRREDOIET > XDEEMETH DI,

BEfFD SR @ AMSTAR FHIfEERDE &8

1 PICO MEZ*= YES
2 FEDAR YES
3 BIREAE YES
4 HEFRAY S MR ZR YES
5 IESRESN YES
6 T —H YES
7 BRIMATE YES
8 TRFDFHDCIR YES
9 RCT D/ A1 77 A R 5 YES
10 EaR YES
11 XIDHFE RCT YES
12 RIG3HT)A 7R i NO

13 TSR A 7 AU RO ER YES
14 E84 YES
15 AR/ (107 X No

16 FIZSHER YES

AMSTAR 2 T(& 151289 1 IEBA'Nol. ERIEH 7 IEET(E 1 IEBA'TNol.
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1) PICO BAR=&D

2) JOR3-L&H

3) RCT OfEHAN

4) 4 D207 —AN-EMA. F37ERRSHD
5) 3 THTER

6) 3&TT—Ft

7) BRIMDIEEREARGHD

8) HHHANSNIIATOEEmHD

9-1) Risk of bias tool 1.0 (C&35HiieHD
10) ERROFERSDHD

1 1) XD EDEEAHD

1 2) RCT OE(Ftk4 . REDTERET

1 3) RCT OERHRA. \(T7AIR)ZERBLTIET > ADMHER L2 HIR
1 4) BIJI-TEAER. REMEZZRUILT ROz

15) 1 0(SELRVZSIF>RILIOYMNIVERKRENT
16) FB/BRCTHI B zHkRE

BEfFD SR @ PICOT

Page 8 of 50

Populations: Birth to 1 month of age, Low Birth Weight Infant, Preterm Infant,

Patent Ductus Arteriosus

Interventions: Paracetamol, Early Treatment, Ibuprofen, Indomethacin

Comparison: Expectant Management

Outcome: CLD, All-Cause Mortality during hospital stay, IVH, Pharmacotherapy,
NEC, PDA Ligation, Duration of Hospital Stay, Neurodevelopmental

Delay, Transcatheter Device Closure

Database: Cochrane Central Register of Controlled Trials (CENTRAL 2019, Issue
6); MEDLINE (1966 to 31 May 2019); Embase (1980 to 31 May 2019);
and CINAHL (1982 to 31 May 2019). Updated search: 2 October 2020

Study design: RCTs and quasi-randomized trials.

SEID Update ;BhNER3ZICBAL T

SME. k32 SR (Mitra 2020a) DI&FEEMH (2019 F 1 A 1 H) MUBOHAIRIC DT, BII0DZ
BFZITOIE (2019F 1 A1 H~2024 51 H), BURRAZAVNTERRL. BE(CREDOD TR
DYU—Z20%ToIeEC D BRTDIRERDHATN 5 oz, (Gupta 2024; Hundscheid
2023; Potsiurko 2022; Rozé 2021; Schindler 2021) E/z. PDA @EZW(COITI—MEREINT
UVRUY 2 4 Kaadpa 1983; Krauss 1989 (IS EIDEEMN SR Uiz, #ER. BifFdD SR THULSNZ
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14 FRARD S5 2 AFZRILN L. BIIESNIZ 5 AR ZESH. G5TT 17 ARZM/RE U TAF#ETZEE
MELUTE. SEIM Update DT TlE. COX BEEZFELER (1> RXFS> - 4JT7OT T )TORE
M(SHNZ. TERE 29 BREDREIRD hsPDA (Cx 9 4% 3 HUAND COX FAEE LS5 EIREDLL
R(CKRDBIT DI —Thzilz(CERUIZ,

Update Dz DXHMEZRT

Search: ((("infant, newborn"[MeSH Terms] OR ("newborn*"[Title/Abstract] OR "new
born"[Title/Abstract] OR "new borns"[Title/Abstract] OR "newly born"[Title/Abstract] OR
"baby*"[Title/Abstract] OR "babies"[Title/Abstract] OR "premature"[Title/Abstract] OR
"prematurity"[Title/Abstract] OR "preterm"[Title/Abstract] OR "pre term"[Title/Abstract] OR
"low birth weight"[Title/Abstract] OR "low birthweight"[Title/Abstract] OR
"VLBW"[Title/Abstract] OR "LBW"[Title/Abstract] OR "infant"[Title/Abstract] OR
"infants"[Title/Abstract] OR "infant's"[Title/Abstract] OR "infant's"[Title/Abstract] OR
"infantile"[Title/Abstract] OR "infancy"[Title/Abstract] OR "neonat*"[Title/Abstract])) AND
(("randomized controlled trial"[Publication Type] OR "controlled clinical trial"[Publication
Type] OR "rondomized"[Title/Abstract] OR "placebo"[Title/Abstract] OR "Drug
Therapy"[MeSH Terms] OR "randomly"[Title/Abstract] OR "trial"[Title/Abstract] OR
"groups"[Title/Abstract]) NOT ("animals"[MeSH Terms] NOT "humans"[MeSH Terms]))) AND
((((((Indomethacin[MeSH Terms]) OR (Ibuprofen[MeSH Terms])) OR (acetaminophen[MeSH
Terms])) OR (cyclooxygenase inhibitors|MeSH Terms])) OR ("Anti-Inflammatory Agents,
Non-Steroidal"[Mesh])) OR ((indomethacin or indometacin or indocid or indocin or ibuprofen
or advil or paracetamol or acetaminophen or tylenol or cyclooxygenase inhibitor* or cyclo
oxygenase inhibitor* or non-steroidal anti-inflammatory drug* or non-steroidal anti-
inflammatory agent* or NSAID*)))) AND (((infant, newborn[MeSH Terms]) ("Ductus
Arteriosus, Patent"[Mesh])) OR ((patent ductus arteriosus or PDA or patency ductus
arteriosus))) - Saved search Sort by: Most Recent
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BRERT —IN—X
MEDLINE via PubMed

IRERHAR - RRE
RZHAM: 2019/1/1-2024/5/1
®%H: 2024/5/1

POE ST ES S
& PICOT &8

YRR —Z> 7 DFFHH
139 X#k—14 X#A—5 Xk

Original SR/MA
14 studies

Studies using echo

12 studies

Page 10 of 50

Updated Search
143 studies

1st screening

14 studies

2nd screening

5 studies

17 studies

SEIDOF THRIMNSNIERRRVZIRRIY —Z2 I THRIVESNTIZIAR & T DI

Study Reason for exclusion

Kaapa 1983 This study did not use echocardiography to diagnose PDA.
Krauss 1989 This study did not use echocardiography to diagnose PDA.
Clyman 2019 Enroliment to randomization was too late (6-14 days old).
Harma 2020 A subgroup analysis of the following study Harkin 2016*

Juujarvi 2019

Juujarvi 2022

Kluckow 2019

Potsiurko 2020
Sung 2020

Diagnosis of PDA was too late (> 2 weeks old).

Diagnosis of PDA was too late (6-14 days old).

A follow-up report of the following study Harkin 2016*
A follow-up report of the following study Harkin 2016*

An additional analysis of the following study Potsiurko 2022

*Harkin 2016 was excluded from the previous SR Mitra 2020a because of its wrong intervention.

MERAFTDFE L8

Type of COX-I

Early

Very early

Indomethacin

Gersony 1983
Van Overmeire 2001
Knight 2011

Merritt 1981
CTRI 2009 (unpublished data)
Kluckow 2014

Ibuprofen

Ghanem 2010
Sosenko 2012
Bagnoli 2013

Lin 2012
El-Khuffash 2020
Gupta 20247
Hundscheid 20237

Rozé 20217

Acetaminophen

Schindler 2021 "

Indomethacin + Ibuprofen

de Waal 2021

Ibuprofen + Acetaminophen

Potsiurko 2022"
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e h7=)JT>2CDNT
A2 RAGS> - 4TTOTTUIFIBEIRMIC COX ZEEL. TORSYT S>> (prostaglandin:
PG)DEMZINHIT D L TEREINEMNRERT . — A7 N7 ) T 123 PG ERREERD/NRILA
F2 A -TPERZHAEL. PG DEMRZHA SED LN TS Harkin 2016. BIfERADREHS
COX-I DRBEE UL TEEEINTWD., BERD PDA (CHT D771 NP7 J 1 UERHEE (@SS
fERADzsH. SIEID Evidence update MERIIZRE(E L TULVRLAY, 2019/1/1 BIFED@ZRETEY hU
1= 2 5A3% Potsiurko 2022; Schindler 2021 (CDWTOIHERET - ST ZIT Oz, BEIRD PDA (LT
BD7ERFZ)ITITOMREICDLNTIL Paracetamol (acetaminophen) for patent ductus
arteriosus in preterm or low birth weight infants Ohlsson 2020 TH&REFTESNTULD. F£le77thF
=) D1 ORREISZRE(C. BERD PDA (LI D7 NP I 1 fBIREOREMRUER
4RI 9 DL RS > 5 AMELEESERER (IPAPP trial) Namba 2023 hMSEERERIAZ. E U TEITHR T
»Hd (B4 108 17 H jRCT 2F3: CRB3180022),
DIO— - S2AAMME - EERIBORFEAD LR
HIRE (C_ LEEDIREIFAACIF/SYFNH DN, 3 DDA Z 2T (CRERFHZE TRV EEZ SN
dlz8b. BHRFRMNSFIATIRERT —FZzt Uz, 728, 3 DS Gupta 2024; Hundscheid 2023;
Sosenko 2012 T(FERICITONIZHRIE EUDMIZIRE L TODN, ENLBMIAR G ETERS
NTWBI1 =2 %LH LIz, Early treatment T(3&E% 3-4 BITAESINTLYZ, Very early
treatment T(IATRIC K> THIEFEBEDIFHADES DEHAAEZT UL, &IAD RCT TH B Gupta
2024 (& median 57.5 hours (interquartile range: IQR 43.1-65.6). Hundscheid 2023 (&
median 63 hours (IQR 55-70)Cd& o7z, —HAHARTORISGHRNZMEIHLEAZFT (PLASE study)
TlE. COX-I DYIEFEEIIIEFIHIRSEET median 1 day (IQR 1-2). FHI&5EET median 3
days (IQR 2-13. /212U 75%1' 2 HERA) TH ol 7B E T D E. SEIDAFTFRFTDITR 1R
D e DYIER SRR (FEADZRORE LR DU EMEN S DRISEENVETH D,
(Tomotaki 2024)
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Timing of Echocardiography, Randomization, or Treatment Initiation

Gersony 1983
Van Overmeire 2001
Bagnoli 2013
Ghanem 2010
Sosenko 2012
Knight 2011

CTRI 2009
Kluckow 2014
Merritt 1981
EL-Khuffash 2020
Gupta 2024

Lin 2012

Rozé 2021
Hundscheid 2023
DeWaal 2020

PLASE study

0 20 40 60 80 100 120 140

Early treatment  m Very early treatmentt
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Open-label Treatment/Rescue Treatment MFE & &

BECEMBSNTEZ RCT Tl KEBED PDAKF(FBETHDEWVWSTFENS. PDA OREAF
NFRICERDHE(CDNWTRELE T DCHDERKRRER (FEfESN TN oz, NN TNETE
MENTE2% <D PDA (CX19 D RCT THERIE (open-label)YoEIRERELRMIR ED, EIRE %
HSE D ILHDIENIREBENERE SN TUVDERIERTHSD (Mitra 2020b) . Hundscheid 5H%T
2D TZ SR TIHCDKRITEH=NTHE D, PDABEZMREULIZ32DRCTDS5, 30 DRCT T
Rescue SABENRTE SN, TNSDOMFTD > hO—)LEFHCH LT median 52% (IQR 38%-71%)
¥ open-label DFEMEEZZ (T CUOEZ ENBASHTIRD/Z (Hundscheid 2021), 22T, S
DM TRRERDTEATRICDVNT., BENABA U EIEEF C open-label JBEZZ(T128IE&
ETFERICEEDRE, FHNEIR/ T StH/REEN open-label S ABEZZ (T3 & THIMEHEIET DL
ZIEMBEINL. AR SSHNEIR/ T SRBED 7D M ADENR SNIR</RD> TLSRIEEEN D
BDEITFENMETHD. BULVZRATEIT D LZREHCLU TVDAREEUN DD EZFTRITDINE
Nod.

Proportions of Open-label/Rescue Pharmacological Treatment

de Waal, 2021 3% |\ 3%
Gupta, 2024 13% I 25%

Hundscheid, 2023 0% | 1%
Kluckow, 2014 20% 1] 40%

Potsiurko, 2022 0% | 8%
Rozé, 2021  18% T 62%
Schindler, 2021 21% [ 59%
Sosenko, 2012 13% | | 20%

Van Overmeire, 2001 0% \ 2%

400 300 200 100 0 100 200 300

Early Treatment Arm W open-label non-open Expectant Management Ar

400
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3% ID HRTY 1> XRE TN/ 7 N LBDRER FEDHEFR
> ~O—JL
Gupta 2024 Study design EPT infants  Intervention Mean GA FE
Baby-OSCAR Multicenter, with PDA Ibuprofen 26.1£1.5vs 26.1+1.6 wks %?CLD DESTI NP
Trial randomized, (GA 23-28 10-5-5 Mean BW L, BETS, severe IVH,
N Engl J double-blind, wks) mg/kg/dose 839.94+204.8 vs 852.9+211.3 g NEC, CLD, cPVL, fithh
Med placebo- at least 24 Primary outcome ) ‘
controlled trial hours apart Death or CLD CREERDT.
N=653 (N=324) 220/318 (69.2%) vs 202/318 (63.5%) LbuprofenZ¥T PDA
Setting Control: aRR 1.09 (95% CI 0.98 to 1.20) ligation VL.
32 NICUs in the Placebo Secondary outcome Definition of PDA
UK (0.9% sodium  Death DA >1.5 mm
2015-2020 chloride) 44/323 (13.6%) vs 33/321 (10.3%) with pulsatile flow
Intervention (N=322) aRR 1.32 (95% CI 0.92 to 1.90) Open-label treatment
type Severe IVH Clinical Criteria
early selective 45/324 (13.9%) vs 34/322 (10.6%) Inability to wean on
treatment aRR 1.30 (95% CI 0.93 to 1.82) ventilator (ventilated for
(£72 hours NEC

after birth)
with ibuprofen

41/323 (12.7%) vs 41/322 (12.7%)
aRR 1.01 (95% CI 0.67 to 1.51)
CLD

176/274 (64.2%) vs 169/285 (59.3%)
aRR 1.09 (95% CI 0.96 to 1.23)
cPVL

15/324 (4.6%) vs 9/322 (2.8%)
aRR 1.62 (95% CI 0.69 to 3.83)
PDA ligation

9/324 (2.8%) vs 31/322 (9.6%)
aRR 0.29 (95% CI 0.18 to 0.47)
Pulmonary hemorrhage

24/322 (7.5%) vs 18/322 (5.6%)
aRR 1.39 (95% CI 0.70 to 2.77)

at least 7 days
continuously) and any of
the following:

Inability to wean oxygen;
or

Persistent hypotension;
or

Pulmonary hemorrhage;
or

Signs of cardiac failure
Echocardiographic
Criteria

DA 22.0 mm
Unrestrictive pulsatile left
to right flow in PDA
Presence of a
hyperdynamic circulation
OR ductal steal
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% ID L1 4 POE T A/ PIORAA FEHEFR
FHL> J>bkO-
Hundscheid Study design Population Intervention Median GA (IQR) Fe
2023 International, EPT infants Expectant- 26.1 (25.4-27.0) vs 26.0 (25.1-27.0) wks  NEC - CLD - ZET-0
BeNeDuctus multicenter, with PDA (GA management Median BW (IQR) WET™S ML, BE
Clinical Trial  randomized, <28 wks) (N = 136) 863 (748-984) vs 825 (715-970) g
. T, severe IVH,
N Engl J Med  controlled, Control Primary outcome
noninferiority trial Ibuprofen (iv) The composite of NEC, CLD, or death NEC, PVL, PDA -
N = 273 (N = 137) 63/136 (46.3%) vs 87/137 (63.5%) ligation THEER
Setting Ibuprofen was RR 0.73 (95% CI 0.59 to 0.91) 3. Ibuprofen 8T

17 NICUs in the
Netherlands,
Belgium, and
Denmark

2016 to 2020
Intervention
type

Ibuprofen

Very early
(between 24 to
72 hours
postnatal age)

used
according to
the local
protocol (most
centers used
10-5-5
mg/kg/dose)

Secondary outcomes

Death

19/136 (14.0%) vs 25/137 (18.2%)
RR 0.77 (95% CI 0.44 to 1.32)
Severe IVH

11/136 (8.1%) vs 9/137 (6.6%)

RR 1.23 (95% CI 0.53 to 2.88)
NEC

24/136 (17.6%) vs 21/137 (15.3%)
RR 1.15 (95% CI 0.67 to 1.97)

CLD

39/117 (33.3%) vs 57/112 (50.9%)
RR 0.66 (95% CI 0.48 to 0.90)
cPVL

0/133 (0%) vs 2/132 (1.5%)

RR n/a

PDA ligation

0/136 (0%) vs 3/137 (2.2%)

RR n/a

Pulmonary hemorrhage

4/136 (2.9%) vs 1/137 (0.7%)

RR 4.03 (0.46 to 35.59)

CLD HM&Emn

Definition of
hsPDA
DA >1.5 mm with

left-to-right shunt
One case received
open-label
treatment.
Open-label
treatment

I. Exclusion of other
causes of
cardiovascular
failure

AND

II. Clinical findings
of cardiovascular
failure secondary to
significant ductal
left-to-right
shunting

AND

III. Significant
ductal left-to-right
shunting
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% ID

Potsiurko
2022

Am J
Perinatol

28 (27-30) vs 28 (26.5-30) wks

1097.5 (830-1345) vs 1079.5 (850-

The composite of CLD or death
47/104 (45%) vs 41/104 (39%)
RR 1.15 (95% CI 0.83 to 1.58)

20/104 (19%) vs 19/104 (18%)
RR 1.05 (95% CI 0.60 to 1.85)"

17/104 (16%) vs 13/104 (13%)
RR 1.31 (95% CI 0.67 to 2.55)"

HRTH1> TRE ftA/ PORAA
a>esO0-)b

Study design Population Interventions Median GA (IQR)

Randomized, Preterm Ibuprofen via

controlled, infants with rectum Median BW (IQR)

noninferiority trial PDA 20-10-10

N = 208 (GA <32 wks) mg/kg/dose 1300) g.

Setting every 24 hours Primary outcome

Single NICU (N = 52)

in Ukraine Acetaminophen

2019-2021 (iv)

Intervention 15-15-15 Secondary outcomes

type mg/kg/dose Death

Ibuprofen or (N = 52)

Acetaminophen Control

Very early Expectant- Severe IVH

(<72 hours management

postnatal age) (N = 104)

NEC

9/104 (9%) vs 7/104 (7%)

RR 1.29 (95% CI 0.50 to 3.32)"
CLD

29/104 (28%) vs 23/104 (22%)
RR 1.26 (95% CI 0.78 to 2.03)"
cPVL

4/104 (4%) vs 2/104 (2%)

RR 2.0 (95% CI 0.37 to 10.68)"
PDA ligation

0/104 (0%) vs 0/104 (0%)

RR n/a

Pulmonary hemorrhage
16/104 (15%) vs 11/104 (11%)
RR 1.46 (0.71 to 2.98)"

FEHEER

1)
ZET - CLD DEET7D
~AL, 3BT, severe
IVH, NEC, CLD, cPVL,
PDA ligation, AHIIT
BRERDT.
Definition of hsPDA
DA >21.5 mm

Eight of them (8%)
received rescue

treatment
Open-label
treatment

I. Exclusion of other
causes of
cardiovascular failure
AND

II. Clinical findings of
cardiovascular failure
secondary to
significant ductal left-
to-right shunting
AND

III. Significant ductal
left-to-right shunting

TRR and 95% CI of each outcome were calculated using the original data in the study.
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% ID MRFY1> XRE A/ PIORAA FEHEER
a>ko-

Rozé 2021 Study design  Population Intervention Mean GA Fe&H

J Pediatr Double-blind, EPT infants Ibuprofen (iv) 25.8 £ 1.0 vs 25.9 = 1.0 wks E1E 2 5% TORMIERRE,
multicenter, with PDA 10-5-5 Mean BW (EIE 36 BTDIEL,
randomized, (GA 24-27 ma/kg/dose 850 + 165vs 870 = 175 g severe IVH. NEC. CLD
placebo- . wks) (N =114) Primary outcome PVLmM PDA ,Iigatic;n, Hfﬁ,
v St oelmarioestor wmcamsies.
Setting management Placebo vs Ibuprofen Definition of hsPDA
11 NICUs in (N=114) 73/102 (46.3%) vs 77/108 (71.3%) 279" = ductus
France aRR 0.98 (95% CI 0.83 to 1.16) diameter in mm
2012-2017 Death at 2 years >2.26 - (0.078
Intervention_ 17/102 (16.7%) vs 23/108 (21.3) ~ Postnatal age in hours)
type aRR 1.25 (95% CI 0.72 to 2.19) Open-label treatment
Ibuprofen CP at 2 years Before day 3
Very early 12/102 (11.8%) vs 8/108 (7.4%) severe pulmonary

(between 6-12
hours postnatal
age)

aRR 0.62 (95% CI 0.26 to 1.45)
Secondary outcomes

at 36 wks of corrected age

Death

16/114 (14.0%) vs 23/114 (20.2%)
aRR 1.43 (95% CI 0.80 to 2.53)
Severe IVH

18/114 (15.8) vs 11/114 (9.6%)
aRR 1.57 (95% CI 0.78 to 3.16)
NEC

5/114 (4.4%) vs 6/114 (5.3%)
aRR 0.83 (95% CI 0.26 to 2.65)
CLD

40/114 (35.1%) vs 47/114 (41.2%)
aRR 0.84 (95% CI 0.61 to 1.18)
PVL

5/114 (4.4) vs 3/114 (2.6)

RR 1.69 (95% CI 0.41 t0 6.96) "
PDA ligation

8/114 (7.0%) vs 15/114 (13.2%)
RR 0.53 (0.24 to 1.21)"
Pulmonary hemorrhage

5/114 (4.4%) vs 13/114 (11.4%)
aRR 0.38 (95% CI 0.14 to 1.04)

hemorrhage or severe
hypotension plus
echocardiographic
evidence of a hsPDA
left to right shunt.
After day 3

hsPDA defined by the
need of respiratory
support or persistent
severe hypotension
AND

DA > 1.5mm

LA/Ao = 1.5

pulsatile left-right
ductal shunt, diastolic
flow absent or
retrograde flow in the
post-ductal arteries.

TRR and 95% CI of each outcome were calculated using the original data in the study.



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

Page 18 of 50

R ID MRTHL> HWHKE A/ PZIRhA FEHEFR
J>bkO-
Schindler 2021 Study design Population Intervention Mean GA E .5}
Early double-blind,  Preterm Acetaminophen (iv) 33.0 £ 6.2vs 32.1 £ 5.8 wks TN IR
PARacetamol placebo- infants with 15 mg/kg initially, Mean BW = PDA (CH S BNAN
(EPAR) Trial controlled, PDA followed by every 6 h ‘
924.1 £ 240.7 vs 951 + 266.9¢g . BET, Severe
Neonatology parallel, two- (GA <29 at a dose of 7.5 mg/kg Pri
rimary outcome
arm wks) for 5 days . i IVH, NEC, CLD, PVL,
! Any intervention for management N
; _ PDA ligation, AfiHim
randomized, (N = 29)
of PDA up to 5-day postnatal age E——
phase I Control 6/29 (20.7%) vs 17/29 (58.6%) om0
single-center intravenous 5% RR 0.35, 95% C10.16 to 0.77 ~ Definition of hsPDA
trial dextrose 1.5 mL/kg Secondary outcomes DA >1.0 mm with
N =58 initially, followed by 5o <30% right to left
Setting 0.75mLevery 6 nfor 5 59 (6.9%) vs 1/29 (3.4%) shunt
Single NICU in 5 days. RR 2.00 (0.86 to 1.09) Rescue treatment
Australia (N = 29) Severe IVH Clinically apparent
2016-2019 1/29 (3.4%) vs 0/29 (0%) PDA on the basis of
Intervention RR n/a physical signs with a
type NEC clinical impact.
Acetaminophe 2/29 (6.9%) vs 0/29 (0%) Ultrasound findings
n RR n/a DA > 2.0 mm
Very early (at CLD with one or more

6 hours
postnatal age)

12/29 (44.4%) vs 11 (39.3%)
RR 1.13 (95% CI 0.61 to 2.22)
PVL

0/29 (0%) vs 0/29 (0%)

RR n/a

PDA ligation

0/29 (0%) vs 1/29 (3.4%)

RR n/a

Pulmonary hemorrhage
2/29 (6.9%) vs 1/29 (3.4%)
RR 2.00 (0.19 to 20.86)

following findings

1. Reversed diastolic
flow in the post-
ductal arteries.

2. Increased velocity
in the left pulmonary
artery.

3. LA/Ao >1.4:1.
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Risk of Bias Summary

Review Manager Version 5.4.1 B\ T/ERK

Random sequence generation (selection hias)
Blinding of paricipants and persannel {performance hias)
Blinding of outcorme assessment (detection bias)

Allocation concealment (selection hias)
Selective reporting {reparting hias)

-~ . Incomplete outcome data (attrition biasg)

%

g

[}

Bagnolizo1a |2 |2 |2 |7 ? @
ctrizins | @ | @ | @ | @ 7|2
tewazi2021 | @ | O @ OO @ @
Erknumash2021 | @) | @ | @ | O | © | @ | @
cersory 1983 | @) | @D | @O | O | @ |2 | @
sharemz010 [ @ (@ |2 |2 (@ |2 | @
ozt | @ OO O O O O
Hundscheid 2023 | @) [ @ | @ | O (O | @ | @
kuckow 2014 | @ |2 | @ | @@ (@ | 2
knight2011 | 2 |2 |2 |2 |2 |2 |2
tnzoi2| @ (@2 |2 | @2 @
merit 1931 | @ |2 | @ | @2 |2 | @
Potsivnn 2022 | @) | @ | @ |2 [ © | @ | @
Rz | @O D OO SO @
schindier2021 | @) | @ | © | O | © | © | ©
sosenko 2012 | @) | @ | @ | @ (@ | @ | 2
Wan Cvermeire 2001 | (? . . . . ? .

Fandom sequence generation (selection bias)

Allocation concealment (selection bias)

Blinding of participants and personnel (performance hias)
Blinding of outcome assessment (detection hias)
Incomplete outcome data (attrition bias)

Selective reporting (reporting bias)

Other hias

0%

25% 50%

75%

100%

[ Lov risk of bias [ ] unelear risk of bias

Il Hiah risk of bias
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BE#F®D Systematic review DER LEMNMRBXDERDOHES
JA4 L XA RFOwW ~&E Review Manager Version 5.4.1 Z AU\ THER

1. Early COX-I vs Expectant management for hsPDA (infants born before 37 GA)

1. 1. Death
Early Cox-I Expectant management Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
1.1.1 Indomethacin
Gersony 1983 3 13 10 28 294%  0.65[0.21, 1.96] —— eeeee@
Van Overmeire 2001 4 64 3 63 14.0%  1.31[0.31,5.63] —— 2000070
Subtotal (95% CI) 77 91 43.5% 0.86 [0.36, 2.06] -
Total events 7 13

Heterogeneity: Chiz = 0.58, df = 1 (P = 0.45); I2= 0%
Test for overall effect: Z = 0.34 (P = 0.74)

1.1.2 Ibuprofen

Bagnoli 2013 0 67 0 67 Not estimable 2222@72@
Ghanem 2010 4 33 6 33 27.9%  067[021,2.15] — 00272®2@®
Sosenko 2012 4 54 6 51 287%  0.63[0.19,2.10] —a— 00000
Subtotal (95% CI) 154 151  56.5% 0.65 [0.28, 1.50] -
Total events 8 12
Heterogeneity: Chiz = 0.00, df = 1 (P = 0.95); I* = 0%
Test for overall effect: Z=1.01 (P = 0.31)
Total (95% Cl) 231 242 100.0% 0.74 [0.41, 1.35]
Total events 15 25
Heterogeneity: Chi? = 0.75, df = 3 (P = 0.86); I = 0% 501 on p 5 100
Test for overall effer;t: Z=0.97 (P.= 0.33) Favours [Cox-l] Favours [Expectant]
Test for subgroup differences: Chiz = 0.21, df = 1 (P = 0.64), 1= 0%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
1. 2. Severe IVH
Early Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
1.2.1 Ibuprofen
Ghanem 2010 133 1 33 12.3% 1.00[0.07, 15.33] s s— [ 1 EAX XX )
Sosenko 2012 6 54 7 51 87.7% 0.81[0.29, 2.25] t 00008
Subtotal (95% CI) 87 84 100.0% 0.83[0.32, 2.16]
Total events 7 8
Heterogeneity: Chi? = 0.02, df = 1 (P = 0.89); I?= 0%
Test for overall effect: Z = 0.38 (P = 0.70)

Total (95% Cl) 87 84 100.0% 0.83[0.32, 2.16]
Total events 7 8

Heterogeneity: Chiz = 0.02, df = 1 (P = 0.89); 1= 0% t T T T 1

Test fo? over;,II effect: Z=0.38 (P(= 0.70) ) 0.01 0.1 ! 10 100
Favours [Cox-I] Favours [Expectant]

Test for subgroup differences: Not applicable

Risk of bias legend

A) Random sequence generation (selection bias)

B) Allocation concealment (selection bias)

C) Blinding of participants and personnel (performance bias)

D) Blinding of outcome assessment (detection bias)

E) Incomplete outcome data (attrition bias)

F) Selective reporting (reporting bias)

G) Other bias

(
(
(
(
(
(
(
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1. 3. NEC

Early Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.3.1 Indomethacin
Gersony 1983 0 13 3 28 12.1% 0.30[0.02, 5.34] —
Van Overmeire 2001 4 64 1 63 21.7%  3.94[0.45, 34.26] 7
Subtotal (95% Cl) 77 91 33.8% 1.56 [0.28, 8.80] el
Total events 4 4
Heterogeneity: Chiz = 1.97, df = 1 (P = 0.16); I> = 49%
Test for overall effect: Z = 0.50 (P = 0.62)
1.3.2 Ibuprofen
Bagnoli 2013 8 67 0 67 12.7% 17.00[1.00, 288.73]
Ghanem 2010 1 33 1 33 136%  1.00[0.07, 15.33]
Sosenko 2012 5 54 2 51 39.9%  2.36[0.48, 11.63]
Subtotal (95% CI) 154 151 66.2% 2.89[0.84, 9.95]
Total events 14 3
Heterogeneity: Chiz2 = 2.15, df =2 (P = 0.34); ?=7%
Test for overall effect: Z = 1.68 (P = 0.09)
Total (95% Cl) 231 242 100.0% 2.34[0.86, 6.41] +
Total events 18 7 . . . )
Heterogeneity: Chi? = 4.44, df = 4 (P = 0.35); I = 10% '0.01 0r1 1 1'0 100'

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

Test for subgroup differences: Chiz = 0.32, df = 1 (P = 0.57), I? = 0%

Risk of bias legend
A) Random sequence generation (selection bias)
B) Allocation concealment (selection bias)

D) Blinding of outcome assessment (detection bias)
E) Incomplete outcome data (attrition bias)
F) Selective reporting (reporting bias)

(
(
(
(
(
(
(G) Other bias

1. 4. CLD

C) Blinding of participants and personnel (performance bias)

Favours [Cox-Il] Favours [Expectant]

Early Cox-I Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
1.4.1 Indomethacin
Gersony 1983 6 13 12 28 253% 1.08[0.52,2.23] [T 1T 15X
Van Overmeire 2001 12 64 17 63 31.5% 0.69 [0.36, 1.33] 2000020
Subtotal (95% Cl) 77 91 56.8% 0.84[0.52,1.37]
Total events 18 29
Heterogeneity: Chi? = 0.77, df = 1 (P = 0.38); I> = 0%
Test for overall effect: Z = 0.68 (P = 0.50)
1.4.2 Ibuprofen
Ghanem 2010 0 33 1 33  1.3% 0.33[0.01,7.90]
Sosenko 2012 17 54 16 51 41.9% 1.00[0.57, 1.77] :
Subtotal (95% CI) 87 84 43.2% 0.97 [0.56, 1.69]
Total events 17 17
Heterogeneity: Chi? = 0.45, df = 1 (P = 0.50); I> = 0%
Test for overall effect: Z=0.11 (P = 0.91)
Total (95% Cl) 164 175 100.0% 0.90 [0.62, 1.29]

Total events 35 46
Heterogeneity: Chiz = 1.36, df = 3 (P = 0.72); 12 = 0%
Test for overall effect: Z = 0.58 (P = 0.56)

Test for subgroup differences: Chiz = 0.13, df = 1 (P = 0.71), 2= 0%

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

T

| ) ) ,
001 01 1 10 100
Favours [Cox-Il] Favours [Expectant]
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1. 5. PVL

Early Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
1.5.1 Indomethacin
Van Overmeire 2001 5 64 2 63 25.4% 2.46([0.50, 12.22] —t— 20000720
Subtotal (95% Cl) 64 63 25.4% 2.46 [0.50, 12.22] ol
Total events 5 2

Heterogeneity: Not applicable
Test for overall effect: Z=1.10 (P = 0.27)

1.5.2 Ibuprofen

Ghanem 2010 4 33 5 33
Sosenko 2012 4 54 3 51
Subtotal (95% CI) 87 84
Total events 8 8

Heterogeneity: Chi? = 0.22, df =1 (P = 0.64); 1= 0%
Test for overall effect: Z = 0.07 (P = 0.94)

43.5%
31.1%
74.6%

0.80 [0.24, 2.72]
1.26 [0.30, 5.35]
0.97 [0.38, 2.46]

00:272®72@
CTT T T T )

Total (95% Cl) 151 147 100.0% 1.22[0.55, 2.75]
Total events 13 10
Heterogeneity: Chi? = 1.20, df = 2 (P = 0.55); I* = 0% 50_01 0f1 ] 150 100’
Test for overall effect: Z = 0.49 (P = 0.62) Favours [Cox-I] Favours [Expectant]
Test for subgroup differences: Chiz = 0.98, df = 1 (P = 0.32), I? = 0%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
1. 6. PDA ligation
Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
1.6.1 Indomethacin
Van Overmeire 2001 3 64 4 63 123% 0.74[0.17,3.17] 2000070
Subtotal (95% CI) 64 63 12.3% 0.74[0.17,3.17]
Total events 3 4
Heterogeneity: Not applicable
Test for overall effect: Z = 0.41 (P = 0.68)
1.6.2 Ibuprofen
Bagnoli 2013 17 67 9 67 48.3% 1.89[0.91,3.93] i 22202@72@
Ghanem 2010 0 33 8 33  3.3% 0.06[0.00,098
Sosenko 2012 8 54 10 51 36.2% 0.76[0.32, 1.76] —t
Subtotal (95% CI) 154 151  87.7% 1.14[0.66, 1.96]
Total events 25 27
Heterogeneity: Chi? = 6.99, df =2 (P = 0.03); I? = 71%
Test for overall effect: Z = 0.46 (P = 0.64)
Total (95% Cl) 218 214 100.0% 1.08 [0.65, 1.80]
Total events 28 31
1

Heterogeneity: Chi? = 7.29, df = 3 (P = 0.06); I> = 59%

Test for overall effect: Z=0.29 (P = 0.77)

Test for subgroup differences: Chi? = 0.30, df = 1 (P = 0.59), 1> = 0%
Risk of bias legend

‘A) Random sequence generation (selection bias)

B) Allocation concealment (selection bias)

C) Blinding of participants and personnel (performance bias)

D) Blinding of outcome assessment (detection bias)

E) Incomplete outcome data (attrition bias)

F) Selective reporting (reporting bias)

(
(
(
(
(
(
(G) Other bias

,
001 0.1 10 100
Favours [Cox-I] Favours [Expectant]
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2. Very early COX-I vs Expectant management for hsPDA (infants born before 37 GA)

2. 1. Death

Early Cox-1 Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
2.1.1 Indomethacin
CTRI 2009 8 22 5 22 7.0% 1.60[0.62, 4.13] T
kluckow 2014 4 44 5 48 4.0% 0.87[0.25, 3.04] T
Merritt 1981 1 12 4 13 1.5% 0.27[0.04, 2.10] s —
Subtotal (95% CI) 78 83 12.6% 1.06 [0.52, 2.16] -
Total events 13 14

Heterogeneity: Chi? = 2.53, df = 2 (P = 0.28); I> = 21%
Test for overall effect: Z = 0.17 (P = 0.86)

2.1.2 Ibuprofen

El-Khuffash 2021 8 30 4 30 5.3% 2.00[0.67, 5.94] T
Gupta 2024 44 323 33 321 35.1% 1.33[0.87,2.02] =
Hundscheid 2023 25 137 19 136 21.1% 1.31[0.76, 2.26] =

Lin 2012 2 32 3 32 2.1% 0.67[0.12, 3.73] e
Rozé 2021 23 114 16 114 18.6% 1.44[0.80, 2.57] T
Subtotal (95% ClI) 636 633 82.3% 1.36 [1.03, 1.79] &
Total events 102 75

Heterogeneity: Chi? = 1.21, df = 4 (P = 0.88); I = 0%
Test for overall effect: Z = 2.16 (P = 0.03)

2.1.3 Indomethacin + Ibuprofen

de Waal 2021 4 35 8 37 5.1% 0.53[0.17, 1.60] ———
Subtotal (95% CI) 35 37 5.1% 0.53[0.17, 1.60] i
Total events 4 8

Heterogeneity: Not applicable
Test for overall effect: Z = 1.13 (P = 0.26)

Total events 119 97
Heterogeneity: Chi? = 6.59, df = 8 (P = 0.58); I> = 0%

Test for overall effect: Z = 1.76 (P = 0.08)

Test for subgroup differences: Chi? = 2.85, df = 2 (P = 0.24), I> = 29.9%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Total (95% CI) 749 753 100.0% 1.25[0.97, 1.61] J’

001 01 1 10 100
Favours [Cox-I] Favours [Expectant]

2. 2. Severe IVH

Early Cox-l  Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
2.2.1 Indomethacin
CTRI 2009 1 22 1 22 1.7% 1.00[0.07, 15.00] ®®00:
Subtotal (95% CI) 22 22 1.7% 1.00 [0.07, 15.00]
Total events 1 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.00 (P = 1.00)

2.2.2 Ibuprofen

El-Khuffash 2021 1 30 1 30 1.7% 1.00 [0.07, 15.26]

Gupta2024 45 324 34 322 721% 1.32[0.87,2.00] =
Hundscheid 2023 9 137 1" 136  17.5% 0.81[0.35, 1.90] _ "

Lin 2012 1 32 2 32 2.3% 0.50[0.05, 5.24] [
Subtotal (95% CI) 523 520 93.6% 1.17[0.81,1.69] <>
Total events 56 48

Heterogeneity: Chi2 = 1.53, df = 3 (P = 0.68); 12 = 0%
Test for overall effect: Z = 0.83 (P = 0.41)

2.2.3 Indomethacin + Ibuprofen

de Waal 2021 2 35 4 37 47% 0.53[0.10,2.71] — CLL L L LT
Subtotal (95% CI) 35 37 47% 0.53[0.10, 2.71]
Total events 2 4

Heterogeneity: Not applicable
Test for overall effect: Z=0.77 (P = 0.44)

Total (95% Cl) 580 579 100.0% 1.12[0.79, 1.60]
Total events 59 53

Heterogeneity: Chi? = 2.40, df =5 (P = 0.79); I = 0%

Test for overall effect: Z = 0.64 (P = 0.52)

Test for subgroup differences: Chi? = 0.87, df =2 (P = 0.65), I* = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(
(
(

001 0.1 1 10 100
Favours [Cox-I] Favours [Expectant]

E) Incomplete outcome data (attrition bias)
F) Selective reporting (reporting bias)
G) Other bias
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2. 3. NEC

Early Cox-l  Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
2.3.1 Indomethacin
CTRI 2009 1 22 2 22 1.7% 0.50[0.05, 5.12] I 000222
kluckow 2014 2 44 2 48 25% 1.09[0.16, 7.42] - 1 @20000
Subtotal (95% CI) 66 70 4.1% 0.80[0.18, 3.49]
Total events 3 4
Heterogeneity: Chi? = 0.26, df =1 (P = 0.61); 1= 0%
Test for overall effect: Z=0.30 (P = 0.76)
2.3.2 Ibuprofen
El-Khuffash 2021 3 30 1 30 1.9% 3.00[0.33, 27.23] D
Gupta2024 41 324 41 322 55.5% 0.99[0.66, 1.49] h 3
Hundscheid 2023 21 137 24 136 31.7% 0.87[0.51, 1.48] .
Lin 2012 3 32 5 32 5.0% 0.60[0.16, 2.30] - 1
Subtotal (95% CI) 523 520 94.0% 0.95[0.69, 1.29] <
Total events 68 7
Heterogeneity: Chi? = 1.65, df = 3 (P = 0.65); 1= 0%
Test for overall effect: Z=0.36 (P =0.72)
2.3.3 Indomethacin + Ibuprofen
de Waal 2021 3 35 1 37 1.8% 3.17[0.35,29.07] —T oee0e00®
Subtotal (95% CI) 35 37 1.8% 3.17 [0.35, 29.07] et
Total events 3 1
Heterogeneity: Not applicable
Test for overall effect: Z=1.02 (P = 0.31)
Total (95% Cl) 624 627 100.0% 0.96 [0.71, 1.30] <
Total events 74 76
e iz = - - 2= [ } } |
O 0 P 0% S
o - Y Favours [Cox-ll] Favours [Expectant]
Test for subgroup differences: Chi? = 1.19, df = 2 (P = 0.55), 1> = 0%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
2.4.CLD
Early Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
2.4.1 Indomethacin
CTRI 2009 2 22 2 22 0.4% 1.00[0.15, 6.48] -1
kluckow 2014 1" 44 15 48 3.3% 0.80[0.41, 1.55] -
Merritt 1981 8 12 2 13 0.8% 4.33[1.14, 16.49] —
Subtotal (95% CI) 78 83 4.5% 1.10[0.63, 1.94] ‘
Total events 21 19
Heterogeneity: Chi? = 4.94, df = 2 (P = 0.08); I> = 60%
Test for overall effect: Z = 0.35 (P = 0.73)
2.4.2 Ibuprofen
El-Khuffash 2021 8 30 4 30 1.2% 2.00[0.67,5.94] T
Gupta2024 176 324 169 322 70.0% 1.03[0.90, 1.20] | ]
Hundscheid 2023 57 137 39 136 13.3% 1.45[1.04,2.02] Il
Lin 2012 11 32 21 32  50% 0.52[0.31,0.90] -
Subtotal (95% CI) 523 520 89.4% 1.06[0.93, 1.20]
Total events 252 233
Heterogeneity: Chi? = 11.40, df = 3 (P = 0.010); 1> = 74%
Test for overall effect: Z = 0.86 (P = 0.39)
2.4.3 Indomethacin + Ibuprofen
de Waal 2021 19 54 18 37 6.0% 0.72[0.44,1.18] - LT LT
Subtotal (95% CI) 54 37 6.0% 0.72[0.44,1.18] L
Total events 19 18
Heterogeneity: Not applicable
Test for overall effect: Z = 1.29 (P = 0.20)
Total (95% Cl) 655 640 100.0% 1.04[0.92,1.17]
Total events 292 270
Heterogeneity: Chi? = 18.55, df = 7 (P = 0.010); 1> = 62% 5001 051 ] 150 100’

Test for overall effect: Z = 0.56 (P = 0.57)

Test for subgroup differences: Chi* = 2.21, df =2 (P = 0.33), I = 9.4%
Risk of bias legend

A) Random sequence generation (selection bias)

B) Allocation concealment (selection bias)

C) Blinding of participants and personnel (performance bias)

D) Blinding of outcome assessment (detection bias)

E) Incomplete outcome data (attrition bias)

F) Selective reporting (reporting bias)

(
(
(
(
(
(
(G) Other bias

Favours [Cox-Il] Favours [Expectant]
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2. 5. PVL

Early Cox-I Expectant management Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI ABCDETFG
2.5.1 Indomethacin
CTRI 2009 0 22 0 22 Not estimable
kluckow 2014 4 44 4 48 8.2% 1.09 [0.29, 4.10] T
Subtotal (95% CI) 66 70 8.2% 1.09 [0.29, 4.10] -~
Total events 4 4
Heterogeneity: Not applicable
Test for overall effect: Z = 0.13 (P = 0.90)
2.5.2 Ibuprofen
El-Khuffash 2021 4 30 0 30 1.7% 9.00[0.51, 160.17] N
Gupta 2024 15 324 9 322 21.8% 1.66 [0.74, 3.73] T
Hundscheid 2023 22 137 20 136  46.3% 1.09[0.63, 1.91] ——
Lin 2012 6 32 15 32 21.9% 0.40 [0.18, 0.90] —
Subtotal (95% CI) 523 520 91.8% 0.99 [0.66, 1.47] L 2
Total events 47 44
Heterogeneity: Chi® = 8.73, df = 3 (P = 0.03); I* = 66%
Test for overall effect: Z = 0.06 (P = 0.95)
2.5.3 Indomethacin + Ibuprofen
de Waal 2021 0 35 0 37 Not estimable eéeceecece
Subtotal (95% CI) 35 37 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 624 627 100.0% 1.00 [0.68, 1.45] <&
Total events 51 48

ity Chi? 2 I 4 4 ‘
Heterogeneity: Chi* = 8.75, df = 4 (P = 0.07); I* = 54% ot o1 % 00

Test for overall effect: Z = 0.02 (P = 0.98)

Test for subgroup differences: Chi? = 0.02, df = 1 (P = 0.89), I> = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

2. 6. PDA ligation

Favours [Cox-I] Favours [Expectant]

Cox-1 Expectant management Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
2.6.1 Indomethacin
CTRI 2009 0 22 0 22 Not estimable
kluckow 2014 0 44 2 48 2.3%  0.22[0.01, 4.41] —
Merritt 1981 1 12 1 13 3.0% 1.08[0.08, 15.46] S
Subtotal (95% CI) 78 83 5.3%  0.54[0.07, 3.93] et
Total events 1 3
Heterogeneity: Chi? = 0.61, df = 1 (P = 0.43); I* = 0%
Test for overall effect: Z = 0.61 (P = 0.54)
2.6.2 Ibuprofen
El-Khuffash 2021 6 30 6 30 20.6%  1.00[0.36, 2.75] I
Gupta 2024 9 324 31 322 40.1%  0.29[0.14, 0.60] —;—
Hundscheid 2023 3 137 0 136 2.4% 6.95[0.36, 133.27] e —
Rozé 2021 8 114 15 114  31.6% 0.53[0.24, 1.21] — &
Subtotal (95% CI) 605 602 94.7%  0.50[0.31, 0.81] L g
Total events 26 52
Heterogeneity: Chi? = 7.08, df = 3 (P = 0.07); I> = 58%
Test for overall effect: Z = 2.85 (P = 0.004)
2.6.3 Indomethacin + Ibuprofen
de Waal 2021 0 35 0 37 Not estimable ececeee
Subtotal (95% CI) 35 37 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 718 722 100.0%  0.51[0.32, 0.80] L 2
Total events 27 55

v Chi2 2 I 4 4 ‘
Heterogeneity: Chi* = 7.69, df = 5 (P = 0.17); I> = 35% Bor o1 10 100

Test for overall effect: Z = 2.91 (P = 0.004)

Test for subgroup differences: Chi? = 0.00, df = 1 (P = 0.95), I> = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favou;'s [Cox-I] Favours [Expectant]
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2. 7. Pulmonary hemorrhage

Early Cox-I Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
2.7.1 Intomethacin
CTRI 2009 3 22 1 22 3.9% 3.00 [0.34, 26.66] -
kluckow 2014 4 44 11 48 16.1% 0.40[0.14, 1.16] —
Subtotal (95% CI) 66 70 20.0% 0.59[0.22, 1.53] R
Total events 7 12
Heterogeneity: Chi? = 2.66, df = 1 (P = 0.10); I> = 62%
Test for overall effect: Z = 1.09 (P = 0.28)
2.7.2 Ibuprofen
El-Khuffash 2021 1 30 1 30 2.5% 1.00[0.07, 15.26]
Gupta 2024 24 324 18 322 52.6% 1.33[0.73,2.39]
Hundscheid 2023 1 137 4 136 3.9% 0.25[0.03, 2.19]
Lin 2012 5 32 9 32 19.3% 0.56[0.21, 1.48]
Subtotal (95% CI) 523 520 78.2% 0.98[0.60, 1.58]
Total events 31 32
Heterogeneity: Chi? = 3.82, df = 3 (P = 0.28); I* = 22%
Test for overall effect: Z = 0.10 (P = 0.92)
2.7.3 Indomethacin + Ibuprofen
de Waal 2021 0 35 1 37 1.8% 0.35[0.01,836] ——————~—] eeeceeee
Subtotal (95% CI) 35 37 1.8% 0.35[0.01,8.36] —eonnuSiSS————
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.65 (P = 0.52)
Total (95% CI) 624 627 100.0% 0.87 [0.56, 1.33]
Total events 38 45

Heterogeneity: Chi? = 7.66, df = 6 (P = 0.26); 1> = 22%
Test for overall effect: Z = 0.66 (P = 0.51)

Test for subgroup differences: Chi? = 1.18, df = 2 (P = 0.56), I> = 0%

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

0.01 0.1

1 10 100

Favours [Cox-1] Favours [Expectant]
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3. Very early COX-I vs Expectant management for hsPDA (infants born before 29 GA)

3. 1. Death

Early Cox-I Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight M-H, Fixed, 95% CI M-H, Fixed, 95% CI ABCDEFG
3.1.1 Indomethacin
kluckow 2014 4 44 5 48 5.6%  0.87[0.25,3.04] @26060606"
Subtotal (95% CI) 44 48 5.6%  0.87[0.25, 3.04]
Total events 4 5

Heterogeneity: Not applicable
Test for overall effect: Z = 0.21 (P = 0.83)

3.1.2 Ibuprofen

El-Khuffash 2021 8 30 4 30 4.7% 2.00[0.67, 5.94] T
Gupta 2024 44 323 33 321 39.1% 1.33[0.87, 2.02] -
Hundscheid 2023 25 137 19 136 22.5% 1.31[0.76, 2.26] =
Rozé 2021 23 114 16 114  18.9% 1.44[0.80, 2.57] T
Subtotal (95% CI) 604 601 85.2% 1.38 [1.04, 1.83] &
Total events 100 72

Heterogeneity: Chi? = 0.54, df = 3 (P = 0.91); 1> = 0%
Test for overall effect: Z = 2.26 (P = 0.02)

3.1.3 Indomethacin + Ibuprofen

de Waal 2021 4 35 8 37 9.2%  0.53[0.17, 1.60] — 000006000
Subtotal (95% CI) 35 37 9.2% 0.53 [0.17, 1.60] -~

Total events 4 8

Heterogeneity: Not applicable

Test for overall effect: Z = 1.13 (P = 0.26)

Total (95% CI) 683 686 100.0% 1.28 [0.98, 1.66] >

Total events 108 85

Heterogeneity: Chi? = 3.64, df = 5 (P = 0.60); I> = 0% 50 o1 051 150 1005

Test for overall effect: Z = 1.81 (P = 0.07)

Test for subgroup differences: Chi? = 3.10, df = 2 (P = 0.21), I> = 35.5%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours [Cox-1] Favours [Expectant]

3. 2. Severe IVH

Early Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup  Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
3.2.1 Ibuprofen
El-Khuffash 2021 1 30 1 30 1.4% 1.00[0.07, 15.26]
Gupta2024 45 324 34 322 59.4% 1.32[0.87,2.00]
Hundscheid 2023 9 137 11 136 14.4% 0.81[0.35, 1.90]
Rozé 2021 18 114 11 114 20.9% 1.64[0.81,3.31]
Subtotal (95% CI) 605 602 96.1% 1.28[0.92,1.78]
Total events 73 57

Heterogeneity: Chi? = 1.62, df = 3 (P = 0.65); 2= 0%
Test for overall effect: Z = 1.46 (P = 0.14)

3.2.2 Indomethacin + Ibuprofen

de Waal 2021 2 35 4 37 39% 053[0.10,2.71] —_— LI TTTT T
Subtotal (95% CI) 35 37 3.9% 0.53[0.10,2.71] ~el—

Total events 2 4

Heterogeneity: Not applicable

Test for overall effect: Z = 0.77 (P = 0.44)

Total (95% Cl) 640 639 100.0% 1.24[0.90, 1.70] *

Total events 75 61

Heterogeneity: Chi? = 2.70, df =4 (P = 0.61); 2= 0%

Test for overall effect: Z = 1.29 (P = 0.20)

Test for subgroup differences: Chi? = 1.08, df = 1 (P = 0.30), 12 =7.3%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(
(
(

I ! ! |
001 01 10 100
Favours [Cox-I] Favours [Expectant]

E) Incomplete outcome data (attrition bias)
F) Selective reporting (reporting bias)
G) Other bias
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3. 3. NEC

Early Cox-I Expectant management Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
3.3.1 Indomethacin
kluckow 2014 2 44 2 48  2.4% 1.09[0.16, 7.42] CEA T T T B
Subtotal (95% CI) 44 48 2.4% 1.09[0.16, 7.42]
Total events 2 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.09 (P = 0.93)
3.3.2 Ibuprofen
El-Khuffash 2021 6 30 4 30 6.4% 1.50[0.47, 4.78] —
Gupta 2024 41 324 41 322 52.8% 0.99[0.66, 1.49] E =
Hundscheid 2023 21 137 24 136 30.2% 0.87[0.51, 1.48] ——
Rozé 2021 5 114 6 114  6.4% 0.83[0.26, 2.65] —
Subtotal (95% CI) 605 602 95.9% 0.97[0.72, 1.31] <*
Total events 73 75
Heterogeneity: Chi? = 0.79, df = 3 (P = 0.85); I = 0%
Test for overall effect: Z = 0.21 (P = 0.83)
3.3.3 Indomethacin + Ibuprofen
de Waal 2021 3 35 1 37 1.8% 3.17[0.35, 29.07] S B —
Subtotal (95% CI) 35 37 1.8% 3.17 [0.35, 29.07] et
Total events 3 1
Heterogeneity: Not applicable
Test for overall effect: Z = 1.02 (P = 0.31)
Total (95% CI) 684 687 100.0% 0.99 [0.74, 1.33] L 3
Total events 78 78

e Chi2 _ _ 2 f 4 ' )
Heterogeneity: Chi® = 1.88, df = 5 (P = 0.87); I = 0% ot o ) 100

Test for overall effect: Z = 0.06 (P = 0.95)

Test for subgroup differences: Chi? = 1.09, df = 2 (P = 0.58), I* = 0%

Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

3. 4. CLD

Favours [Cox-Il] Favours [Expectant]

Early Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% Cl IV, Fixed, 95% CI ABCDEFG
3.4.1 Indomethacin
Kluckow 2014 11 44 15 48 314%  0.80[0.41,1.55] 20000
Subtotal (95% CI) 44 48 3.1% 0.80[0.41, 1.55]
Total events 1 15
Heterogeneity: Not applicable
Test for overall effect: Z = 0.66 (P = 0.51)
3.4.2 Ibuprofen
El-Khuffash 2021 8 30 14 30 2.7% 0.57[0.28, 1.16] i
Gupta2024 176 324 169 322 64.4% 1.03[0.90, 1.20] ]
Hundscheid 2023 57 137 39 136 12.2% 1.45[1.04,2.02] ™
Rozé 2021 40 114 47 114 12.1% 0.85[0.61,1.19] -
Subtotal (95% CI) 605 602 91.4% 1.04[0.92,1.17]
Total events 281 269
Heterogeneity: Chi? = 8.05, df = 3 (P = 0.05); I> = 63%
Test for overall effect: Z = 0.59 (P = 0.56)
3.4.3 Indomethacin + IbuprofenOthers
de Waal 2021 19 54 18 37  56% 0.72[0.44,1.18] -
Subtotal (95% CI) 54 37  56% 0.72[0.44,1.18] <&
Total events 19 18
Heterogeneity: Not applicable
Test for overall effect: Z = 1.29 (P = 0.20)
Total (95% CI) 703 687 100.0% 1.01[0.90, 1.13]
Total events 31 302
Heterogeneity: Chi? = 10.48, df = 5 (P = 0.06); I? = 52% 90 o1 091 150 100’

Test for overall effect: Z = 0.14 (P = 0.89)

Test for subgroup differences: Chi> = 2.44, df = 2 (P = 0.30), I = 17.9%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

Favours [Cox-Il] Favours [Expectant]
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3. 5. PVL

Early Cox-l  Expectant management Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
3.5.1 Indomethacin
Kluckow 2014 4 44 4 48 202%  1.09[0.29, 4.10] — 20000
Subtotal (95% Cl) 44 48 20.2%  1.09[0.29, 4.10] i
Total events 4 4
Heterogeneity: Not applicable
Test for overall effect: Z=0.13 (P = 0.90)
3.5.2 Ibuprofen
El-Khuffash 2021 4 30 0 30 4.3% 9.00[0.51, 160.17]
Gupta2024 15 324 9 322 53.8% 1.66 [0.74, 3.73]
Hundscheid 2023 2 137 0 136 3.9% 4.96[0.24, 102.44]
Rozé 2021 5 114 3 114 17.9%  1.67[0.41,6.81]
Subtotal (95% CI) 605 602 79.8% 1.92[0.98,3.73]
Total events 26 12
Heterogeneity: Chi2 = 1.65, df = 3 (P = 0.65); 1> = 0%
Test for overall effect: Z = 1.91 (P = 0.06)
3.5.3 Indomethacin + Ibuprofen
de Waal 2021 0 35 0 37 Not estimable CL L L L LT
Subtotal (95% CI) 35 37 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% Cl) 684 687 100.0%  1.71[0.94, 3.10] <
Total events 30 16

itv: Chi2 = - - -2 = 09 ! 4 ! |
Heterogeneity: Chiz = 2.20, df =4 (P = 0.70); I = 0% 001 01 10 100

Test for overall effect: Z = 1.77 (P = 0.08)

Test for subgroup differences: Chi2 = 0.55, df = 1 (P = 0.46), 1> = 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

3. 6. PDA ligation

Favours [Cox-I] Favours [Expectant]

Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias

Study or Subgroup  Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
3.6.1 Indomethacin
Kluckow 2014 0 44 2 48 24%  0.22[0.01,4.41] — 20000
Subtotal (95% CI) 44 48 24%  0.22[0.01,4.41] RN
Total events 0 2
Heterogeneity: Not applicable
Test for overall effect: Z=0.99 (P = 0.32)
3.6.2 Ibuprofen
El-Khuffash 2021 6 30 6 30 21.2% 1.00[0.36, 2.75]
Gupta2024 9 324 31 322 41.3% 0.29[0.14, 0.60]
Hundscheid 2023 3 137 0 136 2.5% 6.95[0.36, 133.27]
Rozé 2021 8 114 15 114 32.5% 0.53[0.24, 1.21]
Subtotal (95% CI) 605 602 97.6%  0.50[0.31, 0.81]
Total events 26 52
Heterogeneity: Chi? = 7.08, df = 3 (P = 0.07); I> = 58%
Test for overall effect: Z = 2.85 (P = 0.004)
3.6.3 Indomethacin + IbuprofenOthers
de Waal 2021 0 35 0 37 Not estimable oee0e00e®
Subtotal (95% CI) 35 37 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% Cl) 684 687 100.0%  0.49 [0.31,0.79] <>
Total events 26 54

ity i2 = = = 12 = 0, } + + {
Heterogeneity: Chi? = 7.37, df =4 (P = 0.12); I = 46% '0_01 Of1 1'0 100'

Test for overall effect: Z = 2.97 (P = 0.003)

Test for subgroup differences: Chi2 = 0.29, df =1 (P = 0.59), 1= 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Favours [Cox-I] Favours [Expectant]
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3. 7. Pulmonary hemorrhage

Early Cox-l Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup _ Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
3.7.1 Intomethacin
Kluckow 2014 4 44 1" 48 16.9% 0.40[0.14, 1.16] — 20000~
Subtotal (95% ClI) 44 48 16.9% 0.40[0.14,1.16] .
Total events 4 1

Heterogeneity: Not applicable
Test for overall effect: Z = 1.70 (P = 0.09)

3.7.2 Ibuprofen

El-Khuffash 2021 1 30 1
Gupta2024 24 324 18
Hundscheid 2023 1 137 4
Rozé 2021 5 114 13
Subtotal (95% CI) 605

Total events 31 36

Heterogeneity: Chi? = 5.78, df = 3 (P = 0.12); I> = 48%
Test for overall effect: Z = 0.43 (P = 0.67)

3.7.3 Indomethacin + Ibuprofen

de Waal 2021 0 35 1
Subtotal (95% Cl) 35
Total events 0 1

Heterogeneity: Not applicable
Test for overall effect: Z = 0.65 (P = 0.52)

Total (95% CI) 684

Total events 35 48
Heterogeneity: Chi? = 7.88, df = 5 (P = 0.16); I? = 37%
Test for overall effect: Z = 1.17 (P = 0.24)

Test for subgroup differences: Chi? = 2.10, df = 2 (P = 0.35), I =4.9%

Risk of bias legend
A) Random sequence generation (selection bias)
B) Allocation concealment (selection bias)

C) Blinding of participants and personnel (performance bias)

E) Incomplete outcome data (attrition bias)
F) Selective reporting (reporting bias)

(
(
(
(D) Blinding of outcome assessment (detection bias)
(
(
(G) Other bias

3
136
114
602

N
N

37

687

26% 1.00[0.07, 15.26]
552%  1.33[0.73, 2.39]

41%  0.25[0.03,2.19]
19.4%  0.38[0.14, 1.04]
81.2%  0.90 [0.55, 1.46]

1.9% 0.35[0.01, 8.36]

1.9% 0.35[0.01,8.36] —onNENE———
*

100.0% 0.77 [0.50, 1.19]

001 01 10 100
Favours [Cox-]] Favours [Expectant]
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4. Acetaminophen vs Expectant management

4. 1. Death

for hsPDA in preterm infants

Early treatment  Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
4.1.1 Acetaminophen
Schindler 2021 2 29 1 29 55% 2.00[0.19, 20.86] — LT LT LT 1)
Subtotal (95% Cl) 29 29 5.5% 2.00[0.19, 20.86] e
Total events 2 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)
4.1.2 Acetaminophen + lbuprofen
Potsiurko 2022 20 104 19 104 94.5% 1.05[0.60, 1.85] t 200000
Subtotal (95% CI) 104 104 94.5% 1.05[0.60, 1.85]
Total events 20 19
Heterogeneity: Not applicable
Test for overall effect: Z=0.18 (P = 0.86)
Total (95% CI) 133 133 100.0% 1.09 [0.63, 1.89]
Total events 22 20
Heterogeneity: Chi2 = 0.27, df = 1 (P = 0.60); 12 = 0% 0_52 0?1 b 150 550
Test for overall effet.;t: Z=0.31 (P_= 0.76) Favours [Cox-I] Favours [Expectant]
Test for subgroup differences: Chi? = 0.27, df = 1 (P = 0.60), 1> = 0%
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
4. 2. Severe IVH
Early treatment  Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
4.2.1 Acetaminophen
Schindler 2021 1 29 0 29 43% 3.00[0.13,70.74] —] LT L L L]
Subtotal (95% CI) 29 29 4.3% 3.00[0.13, 70.74]
Total events 1 0
Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
4.2.2 Acetaminophen + Ibuprofen
Potsiurko 2022 17 104 13 104 95.7%  1.31[0.67, 2.55] ! 200000
Subtotal (95% Cl) 104 104 95.7% 1.31[0.67, 2.55]
Total events 17 13
Heterogeneity: Not applicable
Test for overall effect: Z=0.79 (P = 0.43)
Total (95% CI) 133 133 100.0% 1.36 [0.70, 2.61]

Total events 18 13
Heterogeneity: Chi? = 0.25, df = 1 (P = 0.61); I?= 0%

Test for overall effect: Z = 0.91 (P = 0.36)

Test for subgroup differences: Chi? = 0.25, df =1 (P = 0.61), I?= 0%
Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

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

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)

(G) Other bias

r

001 0.1 1 10 100
Favours [Cox-I] Favours [Expectant]
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4. 3. NEC

Early treatment  Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
4.3.1 Acetaminophen
Schindler 2021 2 29 29 9.1% 5.00[0.25, 99.82] — LT LT LT 1)
Subtotal (95% Cl) 29 29 9.1% 5.00 [0.25, 99.82] ey
Total events 2
Heterogeneity: Not applicable
Test for overall effect: Z = 1.05 (P = 0.29)
4.3.2 Acetaminophen + Ibuprofen
Potsiurko 2022 9 104 104 90.9% 1.29[0.50, 3.32] t 2002000
Subtotal (95% CI) 104 104 90.9% 1.29[0.50, 3.32]
Total events 9

Heterogeneity: Not applicable
Test for overall effect: Z = 0.52 (P = 0.60)

Total (95% Cl) 133
Total events 1

Heterogeneity: Chiz = 0.72, df = 1 (P = 0.40); I> = 0%

Test for overall effect: Z = 0.81 (P = 0.42)

133 100.0% 1.46 [0.59, 3.60] ?

Test for subgroup differences: Chi? = 0.72, df = 1 (P = 0.40), I = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)

(G) Other bias

4. 4. CLD

001 0.1 1 10 100
Favours [Cox-I[] Favours [Expectant]

Early tr Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI IV, Fixed, 95% CI ABCDEFG
4.4.1 Acetaminophen
Schindler 2021 12 29 11 29 358% 1.09[0.58, 2.06] L L L L1 ]
Subtotal (95% CI) 29 29 35.8% 1.09[0.58, 2.06]
Total events 12 11
Heterogeneity: Not applicable
Test for overall effect: Z = 0.27 (P = 0.79)
4.4.2 Acetaminophen + Ibuprofen
Potsiurko 2022 29 104 23 104 64.2% 1.26[0.78, 2.03] 002000
Subtotal (95% CI) 104 104 64.2% 1.26[0.78, 2.03]
Total events 29 23
Heterogeneity: Not applicable
Test for overall effect: Z = 0.96 (P = 0.34)
Total (95% Cl) 133 133 100.0% 1.20 [0.82, 1.75]
Total events 41 34

Heterogeneity: Chiz2=0.13, df =1 (P = 0.72); I?= 0%

Test for overall effect: Z = 0.93 (P = 0.35)

Test for subgroup differences: Chiz = 0.13, df = 1 (P =0.72), 2= 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)
(G) Other bias

L L L |
0.01 0.1 1 10 100
Favours [Cox-Il] Favours [Expectant]
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4. 5. PVL

Early treatment  Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight 1V, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
4.5.1 Acetaminophen
Schindler 2021 0 29 0 29 Not estimable ee6eeee
Subtotal (95% CI) 29 29 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
4.5.2 Acetaminophen + Ibuprofen
Potsiurko 2022 4 104 2 104 100.0% 2.00 [0.37, 10.68] i @66 666
Subtotal (95% CI) 104 104 100.0% 2.00 [0.37, 10.68]
Total events 4 2
Heterogeneity: Not applicable
Test for overall effect: Z = 0.81 (P = 0.42)
Total (95% CI) 133 133 100.0% 2.00 [0.37, 10.68]
Total events 4 2
Heterogeneity: Not applicable t t T t J
R 0.01 0.1 1 10 100
Test for overall effegt. Z=0.81(P= 0.4-2) Favours [Cox-I] Favours [Expectant]
Test for subgroup differences: Not applicable
Risk of bias legend
(A) Random sequence generation (selection bias)
(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias
4. 6. PDA ligation
Early tr Expectant it Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI IV, Fixed, 95% CI ABCDETFG
4.6.1 Acetaminphen
Schindler 2021 0 29 1 29 100.0% 0.33[0.01, 7.86] jﬁ LT LT T T
Subtotal (95% CI) 29 29 100.0% 0.33[0.01, 7.86]
Total events 0 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.68 (P = 0.50)
4.6.2 Acetaminophen + Ibuprofen
Potsiurko 2022 0 104 0 104 Not estimable 200000
Subtotal (95% CI) 104 104 Not estimable
Total events 0 0
Heterogeneity: Not applicable
Test for overall effect: Not applicable
Total (95% CI) 133 133 100.0% 0.33[0.01,7.86] ——eonnuSiRRERN——
Total events 0 1
ity: i ; + + J
Heterogeneity: Not applicable 0.01 o1 10 100

Test for overall effect: Z = 0.68 (P = 0.50)

Test for subgroup differences: Not applicable

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)

(C) Blinding of participants and personnel (performance bias)
(D) Blinding of outcome assessment (detection bias)
(E) Incomplete outcome data (attrition bias)
(F) Selective reporting (reporting bias)
(G) Other bias

Favours [experimental] Favours [control]
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4. 7. Pulmonary hemorrhage

Page 34 of 50

Early treatment  Expectant management Risk Ratio Risk Ratio Risk of Bias
Study or Subgroup Events Total Events Total Weight IV, Fixed, 95% CI 1V, Fixed, 95% CI ABCDEFG
4.7.1 Acetaminophen
Schindler 2021 2 29 1 29 8.6% 2.00[0.19, 20.86] — LT LT T 1)
Subtotal (95% CI) 29 29 8.6% 2.00 [0.19, 20.86] ‘
Total events 2 1
Heterogeneity: Not applicable
Test for overall effect: Z = 0.58 (P = 0.56)
4.7.2 Acetaminophen + lbuprofen
Potsiurko 2022 16 104 1 104 914% 1.45[0.71,2.98] t 00072000
Subtotal (95% CI) 104 104 91.4% 1.45[0.71, 2.98]
Total events 16 1
Heterogeneity: Not applicable
Test for overall effect: Z = 1.02 (P = 0.31)
Total (95% Cl) 133 133 100.0% 1.49[0.75, 2.97]
Total events 18 12

Heterogeneity: Chi? = 0.06, df = 1 (P = 0.80); I> = 0%

Test for overall effect: Z = 1.15 (P = 0.25)

Test for subgroup differences: Chi? = 0.06, df = 1 (P = 0.80), 1> = 0%

Risk of bias legend

(A) Random sequence generation (selection bias)

(B) Allocation concealment (selection bias)
(C) Blinding of participants and personnel (performance bias)

(D) Blinding of outcome assessment (detection bias)

(E) Incomplete outcome data (attrition bias)

(F) Selective reporting (reporting bias)
(G) Other bias

t t T t
0.01 0.1 1 10

J
100

Favours [Cox-l] Favours [Expectant]
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GRADE EP table
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1. Early COX-I compared to Expectant management for hsPDA in preterm infants (born
before 37 GA)

TSRS

IFERE | RIEREE| 20| PRIEE

R ST

AR
(95% CI)

fExdt
(95% CI)

DFERE

FT [FHT| FHT . 15/231 25/242 0.74 -27 per 1,000 | @O
5 RCT 37 I N 'K
720N 720N 720N (6.5%) (10.3%) |(0.41-1.35) (-61-36) hEE
Severe IVH
FT  [FHT| FAT IERIC 7/87 8/84 0.83 -16 per 1,000 | ®OO
2 RCT ) U BX
AN AN 1200 A (8.0%) (9.5%) [(0.32-2.16) | (-65-110) 1L
NEC
ZZIT | #&IT 18/231 7/242 2.34 39 per 1,000 | ®OO
5 | RCT wale | ’ #ZZ | L PN
120N 120N (7.8%) (2.9%) (0.86-6.41) (-4-156) &L
CLD
ZlT [T | F=AT . 35/164 46/175 0.90 -26 per 1,000 | @O
4 RCT 7 R AN BX
A 120N A (21.3%) (26.3%) |(0.62-1.29) (-100-76) hEE
PVL
2T | BT . 13/151 10/147 1.22 15 per 1,000 | @O0
3 RCT xRzl © S 7 CI N BX
20 20 (8.6%) | (6.8%) [(0.55-2.75) | (-31-119) 1B
PDA ligation
ZZT R 28/218 31/214 1.08 12 per 1,000 | @OOO
4 RCT 237/ b S S N BX
AN (12.8%) | (14.5%) |(0.65-1.80) | (-51-116) | IEHI(CIK

Explanations

a. EHEXEOENLE <. ARERHESERMRBEZmSSOSH. REEEZ 1 SO T35,
b. 2 DOVRIE RCT M5 DT — T, EEXEOENIFRCE <. BREREE SEREREEZMAZOH. FEEEZ 2520 T

3.

c. U2 RER. BIDHTORER. SRIEOVI NN T/\A 7V INEYRADHEDA ST DIFTDEHTIIN 50%EBZ TV
B INATIAVRDZE LS ITFTS,
d. EHEXEOENL . BHEURECASHREZEASVLD. REELEZE 1 S>TTIF5.
e. I’ > 50%Td N, HITIIL—TDBNCTEFRBATERVEENEZREL TH O, EFEREOTMAICE < ORHEEENDEL TLBTEDH

F—EBME1S5>UTF T3,
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*ANEREEZ T I 2%, B% & LT RR <0.8 0or RR >1.25 F/Z(ERD + 0.03 ZEEAKNIICEERDS D8/\DEME (minimal clinically
important threshold: MCIT)& U CHRAU.

2. Very early COX-I compared to Expectant management for hsPDA in preterm infants (born
before 37 GA)

eSOl 2 g
TR : Pz AB =
e sr—mit [3rmim | RERE |20 : A
£ =5 (95% CI) (95% CI)
Death
#Fztc | EaT | B®aT 119/743| 98/753 1.25 33 per 1,000 | ®®@0O
9 RCT xZl @ W BX
AN 120 AN (16.0%) | (13.0%)| (0.98-1.61) | (-3 -79) thEE
Severe IVH
#FtT | EaT | BHT 59/580 | 53/579 1.12 11 per 1,000 | ®@®®O
6 RCT EHe | U N EpN
AN AN AN (10.2%) | (9.2%) | (0.79-1.60) | (-19 - 55) | mhZrE
NEC
FZT | EaT | BT 74/624 | 76/627 0.96 -5 per 1,000 | ®®®0O
7 RCT SN xU BX
PANA PANA PANA (11.9%) | (12.1%) | (0.71-1.30) | (-35-36) | HhZE
CLD
BT BT 292/655|270/640 1.04 17 per 1,000 | 800
8 RCT EZ) P b3 7 R N =X
AN PN (44.6%) | (42.2%)| (0.92-1.17) | (-34 - 72) LY
PVL
FET FEHUT 51/624 | 48/627 1.00 0 per 1,000 | @O0
7 RCT EZ) P FElC | L =X
AN PN (8.2%) | (7.7%) | (0.68-1.45) | (-24 - 34) &L
PDA ligation
BT | FEHT | AT 27/718 | 55/722 0.51 -37 per 1,000| ®®a0O
8 RCT FEY | U PN
AN PN PN (3.8%) | (7.6%) | (0.32-0.80) | (-52 - -15) | HZE
Pulmonary hemohage
FT | FEHT | AT 38/624 | 45/627 0.87 -9 per 1,000 | ®®®0O
7 RCT FY | U EPN
AN AN AN (6.1%) | (7.2%) | (0.56-1.33) | (-32-24) | whZE

Explanations
a. ERXHEDOIENL <, BRURHECEEHREOMAZESOLOHREEEE 1 S ITITS.
b. I > 50%C. IO —TDENTERATETRVEEUNFET D ENREEIN, ERMRBEOTAICE < OREEEN DL TSI
DIF—BMHED 1S TFFD.
c. EREXEOENLL. BRMREZSULOAEEEZ 1 ST TS,
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d. ERXEDOIENL <. ERMURHECERURMEZRASOSH. FE#EEE 1 S>2IOTIF3.
* MCIT: RR <0.8 or RR >1.25 ZF/z(&RD + 0.03
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3. Very early COX-I compared to Expectant management for hsPDA in infants born before 29

R
B

AEXT
(95% CI)

fExd
(95% CI)

TE>>X
DEESEM

6 AT RLT | BT 108/683 | 85/686 1.28 34 per 1,000 | @O
RCT SN AN, BX
2N 2N 2N (15.8%) | (12.4%) |(0.98-1.66)[ (-2 -79) F
Severe IVH
5 AT FLT | BT 75/640 | 61/639 1.24 23 per 1,000 | ®®®O
RCT 3 AN, BX
2N 2N 2N (11.7%) | (9.5%) |(0.90-1.70)| (-10 - 67) F
NEC
6 AT RZT | EBIT 78/684 | 78/687 0.99 -1 per 1,000 | @O
RCT I AN BX
AN 2N 2N (11.4%) | (11.4%) |(0.74-1.33)| (-30 - 37) Fh
CLD
6 AT RAT 311/703 | 302/687 1.01 4 per 1,000 | @O0
RCT R © #Z| b AN, BX
2N AN (44.2%) | (44.0%) |(0.90-1.13)| (-44 - 57) &
PVL
6 AT RT | EBAT 30/684 | 16/687 1.71 17 per 1,000 | @®®O
RCT 3 AN, BEX
2N AN AN (4.4%) | (2.3%) [(0.94-3.10)| (-1-49) Fh
PDA ligation
6 AT Rzl | F=AT 26/684 | 54/687 0.49 -40 per 1,000| ®®®O
RCT R © AN, EX
2N AN AN (3.8%) | (7.9%) ((0.31-0.79)| (-54 - -17) |
Pulmonary hemohage
6 AT RLT | BT R 35/684 | 48/687 0.77 -16 per 1,000| ®®®O
RCT R d AN BX
AN AN AN (5.1%) (7.0%) ((0.50-1.19) (-35-13) 3

Explanations

a. {ERXHEDOIENE

C. I’ > 50%C. IO —TDENCTEFHATETRVREMENFAET DT EHRBEN, ERMURBEOTHAICE < OSHEEBIDIMLTVD

<. BRMBMECSAEMRMECM S ZESVLHRERLEE 1 ST T TS,
b. EEXMBDENLL ., BRMEEZSO O EEEE 1 S>2ITIT3.

DIF—BMED 1S TFFD.
<. BREMEECEFMREZMAS0H. FEEEEZ 1 ST T 5.
* MCIT: RR <0.8 or RR >1.25 ZF/z(&RD + 0.03

d. {SHEXEOERNE
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4. Acetaminophen compared to expectant management for hsPDA in preterm infants

TEF>X

3T | AR : R LiES) fasxt DFERE
o FE—EE | SRR | AIEREME* | Z At
8 |7vr> [SEL (95% CI) (95% CI)

Death
. AT | R 22/133 | 20/133 1.09 14 per 1,000 | ®O0OO
2 RCT A @ A b S AN BX
2N (16.5%) | (15.0%) | (0.63-1.89) | (-56 - 134) | IEFEITK
Severe IVH
=T | R 18/133 | 13/133 1.36 35 per 1,000 | @OOO
2 RCT SN I S AN BX
2N (13.5%) | (9.8%) (0.70-2.61) | (- 29 - 157) | 3EE(TIK
NEC
EAT | . 11/133 | 7/133 1.46 24 per 1,000 | @000
2 RCT S R b I AN BX
2N (8.3%) | (5.3%) (0.59-3.60) | (-22 - 137) | 3EE(CIK
CLD
RAT 41/133 | 34/133 1.20 51 per 1,000 | ®OOO
2 RCT R R b S AN BX
AN (30.8%) | (25.6%) | (0.82-1.75) | (-46 - 192) | IEEITE
PVL
. BT | R 4/133 2/133 2.00 15 per 1,000 | #O0OO
2 RCT R @ &\ b R © AN, BEX
AN (3.0%) | (1.5%) | (0.37-10.68) | (-9 - 146) | FIERI(CK
PDA ligation
=T | 0/133 1/133 0.33 -5 per 1,000 | #OOO
2 RCT R | b R © AN, EX
AN (0.0%) | (0.8%) (0.01-7.86) (-7 - 52) IR I(TR
Pulmonary hemohage
=T | R 18/133 | 12/133 1.49 44 per 1,000 [ #0000
2 RCT R | b R AN, EX
AN (13.5%) | (9.0%) (0.75-2.97) | (-23 - 178) | 3EE(TIK

Explanations
a. BRIET/INA PRI RO RBADRAERDA ST DFDEHMTTH 50% & B TV, NAFPRURT%Z1S2DOF D,

b. /127072 &EFERTZ) I OMAZECHADAIDHDEHFDIITH 50% T, ERBICT—FENEITD TR LN TSR
fesb, FFEEMZE 1S ITITS.

c. EHEXEOENLL. BFUREZSOROAEEEE 1 5> ITTFS.

d. EHEXEOENL <. BHEURECASHREOmS ZEVTCHRERLEZE 1 ST T3,

e. ERXMEDOIBEBNL LS. BRMRHESERTREZESSOCH. REEEE 1 S>2IOTIT3.

* MCIT: RR <0.8 or RR >1.25 ZF/z(&RD + 0.03
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SEIOH#HERDEIS

BMERFPIEZE I 2REIRIHUT. £%8EH (7 HUA)D COX AZERMIHSZ—RICFIITHLRVILZ
REID. (B[R, IFRETEVIET S AOHER)

VRDIREE - BHEEZ DRI - TEARIBEL - Bilis - BE KPR - SHHEOURIZEBUL LT, fEHIE(IC COX AE
EOBILZARFT T DL EIRET Do (BVHERE, IFBITRVIET VADMHEEM)

IEFTOADSHESEA

Summary of Judgements

JUDGEMENT
fled (= (A
LE LR &
LFE U< BULIHER pIH
Ty 2ok IR
EERARE
FrHESDS
OEEEESHD
NABLLBSR
MRD/NS> X BV NEE
TiRW
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DEERS
O OB
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RO

Conditional
recommendation for the

Conditional
recommendation for
either the intervention
or the comparison
O O [ ) O O

Strong recommendation Conditional Strong recommendation

against the intervention | recommendation against for the intervention

the intervention intervention

WEBANEESEERA

Very early vs.
Expectant, <29 GW

Acetaminophen

Interventions
vs. Expectant

Early vs. Expectant, <37 GW

Very early vs. Expectant, <37 GW

Previous study

Update

Previous study

Update

Update

Update

Death

N of patients
RR, 95% CI
CoE

n = 500, 6 RCTs
0.80, 0.46-1.39
Moderate

n =473, 5RCTs
0.74, 0.41-1.35
Moderate

n = 384, 7 RCTs
0.94, 0.58-1.53
Moderate

n = 1496, 9 RCTs
1.25, 0.98-1.61
Moderate

n = 1369, 6 RCTs
1.28, 0.98-1.66
Moderate

n = 266, 2 RCTs
1.09, 0.63-1.89
Very low

Severe IVH

N of patients
RR, 95% CI
CoE

n= 171, 2RCTs
0.83, 0.32-2.16
Low

n= 171, 2 RCTs
0.83, 0.32-2.16
Low

n = 240, 4 RCTs
0.64, 0.21-1.93
Moderate

n = 1159, 6 RCTs
1.12, 0.79-1.60
Moderate

n = 1279, 5 RCTs
1.24, 0.90-1.70
Moderate

n = 266, 2 RCTs
1.36, 0.70-2.61
Very low

NEC

N of patients
RR, 95% CI
CoE

n =473, 5RCTs
2.34, 0.86-6.41
Low

n =473, 5RCTs
2.34, 0.86-6.41
Low

n = 332, 5RCTs
1.08, 0.53-2.21
Moderate

n = 1251, 7 RCTs
0.96, 0.71-1.30
Moderate

n = 1371, 6 RCTs
0.99, 0.74-1.33
Moderate

n = 266, 2 RCTs
1.46, 0.59-3.60
Very low

BPD

N of patients n=2339,4RCTs n=2339,4RCTs n=2384,7RCTs n= 1295, 8RCTs n = 1390, 6 RCTs n = 266, 2 RCTs
RR, 95% CI 0.90, 0.62-1.29 0.90, 0.62-1.29 0.83, 0.63-1.08 1.04, 0.92-1.17 1.01, 0.90-1.13 1.20, 0.82-1.75
CoE Moderate Moderate Low Low Low Very low

PVL

N of patients n=298 3RCTs n =298, 3RCTs n=2332,5RCTs n= 1251, 7RCTs n = 1371, 6 RCTs n = 266, 2 RCTs
RR, 95% CI 1.22,0.55-2.75 1.22,0.55-2.75 0.61,0.31-1.20 1.00, 0.68-1.45 1.71, 0.94-3.10 2.00, 0.37-10.68
CoE n/a Low n/a Low Moderate Very low

PDA ligation

N of patients n=432,4RCTs n =432,4RCTs n =293, 5RCTs n = 1440, 8 RCTs n = 1371, 6 RCTs n = 266, 2 RCTs
RR, 95% CI 1.08, 0.65-1.80 1.08, 0.65-1.80 0.88, 0.36-2.17 0.51, 0.32-0.80 0.49, 0.31-0.79 0.33, 0.01-7.86
CoE Very low Very low Moderate Moderate Moderate Very low
Pulmonary hemorrhage

N of patients n =305, 5RCTs n= 1251, 7RCTs n = 1371, 6 RCTs n = 266, 2 RCTs
RR, 95% CI n/a n/a 0.58, 0.30-1.11 0.87,0.56-1.33 0.77, 0.50-1.19 1.49, 0.75-2.97

CoE

n/a

Moderate

Moderate

Very low

Abbreviations: BPD, bronchopulmonary dysplasia; CI, confidence interval; CoE, certainty of evidence; GW, gestational week; IVH,
intraventricular hemorrhage; n/a, not applicable; N, number; NEC, necrotizing enterocolitis; PDA, patent ductus arteriosus; PVL,
periventricular leukomalacia; RCT, randomized controlled trial; RR, risk ratio

Summary of the previous and the updated meta-analysis

BEfFdD SR &5 [EIMD Update DFRATFEERDIEL
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BIfFD Mitra 2020 (CKD SR Tld. 14 4D RCT Z XYM L. 128 37 EXRE CH4 LTz hsPDA
ZHIDRERICHIDER 7 BUR - £ 3 HUNODO COX BEREDES(E. FHNEE S RL
TEETVD MOLDFRERGEDMDEKRIRT T SMALTHETFZNEREZROIN T (&% 7 H
B, ETC: N=6, RR 0.80, 95% CI 0.46 to 1.39, FEEDIEFT > XDMEEM: £%& 3 HUA,
ZET-: N=7, RR 0.94, 95% CI 0.58 to 1.53, FEEDIEST > XDHEEM) (Mitra 2020a).

SE. BEFD SR (Mitra 2020a) OMZREHH (2020 4F 10 B 2 H) UEOHAICDNT, B0

XHMERZIT DIz, FARORRERZRAVWTERRL., BE(CR > TRIV—ZT%Z 703,

HOBHIFZR EIRBHATH 5 4o o7z, (Gupta 2024; Hundscheid 2023; Potsiurko 2022; Rozé

2021; Schindler 2021) /=, PDA MBI HT I—HMERASNTULVRL 2 #H(Kadpa 1983;

Krauss 1989) (FSEIOFEMMSERINUIZ. &R, BIfFD SR THULSNIZ 14 5RO D5 2 R Z

BROML. BIlESNZ 5 AR ZESD. a5t T 17 \ARZMRE U TAYETZEMUIZ, 72 h7=)

JI> EHNEIR - T StRELEE Uz 2 TAZE(Potsiurko 2022; Schindler 2021) (CDWLWTIE.

DA EHMER T (CRIREE T ZIT DI,

Update OF#FERTIE. 17 D RCT Z AL, 1Eia 37 BXRE CTHELUTZ hsPDA 2B 3 28 E

RICX I D4R 7 BURA - £12 3 BUUAD COX BEREDES (. FHNEELLERUTERTD S

DADTECTHETZNEREZROIIN DT (£ 7 BLRW, JET: N=5, RR 0.74, 95% CI 0.41

to 1.35, REEDITES > XOMEREM; £% 3 HUMA, JET: N=9, RR 1.25, 95% CI 0.98 to

1.61, PEEDOIEST > XOHEREM)., —HTEE 3 HUAD COX FAEEDIG S IBIRE G 2RiMiIZ K

P&tz (PDA ligation, N=8, RR 0.51, 95% CI 0.32 to 0.80, FEFEDI EFT > ADMHEEM).

HIJIL—TERICDWNT, COXBREZEESR (1> RAFS > - 4T TOT 1> ) TORERICTH

A TERE 29 BRIEDEEIRD hsPDA (Cx19 241 3 HEAAD COX BHER S HHNEIEDLERZ S

EFffZCEBURE, FRI7EN7Z ) T2 EFENER - TS RZERUEHARICDVTESS

(C3ERUTZ. (Potsiurko 2022; Schindler 2021)

o COXPREZEZEMBMERIOHEN(CDOVT, £ 3 BUARADTITOT 1> EEHNEREOER, KU
29 BKRBCTHDATTOTT > EFHNEROLR T, 17707 1 ARSENMENERICET
MZVWEWSEITERNRENTVS (% 3BMA, 1J707x>, %ET: N =5, RR 1.36,
95% CI 1.03 to 1.79; &% 3 BN, 172707 x>, 7Eh4 298K/, $ET-: N = 4, RR
1.38, 95% CI 1.04 to 1.83), LML, BIDIIL—TRIDEEHDIRE TENTNI? = 29.9%,
P=0.24,1° = 35.5, P = 0.21 TEEEZDRDRVCDH, BT TIL—THDEFIRDIMN D=
EVWD DN ERER(CIRD. BT TIL—TRHOBRENRVDT, 1 JTOT T IZIFEERITEE
CERIBINEED EVWDSERRFITOIRN, LEEDOKDBERENE CITHEROFIRE LU TIE. COX
PHEZBLERI(CH T JIL—Tt I DRIDER (£ 3 HEA, JET: N =9, RR 1.25, 95% CI
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0.97 to 1.61; 41 3 BRA, 124 29 18K, JET-: N = 6, RR 1.28, 95% CI 0.98-1.66) (C
BNWTEWVWITNE 95% CIDTFEEN 1.00 (A<, BEEIRSNTULRLN COX-1 METTERZE
FREEBACH>TED. COX-1DIBHECRENS I 4ER 3 HUAD COX-1#%5(CKDFETEH
PN ENDEREHENBETERVNEE X Tz, (Gewandter 2020)
728, Erzinger 2024 5(C K DTERE 28 BKRFEDREIRD hsPDA (CX T DREAEMEE (> R
AFS> + AJTOT 1) ETSR/FHNEIRZE LEE U Tz systematic review Tl SEl
FAR DT OTEBTICEENTLVS 6 DD RCTs (de Waal 2021; El-Khuffash 2021; Gupta
2024; Hundscheid 2023; Kluckow 2014; Rozé 2021) ZRWTIZERBROFEFZITDO TLD
(Erzinger 2024), COX-1 &TSR/FHEMNEBIRTIERETNEBREN RV (N =6, RR
1.27,95% CI 0.97 to 1.65). 17707 1> ETSUMR/FHNEIRDY T D)L — T (El-
Khuffash 2021; Gupta 2024; Hundscheid 2023; Rozé 2021) T(E+JOJ T %58 T
HETHNBR(CETNSZH D T2EHREL TS (N =4, RR 1.36, 95% CI 1.03 to 1.80)H%. Lt
EEARRCHTIIL—TEOBREENRVDT (I = 33.3%, P = 0.22). BEROMBR(C(TER
NHETHD,
TERR 29 B, 4% 3 HURNZMRE U T, COX BEEREDES(E. NSRS R
UCEEYD MOLDORLETHETFNAREZROIEMN DT (£ 3 BN, 29 @K, JET:
N=6, RR 1.33, 95% CI 0.98 to 1.80, PEEDITEFT > XDMHEEMN) ., —FH CHIREERMIE
BERICEVDEEZ (N=6, RR 0.49, 95% CI 0.31 to 0.79, HEEDIEFT > ADHEEM) .
PRI D1 EFHENEIREDLER(EIFE D MO LADTEE RV EDMDEKRIRT D MHA
THETENBRERRDIIMN D (BET: N = 2, RR 1.09, 95% CI 0.63 to 1.89, JEE(TKLY
TEF>ROEEN).

Detailed justification

Desirable effect/ Undesirable effect

418 7 BUR, 37 BXRiG: FEEEDMDERIET T MO ALALCDNWTHEIFZNBEER L.

41 3 HUWR, 37 BXRiE: ETICOWVWTHEEIFZFNAERER L. BkEREMaRL. (RR 0.51,
95% CI 0.32 to 0.80, FEEDIEST > ADMHEEM)

41 3 HUA, 29 BXKiE: ETICDOWVWTHIEEIFZFNAERER L. BREREMaRL. (RR 0.49,
95% CI 0.31 to 0.79, FEEDIEF > XDHEEM)

PRI BERVGEOMODEKRIRT T MO LTHETFHNERER U,

Certainty of evidence
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COX BHERDMR(F. BEEDOWMAN DD, EXRT D MO LDOFTERHEWGHE GEECEN
TEF> ADOHERM)ZHA U,
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e Values

BEXIRT D MALD—DTHIMMERRMCDONT., BE - BESE - MEROBTERENERD,
IIR05. Bt CEIRERRMN I ERIMES (IR (Cd /o D TASREE (/RN Bt CTEh
TSRVEE(E. BIRERTEDOEEE (CINZX T, BEDIRENEIFEE COBENERE - BFECLD
FBENOEEZEZRE U CHMERRMNOBICZRE T DHEND D,

¢ Balance of effects

COX FREZEDFEAICE. MEEZEDMASH DN, SOOI TIEFENZTNDRIMR(ENEL FEF

D MO LADFETTHEAFHNERE (IR SN . £ 3 HURD COX BERIRS(ET(E 37 Bk
i 28 ERE CEBMERZRMERY S, 2RNRIES > XOMHEEM(FIFE (T,

UEXD., TBMERFEZRIDIFERCHLUT. £REH (7 BUA)D COX HERDHS & —1#
(CHATOIRNC EZRER T D, (B[R, IERCTEVWIEST > XDOHEME)] EWSiERICED T,

212U, SI[Eld evidence update THTZICERE LU e XA FFEMTCA#E 3 HURDBEHRID COX PAES
KBS FERERRTZRD B LRz, Fie, SERRFTUIZEFEEAED RCT Tl

hsPDA OEA(FE (CEMER &S v > MIRDOFECEDNTED., COHETEFEBIREGROVE
M7+ (M CETULVRWAIEEMEN S D . Fo. FHNEER/ TS /REEAD Open-label
treatment/rescue treatment OFZE TEMENEAEL. BHBDT7 D MHLDENRSNEL<EDT
WD AR EEE TS/, BATL K RSN TULDBREROMEALMFHZEBE UIERE
A T(E. PDA DMEMR(E T DHICTASETND28d COX BHERERDMEARFEN I DR, COX PAEE
DIK5E - EFRIOTI—FIRICEDVTHRE SN TULS Isayama 2020; Tomotaki 2024 /& &E,
AR DIREIRD EAR E (SRR TRV DD RICBRITDINEND D, ULDFIEZERL
T. [ROIRERE - BitiszDIRR - EhaEY - Bitn - BERFIR - SHEDO X IZZRELUIZ LT, AEH)
B(C COX HERDBILZIRFT T D EZRET D, (BULHER, JFRICEVWIET > XOEEY)] &
WOKRIRZEME U,

Knowledge Gap

o TEREE%Y - HAMKE - PDA OEEEZERE U COX FAE R SIS EIEDLEIAR
o COX FREZREERADEILZ IS DIZHD L D EKRE hsPDA DEEDRE

o COXPHERMEAF(IFHENEEDOERMIMRICDONT
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AJ707 x> 8%E

Outcomes:

PDA ¥JEFAERMDKREN. BARERERM. ETRE. EEMEALI. BIEEGH (RIFLEBRETTE
HIEEZ) « ERUENEEROBERUE. FERBEMRER. MIERERE. BHERS. ftih
M. RFACHIRE

Type of studies (study designs), Language, Time, etc.:
525 MELEEGRER. SREBDIERN D DR D SEBDOFIKIR L

Definitions, other notes for PICOT:

PDA #IEFEBDKE : 4 TT707 x> OFESHM S 1 BRMAICKERI/Z PDA BEENE S
W & (PDA (FERPRIVE Tz (FBEIRELE THOH)

e RIEMHAEZE (Chronic Lung Disease (CLD)) : {EIEiE#R 36 1B(CHUL\THEZRIEST® CPAP
AN LIFIRER (C K DI ETRIREE, X YT (C K DT —YDIREDER(C(E JEBNeo DEE
(CHED,

EEKNZEALM (Severe Intraventricular Hemorrhage (sIVH)) : Grades III or IV of Papille’s
classification

ZEFE MRS A (Necrotizing Enterocolitis (NEC) ) : Bell’s criteria >2a

HIZFIEREZE (Neurodevelopmental Impairment (NDI)) : BdlERRE. RAIEE, BE - FBEERE
=

EEARAITHIIRAE (severe Retinopathy of Prematurity (sROP)) : EPE%$E Stage >3, A%
EZLIZED)

BIFDHELE:

SEIDHELR
BIRBFEZA I DRERCHUT, 1 JT7OT T >ERORBDERZTTOD T 2 EFHIRIESUIND
FESREBEUVTIRFTLTELN, 2L, BOKS(HBICIMER 1237z, BhitsE CRICIMERD T
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. BREFRKN\GAUERZEDRENDD. FF(CBREER (T2 28 BXKE) N\OREOFSFIEE(IC
It D. (HEROBE : 550 TEFTRALANIL  HEE)

Evidence update CoSTR summary

BXFdD SR & LT Ohlsson2020 Mi@X (538, 406 flzE1) T(E. REROERMEEAREREFE
(LT 7O0T T RS EATTOT T DEATRECHERL, 107071 > 3 BES5ZOBMRE
EAsERBIDSEENERICA 2 < (RR0.38 [0.26, 0.56]) « 17707 1 >AROKS (CH WL TEIRERITH
EhEW T EN RSN, RTRKE. FT|AE IVH, SHIEESHHE. MEFEREE (NDL. MM4mE, B,
5) . CLD. <fg, Fhinm. FhESMmERE. BUmiE. EAREREZRMI. ROP. cystic periventricular
leukomalacia (cPVL) OSEE(CEREZZROIMN DIz, 417707 1T 2ROS5 T AT IFIREIRARM.
ABHARINRE < R DHEMZERHIEN. BEEZZROIIN oIz, MBEILF7F U E (pmol/L)  (Mean
Difference -22.47 [95%CI -32.4, -12.53]) . iG> RXFF> C (Cys-C) fE (mg/dL) (Mean
Difference -0.25 [95%CI -0.37, -0.13]) /77071 RS TERICIKMETSHD > 2h. BEE
EUTZROBECBEEZTDIN D IT,

SED GL YERKICER L T Ohlsson2020 % 7t(C Update MXEMERZRZ 17U\, BINGENX (& Edison2022 D
15X (11HI80) Thol. BEAFE T, Hiisw TrER 358U T, HAAE 1800 g RsDREEL
HHRERZNREUCATTOT T OROKS EA T 700 T DEFEREDEBIREI AMTHONZ, (LEiE
BIRARE T hs-PDA LNz 6 BIICA T 70T T 2 ROKS. 56IC+1TT0O7 1 2EEEENMTD
Nz, BREREE, FETER. CLD. ELESHHE. BIRERLRM. ROP DIEE (CARERL. BIE
IVH ([FERDSNIEN DTz, 125, BIREICHT RETFITHNTLEH D 2,

BIF D SR DFER E BNmXDERDOME(CLD. 177071 2 ROKS5EF/J 700 T DR E
(CHEA. BIIREREENERICELY (RR0.41 [95%CI 0.28, 0.59]) &EUL\SEERMNESNZ. BEE
DEWVWI I MALAEUTERUZETRE. SiE IVH, SHIEESHHE. MEFREREE (NDL. B, §) .
fibbm. BEE (ZFK) OEECHRZERLS, BEREMEVT D MHATHIBIRERESRM. ROP.
CPVL [CDWTCERREZROIEN DIz, SEIDIRFT TEFD SR EORGDERFFSNEMN DT,
FEHDE AJTJOT I PEORSEHIRERAEEES VN, BEEERERZWRE UIZHAFRE 1D

(80 fiEMN) A< BIEMSHIEDY X TVZFHET D (CIEFRTDEEZ SNz, Fe. RFRT. BN
(CHENTAITTOT 1 UROARSEREEBARERFEDRER E U TERRSNTLRL, NS0z
FX. MOERSIDIEFEBRECAL TRBESZIIBVLDIRFTIRICIRD LD (CARFT L. LEEDHRET

BICEDI,
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BIf7D SR [CRALT

BEF D SR D Citation

Authors: Ohlsson A, Walia R, and Shah SS.

Title: Ibuprofen for the treatment of patent ductus arteriosus in preterm or low birth weight (or
both) infants.

Journal name: The Cochrane database of systematic reviews.

Year: 2020

Volume (Issue): Pages: 2(2):CD003481.

BEF D SR DEHY

Ohlsson2020 @ SR DFER. BREROEHEEEBMMERFEICH LI TO0J T > AARORSErJJ07 T
SERTRUAICHRL. /770712 3 B S5#OEBIREMEKRMOEENER(CA2< (RR 0.38
[0.26, 0.56]). 17707 1 >ROKS(CBVLWTHMREREENSVC EHRENZ. FETRKR. T|iE
IVH, JHEEESHHE. MRFEEE (NDI. M4RE. &, §) . CLD. &M, Fbdim. FhErE. Bum
RE. BIIRERE2RIT. ROP, cPVL DIEE(CHREZZRDRN DIz, 47707 1 U ROKSTATHIRE
AR, ABTHEARINYE < R BDMEEZEROTN. BEEZZROM DL, MEILI7F>AE (Mean
Difference -22.47 [-32.4, -12.53]). 05 Cys-C {E (Mean Difference -0.25 [-0.37, -0.13])(&1 T~
OJ 1 RS THRRICKETSH DN BREEL U CZROBERICEREZROIIMN D,

BIf7MD SR D AMST AR 2 Fifi&ER

1 PICO D& YES
2 T3EDIAR YES
3 BRIREAE YES
4 HEFERI SCRMRER PY

5 FRFTER YES
6 S — i YES
7 BRIMAFE YES
8 DIESOF=S i [ HwWN YES
9 Z CDIAFRDI A 7RI R D5 RCT YES
10 |&&R YES
11 | X993HFE RCT YES
12 | XD \A 77 AU X D5 No

13 | #ERBRA T IUXTERE YES
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14 | EEH% No
15 | HiR/ (17X YES
16 | FI&EtER YES

PY: Partial Yes; AMSTAR 2 TlZ 16 IEE# 2 IEBA' [Nol . EEIER 7 IEETIZ [Nol DiERE/EH
oz

4) ZTONREHFOFEFIROSHIAEK SN DT,

12) NAM P RYRDGZ EDAI T F I XX FBIBRE(CHITD/I AT AVRDDEZEDDH. W\W\T
NBIT> TN DTS,

14) REEMOREC DLW TDERFIN D,

BXfFdD SR @ PICOT
FROAFTRTH > : RCT
XEMRZREARS - #R3RE : 2020F 2 8 3 H

P: preterm infants with patent ductus arteriosus

I: oral ibuprofen

C: intravenous ibuprofen

O:

FE7D ML ¥ElE5E 1 BB AOEIREFATHD KL

8liRT7 O RO

FET (&% 28BLA) « TR, BT (% 1FURN) | BIREBRME. BIRERERMORESE. 1>
RS E5OmEE. ATITREEEARE (B2  BxRgSEHE (B3 . <. fhlm. fSmE.
BERRR. HERLNM, SEMERENM. MERBRSEFILI. BIEMEX. BEZFL. HEERm.
ERRENEZUZBER. BWEREFT TROZAE. RARLHEBE. M. Zhk. EIL F7FZE.
ME>XFF> CHE. A, HRFNFE. EUILES-IILTZ4EEE. Bl 14 FTEIRERE
TEC I DRIVEBEZEUCHRRT I EHEULIRDOIS. MOBESR
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BIfF D SR DFER
7707 T 2ROFSEREFMMES (CLEXTUTORR TS o 12,

FEFO AL
3 B 5 OEIREATHDREL  #A* (406 infants; typical RR 0.38, 95% CI 0.26 to 0.56;
typical RD -0.22, 95% CI -0.31 to -0.14; NNTB 5,95% CI3to 7 ; TEF > XLANL HEE)

glR7D N

TR (&% 28 HEA) : B 57R0 (1A%, 64 4I; RR 1.13, 95% CI 0.50 to 2.55; RD 0.03, 95%
CI -0.19 to 0.25)

FETRRT : 25720y (188 4l; typical RR 0.83, 95% CI 0.38 to 1.82; typical RD -0.02, 95% CI -
0.11 to 0.07)

Mm% Cys-C : A (1 83T, 102 f5l; MD -0.25 mg/dL, 95% CI -0.37 to -0.13)
BIREFSIRMODOLENM : ZH SR (406 #; typical RR 0.41, 95% CI 0.14 to 1.21; typical RD
-0.03, 95% CI -0.07 t0 0.01; TEF>XALNL HEE) BFER 72 REIOIMBEI L 7F A8 :
22> (170 f51; MD -22.47 micromol/L, 95% CI -32.40 to -12.53 ; TEF>XLA)L  &LY)
FRFGEREE  ZD SR (1538, 57 41)

18 —24 A D Mental Developmental Index (Bayleyll) MD -9.00, 95% CI -23.89 to 5.89

18 —24 NA® Psychomotor Developmental Index (Bayleyll) MD 5.00, 95% CI -7.67 to 17.67)
18-24 "ADHEE/EE CP RR 1.35, 95% CI 0.24 to 7.48; RD 0.03, 95% CI -0.12 to 0.17
SRBAYOSRER (S 2 B¥H(C O

ATHIREIREAR, AFcHAf. s, fbdhmm, fSmE. EEMmERER. MEALM. KHERBERSEIE
iE. RIEMERRX. BBEZIL. BEELRM. BE L—Y—8BzE8 URARRERE. Z/KR(ICEALTZ

HECTERELL

ZDAMMDT7 D SAALCE U TEIRELRU
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SEd Update :EEMEEXICEALT

Update DOfzsDXHMRZRT
Pubmed D#H&EZR

118,602

"ibuprofen"[MeSH Terms] OR "mefenamic acid"[MeSH Terms] OR ("ibuprofen"[MeSH Terms] OR
"ibuprofen"[All Fields] OR "ibuprofen s"[All Fields] OR "ibuprofens"[All Fields]) OR ("mefenamic
acid"[MeSH Terms] OR ("mefenamic"[All Fields] AND "acid"[All Fields]) OR "mefenamic acid"[All
Fields])

2 28,093

"ductus arteriosus, patent"[MeSH Terms] OR ("ductus arteriosus, patent"[MeSH Terms] OR
("ductus"[All Fields] AND "arteriosus"[All Fields] AND "patent"[All Fields]) OR "patent ductus
arteriosus"[All Fields] OR ("patent"[All Fields] AND "ductus"[All Fields] AND "arteriosus"[All
Fields])) OR "PDA"[AIl Fields]

31,794,556

"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]

4 4,878,562

("randomized controlled trial"[Publication Type] OR "controlled clinical trial"[Publication Type] OR
"randomized"[Title/Abstract] OR "placebo"[Title/Abstract] OR "drug therapy"[MeSH Subheading]
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OR "randomly"[Title/Abstract] OR "trial"[Title/Abstract] OR "groups"[Title/Abstract]) NOT
("animals"[MeSH Terms] NOT "humans"[MeSH Terms])

&t 1828384 £ D 433 ik

RERT —HINR=2R
MEDLINE via PubMed

IRZRAAR - 1RRH

202211 8204

POE B E St

52 PICOT &8

XHEAR ) — > D

RFBEREY Y 1 433 Xk (BEOHBRI : 0 Xak)

1 RAMN-ZDJ4ER 19 XAk

2 RAM-ZDJ%ER 1 7 Xk (BRIMER : ERZMAFRTHA> 10 SKHk. B23TA 2 Xiik)

ERAEAEER © 1 Xk (6 XHR(EETIE SR [CEFEN. 'D55 2 Xk (Gokmen 2011, Eras 2013) (ZEAATTHS
DIRE)

MRIAFTDE &b
IBANGRS @ 1 3@k

S IMELEEERER (RCT)

AR ID Edison 2022
(Author Year Published)
ARTT1> Parallel, randomized open-label trial
POE =F3 N=11
ttyFa>0 Single center in Singapore (General hospital)
TERE Preterm infants GA<36 wkGA, BW<1800 g
T/ > bO—=)L Intervention: Oral ibuprofen (N=6)
(BBDEEHE) Control: IV ibuprofen (N=5)
at a dose of 10 mg/kg followed by 5 mg/kg at 24 and 48 hours
70 SO LBOFRER Outcome 1: Failure of PDA closure
(Absolute Event Rates, 3/6 (50%) vs. 2/5 (40%), RR 1.250 [95%CI 0.328-4.769], NNT -10.0
P value; OR or RR; & Outcome 2: surgical ligation
95% CI) 1/6 (17%) vs. 0/5 (0%)
Outcome 3: CLD
4/6 (67%) vs. 2/5 (40%), RR 1.667 [95%CI 0.495-5.609], NNT -3.8
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Outcome 4: IVH (grade 1-4)

0/6(0%) vs. 2/5(40%), RR 0, NNT 2.5

Outcome 5: NEC

0/6 (0%) vs. 0/5 (0%)

Outcome 6: SIP

1/6 (17%) vs. 0/5 (0%), NNT -6.0

Outcome 7: ROP (stage 2-3)

3/6 (50%) vs. 2/5 (40%), RR 1.250 [95%CI 0.328-4.769], NNT -10.0

FEHEFR ERDF LD

(FF(CHAZFRD limitation) YEEE COEIRERMIEAMER(L IV T 2/5. PO T 3/6, 1BHI IBU %5 (EL\IN
H 219" DT, PO®D 14l(C SIP (spontaneous intestinal perforation) Z¥RU
IeIzhERERERMN TNz, NEC (FWLWINERL. CLD (EFERDEE(FR
L) D$EE(E. IV T 2/5. PO T4/6, IVH (XIV T 24l (Grade 1 A1 4.
Grade 21 4) . POT 2l (Grade 272 4l) . ROP (&1V T Grade2 H' 1
. Grade 3/7' 14, PO T Grade 2 734l (L—HY—BEC DL TI(FERER
L) .
—EIIRERIHEE. LR, CLD. JH{LESHE. BIREREIM. ROP DIEE(C
BEZE(FRL. EEIVH F3BDRM o1z, BEZCET IR (EIITHONTLR
LY,

Limitation
- Blinding (CE89 358N 720\,
- 3/11 BINEHHEDTZDNT AZTTE TS TLVRLY,
- 8/18 PINMRATR SN ZIEE LT,

BW: birth weight; N: number of units or patients; NNT: number need to treat; wkGA: weeks
gestational age

RoB:BE#FD SR (C25>T RoB1 %#{E

Bias Author’s Support of judgement
judgement

Random sequence Low risk -Randomization of treatment was

generation carried out using a computer-

(selection bias) generated randomization sequence.

Allocation Low risk -Recorded on cards placed inside

concealment sealed opaque envelopes by the

(selection bias) statistician.
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Blinding of High risk -Upon enrolment, the allocation
participants was revealed to parents and

and personnel clinicians and the neonate was
(performance assigned to either oral or

bias)All outcomes intravenous treatment group.
Blinding of outcome High risk -It was not stated that ultrasound
Assessment exams were performed by someone
(detection blinded to the groups, but the

bias) allocation was revealed to the

All outcomes clinicians upon enrollment.
Incomplete outcome Low risk -All outcomes stated in Methods are
data reported.

(attrition bias)

All outcomes

Selective reporting Unclear risk -Protocol registration unclear.

(reporting bias)

Other bias High risk -3/11 patients had intervention
discontinued due to complications.
-8/18 excluded patients declined to
participate
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BIf7M SR DFEREENMRX DIERDIRS

TEROFLD
B0 SR DfERZZEZ2EDTRVGE

BAF 0 SR (C 1 XEZENU TE#RLIZSEID Update (3. BifF SR (CHIFTDUA T OFERZZEZADED TIFBNOLRL ¢
-177071> 3 B 5% OEIREREKIBNERCHI U

-BIIREFRREMOBEECHERERL

-MBEIL7FAE. IME Cys-CENMERICHEA UL

- ZPROBAE(CEEERL

BEFMD SR LT Ohlsson2020 MmN Tl RE EORERMEBIARE BFECH U1 J 7012 O 5317707
IVERERUACLER U, 107001 3 BRSO EIRERHEKBROSEENMERICA < (RR 0.38 [0.26,
0.53]). 177071 B O S(CHVWTEIIRERFEENS Ve RENTZ, FETRMRE. S IVH. Bt EASHHE.
fRFEEE (NDL BXdM4EAE. B8, §) . CLD. S8, Fiittiim. B IEE. BUmE . BIRERE2RHI. ROP,
CPVL DSBE(CBRZEZRORN O, 17T0J1 B O% 5 T AN TR ERAE. ARG ERZ R
H. BEREEZZHRH R, EIL7F > iE(Mean Difference -22.47[-32.4,-12.53]). Mi& Cys-C {& (Mean
Difference -0.25 [-0.37, -0.13]) (37 J0J1 RO S TEEURETH I, BREZELLTZIROBEICE
BEZZOIINO,

S[E0 Update BMGwS (& Edison2022 @ 1 53X T, BfEs% TIERs 35 BT, HARE 1800 g KD
BEREEARE RZHREVATTOII R OKS LT TOI1 VAR FEAD LIRS MTON I, (DB =R
AT hs-PDA LEZiianiz 6 BllcA I 701 420#% 5. 5 BllcA T T0J1 A EREEMTON Iz, SIIRERITER,
FETRRE. CLD. SHLESHE. BiREREZ1T. ROP OSEEICERZEERL. BfE IVH (E3RoHBNEh ol B,
BEE(CBI 2R3 (FIThNnTLRN T,

BHF D SR DFEREBNFHRX DFEROMECED. ATTOT1 RO ST TOII A ERCEICHEN . BIRER]
HEPERCEL (RR 0.41 [0.28, 0.59])EWVSHERMESNT, BFREDSVI M AISERUTETER. &
iE IVH O BEESHE. #EFERE (NDL &, 5) | fidi. BEE (Zk) OBRECERERL B%E
DRV D MILATHSBAREEZR1MT. ROP. cPVL [OOVWTEHEBEREZRHBN O, SEDIRET TEIFD SR EDFER
SfaRFFES NN L,

6 7T, 417 fleEHTIYIT—heNieRe U T (CRY
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GRADE EP Table

FERMEDIHE (Certainty assessment)

IF—EH FIEEEME Oral ibuprofen

Failure of permanent PDA closure within one week of first dose administration

1V ibuprofen

AR
(95% CI)

it
(95% CI)

IEF>RD
Rt

more)

6 randomized serious® |not serious |not serious | not serious |none 32/214 (15.0%) |74/203 (36.5%) |RR 0.41 215 fewer per 1,000 dODO 5=
trials (0.28 to 0.59) |(from 262 fewer to 149 [Moderate
fewer)
PDA ligation
6 randomized serious® |not serious |not serious |serious® none 5/214 (2.3%) 10/203 (4.9%) |[RR 0.51 24 fewer per 1,000 [21-]10l®) BX
trials (0.19 to 1.36) |(from 40 fewer to 18 Low
more)
Mortality during NICU hospitalization
3 randomized not not serious |not serious |serious® none 10/100 (10.0%) [12/99 (12.1%) |RR 0.83 21 fewer per 1,000 oddO BX
trials serious (0.38 to 1.82) |[(from 75 fewer to 99 Moderate
more)
IVH - Severe IVH (Grade 3 or 4 of Papille's classification; early outcome until 1 week post-administration)
2 randomized |not not serious |not serious [extremely |none 1/38 (2.6%) 1/37 (2.7%) RR 1.00 0 fewer per 1,000 OO0 BEX
trials serious serious® (0.07 to (from 25 fewer to 386 Very low
15.30) more)
IVH - Any IVH (late outcome)
2 randomized  |not not serious |not serious |very none 15/38 (39.5%) |14/37 (37.8%) |RR 1.04 15 more per 1,000 epO0O BEX
trials serious serious? (0.59 to 1.85) |(from 155 fewer to 322 |Low

cPVL
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FERMDIHE (Certainty assessment)
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TITEF>AD
: : A8 Xt R
IF—EBH IEEIEE N L Oral ibuprofen | IV ibuprofen
(95% CI) (95% CI)
1 randomized not not serious |not serious [extremely |none 2/32 (6.3%) 2/32 (6.3%) RR 1.00 0 fewer per 1,000 dOOO BX
trials serious serious® (0.15 to 6.67) |[(from 53 fewer to 354 Very low
more)
NEC or LIP (Bell's criteria 2a or higher)
4 randomized serious” |not serious |not serious |serious® none 9/126 (7.1%) 10/121 (8.3%) |RR 0.87 11 fewer per 1,000 [212]10®) BX
trials (0.37 to 2.01) |[(from 52 fewer to 83 Low
more)
CLD (according to JEBNeo definition)
4 randomized not not serious |not serious |serious® none 34/126 (27.0%) |37/121 (30.6%) [RR 0.87 40 fewer per 1,000 oddO BX
trials serious (0.60 to 1.25) [(from 122 fewer to 76 Moderate
more)
NDI (CP; issues with cognition, sight, hearing) - Moderate/severe CP
1 randomized |not not serious |not serious [extremely |none 3/30 (10.0%) 2/27 (7.4%) RR 1.35 26 more per 1,000 eO00O BEX
trials serious serious® (0.24 to 7.48) |(from 56 fewer to 480 Very low
more)
NDI (CP; issues with cognition, sight, hearing) - Blindness
1 randomized not not serious |not serious |very none 0/30 (0.0%) 0/27 (0.0%) not estimable 00 BX
trials serious serious® Low
NDI (CP; issues with cognition, sight, hearing) - Deafness
1 randomized not not serious |not serious |very none 0/30 (0.0%) 0/27 (0.0%) not estimable [110]e) BX
trials serious serious® Low

NDI - Mental developmental index (Bayley II)
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FERMDIHE (Certainty assessment)

TITEF>AD
: : A8 Xt R
IF—EBH IEEIEE N L Oral ibuprofen | IV ibuprofen
(95% CI) (95% CI)
1 randomized not not serious |not serious |very none 30 27 - MD 9 lower ®dO0O BX
trials serious serious” (23.9 lower to 5.9 Low
higher)
NDI - Psychomotor developmental index
1 randomized not not serious |not serious |very none 30 27 - MD 5 higher 15 10)e) BX
trials serious serious” (7.68 lower to 17.68 Low
higher)
Renal dysfunction (Oliguria)
4 randomized serious” |not serious |not serious |very none 0/156 (0.0%) 3/148 (2.0%) RR 0.14 17 fewer per 1,000 eOO00O BX
trials serious' (0.01 to 2.66) |(from 20 fewer to 34 Very low
more)
Renal dysfunction - Plasma cystatin C after treatment (mg/L)
1 randomized not not serious |not serious |serious’ none 52 50 - MD 0.3 lower o000 EX
trials serious (0.42 lower to 0.18 Moderate
lower)
Renal dysfunction - Cr after treatment (micromol/L)
2 randomized serious® |serious® not serious |not serious |none 88 82 - MD 22.39 lower 00 BX
trials (32.34 lower to 12.45 Low

lower)

Pulmonary hemorrhage
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FERMEDHE (Certainty assessment) 5
IES> D

Zizho) faxd =
IF—EBH IEEIEE N L Oral ibuprofen | IV ibuprofen
(95% CI) (95% CI)

1 randomized not not serious |not serious [extremely |[none 0/36 (0.0%) 3/34 (8.8%) RR 0.14 76 fewer per 1,000 dOOO 5=
trials serious serious® (0.01 to 2.52) |(from 87 fewer to 134 Very low
more)

ROP (Stage 3 or higher, requiring therapy)

3 randomized not not serious |not serious |serious® none 8/94 (8.5%) 14/89 (15.7%) |RR 0.55 71 fewer per 1,000 DO BX
trials serious (0.25 to 1.22) |(from 118 fewer to 35 Moderate
more)

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

Explanations

a. Downgraded one level for unclear risk of selection, performance, detection, attrition, and reporting bias.
b. Downgraded one level for CI overlapping no effect.

c. Downgraded three levels for CI overlapping no effect, wide CI, and two small studies with low sample size.
d. Downgraded two levels for CI overlapping no effect and two small studies with low sample size.

e. Downgraded three levels for CI overlapping no effect, wide CI, and one small study with low sample size.
f. Downgraded one level for unclear risk of selection, performance, detection, and attrition bias.

g. Downgraded two levels for one small study with no events.

h. Downgraded two levels for CI overlapping no effect and one small study with low sample size.

i. Downgraded two levels for CI overlapping no effect and wide CI.

j. Downgrade one level for one study with low sample size.

k. Downgraded one level for substantial heterogeneity I1°2=81%
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RoB Summary: across all included studies

Fandom sequence generation (selection bias)

Allocation concealment (selection hias)
Blinding of participants and personnel (performance bias)
Blinding of outcome assessment (detection hias)

Incomplete outcome data (attrition bias)

Selective reporting (reporting hias)

Other bias

0% 25% 50% 7a%  100%

.Luw risk of bias DUncIearrisk of bias

Bl High risk of bias

RoB Summary: for each included study

Fandom seguence generation (selection bias)

=l
~ @ ®|®|® | @ |Alocation concealment (selection bias)
®© O O O ® | O cidingofpaticipants and personnel (performance hias)

Selective reporting (reporting bias)

Akar 2017 ?
Cherif 2008 | 2
Edison 2022 | @

Erdeve 2012 | 7

~ | @®
<~ ® ® @ ®|® | otherbias

Gokmen 2011 | 7

Pistulli 2014 | °7

O ® ® O ®|®  cindingof outcome assessment (detection bias)
® O S S| @ incomplete outcome data (attrition bias)
- .
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SEIDH#HERE () B

BMERTEZEIDRERICHULT, 17707 > RO&ROERZ T 7070 T 2 EF/ES U
DIREEEE U TR U TEL 22U, BORSQBELIMER LD Ce. Kl CRELIMERDF
ik, BEFGNSPBURSZEILENDD. HICBREIR (i 28 :BXKiE) NOREOKS(IIEE
(CHIHID. (HERDBS : 5L\ TEFTALANIL : hEE)

TEF RO SHERA
WBNEEOIERS

- 6 HAFE. 417 BlDRERMNEFNI,

- BEROBIRERFEICT I DEEELTDAIITOT T UROKS(E. FEIRSS (CLERTHIRER
FHDOKBH DD D= (RR 0.41 [95% CI 0.28, 0.59]).

- 7071 RBROKSEF T MBI L 7F - ABEEME Cys-C EN RS S CHERTIRIETSH
> f= (MD -22.39 micromol/L [95% CI -32.23, -12.45]; MD -0.3 mg/L [95% CI -0.42, -0.18]).

- KDBEREDODEWVTI DT MHAE UTERULFETREE. SMEMEALMM. cPVL, fEFERE»™. 20D
DT D b HAE U TERUZBRE LM, SBHIEESHE (RIEEBRITT(IHEEZE) | 1BIERE
B, BHEEEE (ZR) . B, RBBHERECH VT, 17707 T > DRESRIZICIDERRDR
ANy falt

- INEABMM(IVH) (& 2 #A3K 75 BITIRE =, 7206 28 BT DBRER(Z 16 fiTh o1z, HILESH
fE & UTTRIBEBRHIEEZFLIE 4 AT 247 HITHRET SNz, £4KE U TR 32 BT OBMEH 4K
BIRZMHRE ULAFE 2 D 18 28 BU T OBEREEREIRZXMRE UICHF(E 1 DTHD., BERE
R(E 80 HITH DIz, RMHADEMIEE UT IVH WDHIEEESHIEDYU R UDEWBEREEHN VR, In
S5DURDZFHIMT DICEATRDEEZ SN,

- 2024 £ 6 AT, BRICHSVWTA I 707 1 2 ROFRSERMEIRERFEDREREE U TAREN
TULVRW, ZNEREAIT7O07 1> ORMOKSEZEIEITDIEDTIFRL, ARBERREZBEITSE
RRNAZENDD AN DD, TEEEBROEERGZICHITDIEADRRZREX. BIMERTII7OD
I REAOFRZFEAT DB EBEREZEOEMEDOBESIMEFRDFHiE ZBONEND D EZHERENX
(P 1 =y i

Knowledge gap

- RBOFSDOAUY k- FAUY RO\ R(FHEEENDRORAICIO>TEEL DD, BREERIEX
DARE BHEMNMEATLRICENTHEESHEREDURINGEL . BOKSICAUTKDEECRSE
BDEARBNC ENEZ (CHEAI =N, ROFRSNEFFIMS S (CEERTEE L RSV EDIH D+ 78 5HE
(CEEDRDIATRNMMBEELERXD.
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- IO HEZREREZSORBFRZHRE ULARED R HERB(ICX > TENDDINEDH
RATH D,
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CoSTR citation:

BAGE  KESE . HFEE. )IIRKHE

FARBMERFECHIDIBHAEN I TOI T VEE. BREROBIREREFEDRERDIHDIZEN 1 R4
> JEBNeo CoSTR CQ6b2. 2024 £ 12 A.

258 : Hideyuki Hawaka, Takahiro Kemmotsu, Daiki Kawamoto. High-dose ibuprofen therapy for
patent ductus arteriosus in premature infants. Japan Evidence Based Neonatology (JEBNeo)
CoSTR for the Clinical Practice Guidelines for Prevention and Treatment of Patent Ductus

Arteriosus of Preterm Infants. (CQ6b2) Dec. 2024.
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RIS COI R Lo

Clinical Question (CQ)

MiTEIREN (CERREIRERTE (Hemodynamically Significant Patent Ductus Arterious (hsPDA))E
U < (FERMERAZEBIREFRFAE (CH LT, BRECTJ IO I VEEEEC I TOT T IEECHA,
BRI R CBHAE IR E IR EOSHIEN 12 < BIIRE Z FATH I 2 DICHN ?

PICOT
Population:
hsPDA & U < (JERMERA R BIIRERFE S 20 SNIERE R (M4E% 37 BEKiE)
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Intervention:
BRECJ7071 > (BOF3ERAI%S) 15-20 - 7.5-10 - 7.5-10 mg/kg

Comparators:
BREE/J IO > EOF(EFERAILS) 10 - 5 - 5 mg/kg

Outcomes (importance 1-9):

ENRERIFAEDYIEEEDRKREL (6). BIRERDEM (7). FETRE: (9). EAEMEALM (8). K=
BEIMLIE (8). RIEEMIZX (7). EREBEMER (7). HEFRERE (8). BHAEERE (7). i
i (6). RFATHIRIE (7)

Type of studies (study designs), Language, Time, etc.:
S >4 IMELEESERER (Randomized Controlled Trial (RCT)). REEDIEFEN B DR D EERHIZ2 L

Definitions, other notes for PICOT:

BIRERPEOYIEIEEDORE 1 4T T07 1 2 AE5% 1 BREAUKNOKARNREIREFATHDR
B (BRPRMZFTZ(FBERIRBE DR (C K> TS NIZBIRERTFIE) .

BEMZEAEM (Severe Intraventricular Hemorrhage (sIVH)): Papile grade =111
MZEREB B EELAE (Periventricular Leukomalacia (PVL)): EIMMREE(CEER T MERFHAE
DEFEHTILIRE

ZEFE MRS A (Necrotising Enterocolitis (NEC)): Bell f&EA%E>2a

¥4 IRIEM4%ATEZE (Chronic Lung Disease (CLD)/ Bronchopulmonary Dysplasia (BPD)):{&1EiE
#8236 B(CHWTEEZRIGSA® CPAP 1O N TIHIRER(C K DIFIRFHENDN M ERIIARE, A YEIFT(ICKD
T —HDFFEDIRC(E JEBNeo DERER(ICHKED.

X FIEREE (Neurodevelopmental Impairment (NDI)): B4ERcE, RAIBEE, BE - BEEE
SRR HIIRIE (severe Retinopathy of Prematurity (ROP)): EE%E>Stage3. AEZEL
Yt S10))

8% 93 Outcome : BIMERFEDYIEIEERDOKRE. TR, SEMEALM,. HERFBE
BACAE. JIEIERER. FERIBEMKE. HREFERES. BIHERS
BEEDENED : BhiRERSRM. M. RACHEEELE
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BIFDHESS
BHLERBICED KA RHRERFEAEN M RS UICEERE/J 7071 U BEEICEAT LT
A AN Y Fall

S EIDHER
BRERFEZE I DRERCH LT, BABIIIOTIERESZTNDRNCEZRETD. (8L
B RVIET > ROERMN)

Evidence update CoSTR summary

BERRERFEICHT T BT TOT T IAXS5IC DT, 2013 £&(Z Ohlsson (C &> T Systematic
Review WYTHONTH O, 20154, 2018 &, 2020 £FI(C update (Ohlsson 2020) =N TL\D, ©DH
TARCQ®DPICO [C3%% T D. hsPDA U < (FEMRMERATBIMERFAE SZMSNIZRER (WEBEE
37 BXKiE) (CHIBIRAEMITIOT KRS (BROFEE#MARST 15-20 - 7.5-10 - 7.5-10
mag/kg) CBEEATTOT TS (BOFZ(EEMRAES T 10- 5 - 5 mg/kg) DLEEDITHNTL
Do SEIDHA RS AEMRICE LT, Ohlsson 2020 2#H & (LT T5— ROEMERZEITOIZN. &
CQ (YT BXHIIR DN STz, Ohlsson 2020 M Systematic Review (C(d 3 XEAHYEENTLY
Do ASEMICKDREROEIERGEIRERFECH I IEHAEJJO0J I AR5 IBEE/TJ 707
I ARSCHERUT, 477071 3 Eik52OEIRERAHKLMOBENERICAIR (N=3, 14/95
vs. 39/95, RR 0.37 [95%CI 0.22, 0.61]) . BAE/J 707 I %5 (CHVWTEIREREENZS
ENRENTUVD, Fleo BERTVDI MOALCHWT. #iRERERM (N=1, 2/35 vs. 2/35, RR 1.00
[95%CI 0.15, 6.71]) . FETHREBE (N=2, 17/77 vs. 17/78, RR 1.02 [95%CI 0.58, 1.79]) . EJE
IVH (N=1, 2/35 vs. 4/35, RR 0.50 [95%CI 0.10, 2.56]) . PVL (N=1, 3/35 vs. 2/35, RR 1.50
[95%CI 0.27, 8.43]) . FEFMEX (N=2, 8/65 vs. 8/65, RR 1.0 [95%CI 0.4, 2.5]) . BPD

(N=1, 16/35 vs. 10/35, RR 1.60 [95%CI 0.85, 3.02]) . ROP (N=1, 2/35 vs. 1/35, RR 2.00
[95%CI 0.19, 21.06]) . ES#EEREZ=ELUTDERE (N=2, 5/60 vs. 3/60, RR 1.57 [95%CI 0.44,
5.63]) . MBEZILF7FZ>ME (umol/L) (N=1, Mean 53 vs. 44.2, Mean Difference 8.84 [95%CI
-4.41, 22.09]) THEEZRDIEMDTZHN. LWINEBEAIZIIREN TH o 1.

TEFTANSHEEZEKR T D LT, BRAEAJ O I 485(CXDATJT0OT 1> 3 BHS5EDE)
IREFAHKMOIBZE (FME T ITDEDD, CNEFEBRUHDEWVT D MALRFERT. FLBREREMZ
B9 IMEFIERD S BIRNDTz. 52, FICERRKRICBVWTEERY D A THDIRFEEBR B EE
FEECDNWTRFT L TVDD(E 2 XD H TREFIRIEV 2 <. BESBRICEATDILZEMDRIUIA+IT
HDIEZBFER T BREAITOT I 52BN (CHE T DB T DT DMBRRLI/R CHIRT L
Iz
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BIFD SR ICRALT
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both) infants.
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B SR DEH

B A2 RAYS U (IEIMEZEAE T DICHDIREBFEREE U TERSNTLDIMN,. LSOO DREZRA
DMFE T EED. BOI—DDIUVAAFITF—CREETHDAITTOTIIE A2 RAFS D&
BREEODMENSGD. WERTARU,

B : BREZEHET IHDTTOTI>OEMEERE M=, ThERE. HERE. BIRERTE
PUIAE. A 70720 IAS EOBBEICSVWTRFEIT D &,

75i% : Cochrane Neonatal MIE#EM I & ZREKBEZ AL\ T. Cochrane Central Register of Controlled
Trials (CENTRAL 2017, Issue 10) . PubMed #¥FHd MEDLINE (1966~2017 & 11 A30H) .
Embase (1980~2017 % 11 HA30H) . XU CINAHL (1982~2017 & 11 H30H) Z#&XRUTz.
EEREMIREERS SOERERCHER(C DN TR, BBRAERT —IR—X, =E&RK. BLURRRUIZH
XDBEXFI A N ZREREUTz, FERRR 28 BHRiE) (CHRARM. FL(QUEBE RIREICKLDEETE)
IRE BIFFIE & SRS NIz 1ERG 37 BREORERF L (HMEREARER (WAEKE 25009 Kid) (CHWT.
BREJ7071> (BOFLEFEMANGRS) C@BFEErJ7071> (BOFLEEFHRNRS) =it
B UITBIERb I (FERIERbXIBRERZ SR & Uiz, Cochrane DFEm(ICEDWT/\A 7 ADUX
D% i L. GRADE BE2#ZH\WTE7 I MIADIEFT > ADEZ MUz, 47707 1 2405
& 1 BRAADKAR PDA BISHOKRE. ABRHOIETER, BREREFE. REIFEFRZMBEITLUIT,

&R 1 3 DOEFEACRBRNMBEEZBCUL. SHMcSN/Z7D MIACET DI IEST > ADEFHEEN
SELANILETE]RL THD e, ZLIFHMELANILTH DTz, FBVDMOATIE. BRECJTOJTY>
KREEEEIJTOTIAESCHRL. 41770712 3 BE5ROEBIREMEKROEENER(C
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P oTz (N=3, 14/95 vs 39/95, RR 0.37 [95%CI 0.22 to 0.61]) . Ffe. BERI I MAOLTH
DEREREZRM (N=1, 2/35 vs 2/35, RR 1.00 [95%CI 0.15 to 6.71]) . SETREBE (N=2, 17/77 vs
17/78, RR 1.02 [95%CI 0.58 to 1.79]) . sIVH (N=1, 2/35 vs 4/35, RR 0.50 [95%CI 0.10 to
2.56]) . cPVL (N=1, 3/35 vs 2/35, RR 1.50 [95%CI 0.27 to 8.43]) . i=FE4BE X (N=2, 8/65 vs
8/65, RR 1.0 [95%CI 0.4 to 2.5]) . CLD (fEIE 3638) (N=1, 16/35 vs 10/35, RR 1.60 [95%CI
0.85 to 3.02]) . ROP (N=1, 2/35 vs 1/35, RR 2.00 [95%CI 0.19 to 21.06]) . BHrEEEE LT
MDZhk (N=2, 5/60 vs 3/60, RR 1.57 [95%CI 0.44 to 5.63]) . MMEIL 7F->AE (N=1, Mean
53 pmol/L vs 44.2 pmol/L, Mean Difference 8.84 pmol/L [95%CI -4.41 to 22.09]) (CBRE%R
L AVAVANSY il

faim : SHEJ7071> (BOFCEERAES) FBEEJ707 1> (BOFZEEMRAR
5) LHERUT, 41770712 3 ESEOBRERMBEIBDMENBR(CAIBN D fZ, FETRK. &

TERmR. BHEERRE & U COZKRICBREFERDIEM DTz,

BIfFD SR D AMSTAR 2 FHiifER

1 PICO D& Yes
2 FEDRR Yes
3 BIREAE Yes
4 HEFERY SCRMRZR Partial Yes
5 AZER Yes
6 T — Yes
7 BROMATT Yes
8 IR DFHDECIR Yes
9 & < DERFTD) A 77 AU XI5l RCT Yes
10 |&&R Yes
11 | XADHFE RCT Yes
12 | A7) \A 77 XU X T5Hh No
13 | ERBEFR AT AV OER Yes
14 | REH% No
15 | BiR/SA07 X Yes
16 | FlIdEKR Yes

AMSTAR 2 TIZ 16 IEE®R 2 IHBA' [Nol . EEIER 7 IEETIX [Nol OfEREFEMN DT,
4) ZONREHFOFEFIROSHIAEK (SN DT,
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12) IR\ 77 RUR DD RCT DHZAND. BULKEERIMNRE(CHITD/I\ AT RIUR DD EZ DY
BCE. DLWVINBITOTLRM DTS
14) BEEMHOHE(CDVWTOER(IRIN D

BtFd SR @ PICOT

Population:

BRERFEDRER

Intervention:

BRAE7J7071> (BOFEERNRS)

Comparators:

BEEJ7071> (RBOFZSERRARS)
Outcomes:

FEFPIMAA

7707 1> 3 B 5% OEIREFATHKRE
BIR7ZO B LA

4770712 2 I-XEFEEOBMEBERE. SRFMOMNE, ABRHPOIT. &% 3 HEDRE. Z
FR (24 B§fE 1mL/kg/BFfERME) . AMERHI (£7TO Papile grade) . iXZEAHM (Papile grades>
I11) . AMERFEBEFILAE. RAATHERE (£ COEPERDHE stage) « RARMEIRAE (EFf5)%E stage>
3) | JIEMEEA. FAEREMMEER (BIE 36:8) . Bumic. ABHARE. aEmMinDZbk (0.5mL/kg/
BRI . SHEBEHIM. SAEROM/IMEEL (x10%/L) . SAEEDIMET L 7F=> (umol/L)

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

5 > IMELEEERER S K UES > 5 MEEEERGHER

XERRFRRAR - R%H

WH|RFT —4I/~N—X : MEDLINE (PubMed) . Embase. CINAHL. CENTRAL

®%H: 2017411 HA30H
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=& MRTTA> | WHRE A/ AR 7 b HLBORER AT DFE L& & limitation
(FATH) HFREE
ESyjiilEd
Dani Ziisx RCT | 1£88 29 8KE | /T A: 770712 3 BE5EOBIRERIHALN: BREJ70JI A &
(2012) n=70 T, @D | SHEEJ7071> | 5/35(14%) vs. 13/35(37%) ERERAL DB 29 BXE
1577 WEIQRDS 1Y | B#IRAIRS (20-10- RR 0.38 [95%CI 0.15-0.96] DREROEAIRERHEICHER TS
»0D. % 12- | 10mg/kg/day. 24- D, BWFRDORERZIBINSED
24 BB ERK | 48 B¥fEE) (n=35) 4% 3HBOmMBEI L 7F > (mg/dL) : Z&FIEmo Tz, Limitation (3.
BRETHERRE 1.294£0.47 vs. 1.12+0.41 (p=0.111) G IRA S D DERAPEGN S
IREFRFENE | 1ER: 512 EtDERLEIRCES LT
cnd BEEJ7J07J1> | ZFK (24 B 1mL/kg/KREELT): WBHEEIEZHIR TE TLVRNC

M5 (10-5-5
mg/kg/day. 24-48
K5fEIEE)
(n=35)

3/35(9%) vs. 2/35(6%)
RR 1.5 [95%CI 0.27-8.43]

£#% 1 BDOROBEV)LE>DE—{E (mg/dL):
7.94+2.4 vs. 8.0+£2.1 (p=0.853)

IVH (£7T® Papile grade):
4/35(11%) vs. 6/35(17%)
RR 0.67 [95%CI 0.21-2.16]

IVH (Papile grades=III):
2/35(6%) vs. 4/35(11%)

L& REBERIBICET DT -9
BFENTLRNZETHD,
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RR 0.5 [95%CI 0.1-2.56]

PVL:
3/35(9%) vs. 2/35(6%)
RR 1.5 [95%CI 0.27-8.43]

ROP (£ TCTDEIFRIIAE stage):
4/35(11%) vs. 4/35(11%)
RR 1.0 [95%CI 0.27-3.69]

ROP ([EFF5)4%8 stage>2):
2/35(6%) vs. 1/35(3%)
RR 2.0 [95%CI 0.19-21.06]

NEC:
4/35(11%) vs. 3/35(9%)
RR 1.33 [95%CI 0.32-5.53]

BPD ({E1E 36 B (CEARTBENHD):
16/35(45%) vs. 10/35(29%)
RR 1.6 [95%CI 0.85-3.02]

dibn
13/35(37%) vs. 14/35(40%)
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RR 0.93 [95%CI 0.51-1.68]

B (4JTO0TI> 1 - REAEETHOREES—4
P RERIMEfZE8D)

15/47(32%) vs. 16/48(33%)

RR 0.96 [95%CI 0.54-1.71]

ABTHARE (B):
102458 vs. 81+35 (p=0.071)

Fesharaki | Hffis RCT | 7EfA 2968 | TA: ENAE PATHD KL 4277071 >0OERERS5(CX
(2012) n=60 "5 3538 6 SHEE2/7J707x> | 0/30(0%) vs. 7/30(23.3%) D, BEERSEHERUT. HE
% H. H4HRE RO 5(15-7.5- RR 0.07 [95%CI 0-1.12] BEVLBEOSHEMEMNT D&
1000-2500g 7.5mg/kg/day. & <. BIREDEAHECHKRIIUTZ.
T, £ 72- H) (n=30) JBERIREDPRE 0.5mL/kg K.
120 BERA(C, #8 4/30(13.3%) vs. 3/30(10%)
BRRETmT | MR RR 1.33 [95%CI 0.33-5.45]
BREMN(CARR | BEEAJ7071>
BMERFEEZ | BOK5(10-5- HLEHMm:
oD 5mg/kg/day. #EH) | 7/30(23.3%) vs. 5/30(16.7%)
(h=30) RR 1.4 [95%CI 0.5-3.92]
Pourarian | ZHEs% RCT | 7EB8 378K | TA: SYDAJTOT 1> 1 I-EFEZOBIRERHEORK: | SRRE0/J 707 1> ROKS
2015 n=60 T, 4%3-78 | BEECITOTIT> | 9/30(30%) vs. 19/30(63.3%) (BBEBL A EHBELT, &
15> (CHBERRAT | #O#%5(20-10- RR 0.47 [95%CI 0.26-0.87] TOEIRERAHE(CX L THEIT

MiTENRERI (CH
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BB ARFEFIAE
oD

10mg/kg/day. 24-
48 K5fEIB) (n=30)

BEEJ7J0J1>
#EO$%5(10-5-
5mg/kg/day. 24-48
BFfEE) (n=30)

sHICE .
2/30(6.7%) vs. 1/30(3.3%)
RR 2 [95%CI 0.19-20.9]

%D NEC:
4/30(13.3%) vs. 5/30(16.7%)
RR 0.8 [95%CI 0.24-2.69]

JET:
2/30(6.7%) vs. 1/30(3.3%)
RR 2 [95%CI 0.19-20.9]

ZPR(<1mL/kg/BFR):
1/30(3.3%) vs. 0/30(0%)
RR 3 [95%CI 0.13-70.83]

SAEEDIMEI L 7F=> (mg/dL):
0.6+0.27 vs. 0.5+0.32 (p=0.433)

FRE (mL/kg/B¥RI):
3.9+1.1 vs. 3.5+2.8 (p=0.469)

SAEGOM/)WRER (x10%/L):
254480 vs. 283+100 (p=0.324)

HH. BFRZBINISED T &R
o7z,

Limitation (&, 7ERGHARIDIENL
<. BEDOHRLDEBHNLELS
Mo ETHD, EDIZSH. I
ATOA REARIESRE(C K DhiEds
BEERIFPOITOVRETRAERER
CEABARAEO/J7O0J>%Z&K
DIBEE(CIRSIRETHD.
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n: number of patients; RR: risk ratio; CI: confidence interval; RDS: Respiratory Distress Syndrome
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U X0 )\A 77 25l
Blinding of Blinding of
Allocation Incomplete Selective
participants outcome . Other bias
concealment outcome data reporting
and personnel assessment
Dani
Unclear
2012
Fesharaki
Unclear
2012
Pourarian
Unclear
2015

SEID Update EENNEENX (CBIL T

Update D7z DI EMRZRT,

((("ibuprofen"[MeSH Terms] OR "mefenamic acid"[MeSH Terms] OR ("ibuprofen"[MeSH Terms]
OR "ibuprofen"[All Fields] OR "ibuprofen s"[All Fields] OR "ibuprofens"[All Fields]) OR
("mefenamic acid"[MeSH Terms] OR ("mefenamic"[All Fields] AND "acid"[All Fields]) OR
"mefenamic acid"[All Fields])) AND ("ductus arteriosus, patent"[MeSH Terms] OR ("ductus
arteriosus, patent"[MeSH Terms] OR ("ductus"[All Fields] AND "arteriosus"[All Fields] AND
"patent"[All Fields]) OR "patent ductus arteriosus"[All Fields] OR ("patent"[All Fields] AND
"ductus"[All Fields] AND "arteriosus"[All Fields])) OR "PDA"[AIl Fields])) AND ("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
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"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
"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]))

BT —HINR—X
PubMed - MEDLINE

IRERHAR - ARZRE
202211 5204

POE ST ES S
52 PICOT &8

XRRR U — >0 DM

BRFRXEw bR 433 Sk

1RROYU—ZOFER 1 21 XXHk

2RADVIV—Z20%R 2 Xk (BRINER : BRDHE 9 Xk, BRADMART T 1> 9 XK. B2dT7
D hALA 1 XER)

RIRHER 0 XMk (2 Xak(3BEfF SR (CEFEND)

MRIAFTDZF &b
EYIIED AN,

BT SR DFER LIENEXDERDRE

7Y I 7 — hOXEMERTEBMENZAmX (FR <. BFD S R DERZIRRI D,
Forest plot of comparison: EHE-1J0O7JIT> vs. BEE1J 701>

* Ohlsson 2020 & D 5IH
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Study or subgroup High-dose Standard-dose Risk Ratio Weight Risk Ratio
ibuprofen ibuprofen
nfN nf/N M-H, Fixed, 95% CI M-H, Fixed, 55% CI
Dani 2012 5/35 13/35 — 32.91% 0.38(0.15,0.96]
Fesharaki 2012 0/30 730 4——— 18.99% 0.07[0,1.12]
Pourarian 2015 9/30 19/30 W 48.1% 0.47[0.26,0.87]
Total (95% CI) 95 95 - 100% 0.37(0.22,0.61]

Total events: 14 (High-dose ibuprofen), 39 (Standard-dose ibuprofen)
Heterogeneity: Tau®=0; Chi*=2.09, df=2(P=0.35); I’=4.13%
Test for overall effect: Z=3.86(P=0)

Favours high-dose .01 0.1 1 o 100 Favours standard-dose
o
ABRRDIET
Study or subgroup High-dose Standard-dose Risk Ratio Weight Risk Ratio
ibuprofen ibuprofen
njN n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Dani 2012 15/47 16/48 -.— 94.06% 0.96[0.54,1.71]
Pourarian 2015 2/30 1/30 5.9405 2[0.19,20.9]
Total (95% CI) 77 78 - 100% 1.02[0.58,1.79]
Total events: 17 (High-dose ibuprofen), 17 (Standard-dose ibuprofen)
Heterogeneity: Tau®=0; Chi*=0.38, df=1(P=0.55); I’=0%
Test for overall effect: Z=0.07(P=0.95)

L 1 L

Favours high-dose 0.0 0.1 1 o 180 Favours standard-dose
Study or subgroup High-dose Standard-dose Risk Ratio Weight Risk Ratio
ibuprofen ibuprofen
nfN nfM M-H, Fixed, 95% CI M-H, Fixed, 95% CI

Dani 2012 4f35 3/35 S E— 37.5% 1.33(0.32,5.53]
Pourarian 2015 430 5/30 I 62.5% 0.8[0.24,2.69]
Total (95% Cl) 65 65 i 100% 1[0.4,2.5]
Total events: 8 (High-dose ibuprofen), 8 (Standard-dose ibuprofen)
Heterogeneity: Tau’=0; Chi*=0.29, df=1(P=0.59); I’=0%
Test for overall effect: Not applicable

L 1 L

0.1 1 in 100

Favours high-dose 001

aE 3 HEDKE (mL/kg/K5fE)

Favours standard-dose

Study or subgroup High-dose Standard-dose Mean Difference Weight Mean Difference
ibuprafen ibuprafen
N Mean(50) N Mean|5D) Fined, 95% Cl Fixed, 95% Cl
Dani 2012 15 1.TI11.5 15 36{1.E) . 64.54% 0.1]-0.7,0.9]
Pawurarian 2015 i} 349(1.1} n 315(2.E) | | 35.46% 0.4[-0.68,1.438|
Total *** &5 L1 | 10:0%% 0.21[-0.43,0.85]
Heaterogeneity: Taulsl; Chit=0.19, di=1|P=0.66); I*=0%
Test far overall effect: Z=0.E3(P=0.53)
Fawaurs high-dose 100 0 o 50 100 Fawours standard-dose
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aEmEEOZK (0.5mL/kg/KEARE)
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Study or subgroup High-dose Standard-dose Risk Ratio Weight Risk Ratio
ibuprofen ibuprofen
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fesharaki 2012 4/30 3/30 —.— 85.71% 1.33[0.33,5.45]
Pourarian 2015 1/30 0/30 * 14.29% 3[0.13,70.83]
Total (95% CI) 60 60 —~atli— 100% 1.57[0.44,5.63]
Total events: 5 (High-dose ibuprofen), 3 (Standard-dose ibuprofen)
Heterogeneity: Tau?=0; Chi*=0.21, df=1(P=0.64); I>=0%
Test for overall effect: Z=0.69(P=0.49)
Favours high-dose 001 0.1 1 10 100 Favours standard-dose
N ==
SHAEE R
Study or subgroup High-dose Standard-dose Risk Ratio Weight Risk Ratio
ibuprofen ibuprofen
n/N n/N M-H, Fixed, 95% CI M-H, Fixed, 95% CI
Fesharaki 2012 7/30 5/30 —F— 83.33% 1.4[0.5,3.92]
Pourarian 2015 2/30 1/30 _ 16.67% 2[0.19,20.9]
Total (95% CI) 60 60 i 100% 1.5[0.58,3.86]
Total events: 9 (High-dose ibuprofen), 6 (Standard-dose ibuprofen)
Heterogeneity: Tau?=0; Chi*=0.07, df=1(P=0.78); I’=0%
Test for overall effect: Z=0.84(P=0.4)
Favours high-dose  0.01 0.1 1 10 100 Favours standard-dose

ZTOMOFER: BRHECJ O vs. BEE/J 01T

SBHE/J7071> vs. BEEATJ IO | WKL | BEK Risk Ratio [95%CI]
EHAE/8E
HE
4707 1> 2 1-RaEEOIRERHE 1 35/35 2.0 [0.39, 10.22]
ARIFMONE 1 35/35 1.0 [0.15, 6.71]
SR (24 BERE 1ml/kg/BERIEE) 1 35/35 1.5 [0.27, 8.43]
MZEAII (2T Papile grade) 1 35/35 0.67 [0.21, 2.16]
fMZEAII (Papile grades>11I) 1 35/35 0.5 [0.1, 2.56]
PVL 1 35/35 1.5[0.27, 8.43]
REATHRRAE (£ TOEPEDHE stage) 1 35/35 1.0 [0.27, 3.69]
REATHIRRIE (EPRD$E stage=3) 1 35/35 2.0 [0.19, 21.06]
A RIBMRRER (BIE 36 18) 1 35/35 1.6 [0.85, 3.02]
i dinibnd 1 35/35 0.93 [0.51, 1.68]
BRE/J707J1I> vs. BEEJ O | HRE | £EE Mean Difference [95%CI]
=HE/E
BE
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PN 35/35 21.0 [-1.44, 43.44]
A/ MRS (x10%/L) 30/30 -29.0 [-74.83, 16.83]
aEEOMmMEI L 7F > (umol/L) 30/30 8.84 [-4.41, 22.09]
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Grade EP table

EBRAE/J707T> 8

BEAJ O >OHR

R DFfi(Certainty assessment)

NAFR Zofo | SEECIJ70 | BEEIJ70
I—HIE | FiEEH
URY w5 x> x> (95% CI) (95% CI)

17707 1> 3 [R5 OEIRERITHKE

Page 18 of 27

IEF>RD

SR

3 RCT FHe | FT | EAT | AT | 1L 14/95 39/95 RR 0.37 -259 per 1,000 | ®960O BE
AN AN AN (14.7%) | (41.1%) (0.22 to 0.61) (-320- -160) th
MR FDONE
1 RCT ST - FEHIT | IERIC | 2L 2/35 2/35 RR 1.00 0 per 1,000 - EX
AN Ry | P (5.7%) (5.7%) (0.15 to 6.71) (-49- 326)
NGO A
2 RCT FEHC | FHT | FT | FY | kU 17/77 17/78 RR 1.02 4 per 1,000 1:10l@) X
AN AN (22.1%) | (21.8%) (0.58 to 1.79) (-92- 172) &
AMZEAIIm (Papile grade>III)
1 RCT FZT - FE2T | FEY | U 2/35 4/35 RR 0.50 -57 per 1,000 - DN
AN AN (5.7%) (11.4%) (0.10 to 2.56) (-103- 178)
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NAFR Zofto | SBEECIJ70 | BEEIJ70
I—HIE | FiaiEH
URY %5 x> x> (95% CI) (95% CI)

TR+ DFE (Certainty assessment)

Page 19 of 27

IEF>RD
TR

1 RCT SEAUT - FT | JEBIC | U 3/35 2/35 RR 1.50 29 per 1,000 - X
AN Ry | FER P (8.6%) (5.7%) (0.27 to 8.43) (-42- 425)
NEC
2 RCT FHC | FEAT | FET | FEY | kU 8/65 8/65 RR 1.0 0 per 1,000 ®dO00 X
AN AN (12.3%) | (12.3%) (0.4 to 2.5) (-74- 185) iy
FEREEE (1EIE 36:8)
1 RCT ST - FEHT | EAY | U 16/35 10/35 RR 1.60 171 per 1,000 - EX
AN AN (45.7%) | (28.6%) (0.85 to 3.02) (-43- 577)
BERIBEDZR (0.5mL/kg/BFEARE)
2 RCT FC | EAT | EAT | FEY | U 5/60 3/60 RR 1.57 29 per 1,000 1 10l0) gX
AN AN (8.3%) (5.0%) (0.44 to 5.63) (-28- 232) {liv
KRARMRAE (ERRD%E stage>3)
1 RCT ST - ST | IERIC | 2L 2/35 1/35 RR 2.00 29 per 1,000 - EX
72 BN EAP (5.7%) (2.9%) (0.19 to 21.06) (-23- 573)
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CI: confidence interval; RR: risk ratio

Explanations

a. )\A 7R :3DOREBRINTICHENT, SHLS—DTTRDERKICET D/I\A T XD IR IONRAHETH >z, BIDAHF(E 2 DOAFT TRRmRSN. 1
DOMFRTIEIARPETH DIz, BEEBOEREE 3 AR INTTABEETH D, 7D MO LFHEOERIL(E 3AKRDS S 1 AN TRIBETSH D, D 2 i
RTHRIAPRURADHEN DTz, TEFT A% 1 BRRESIE T/,

b. #8E : H>TILH XM &L fzsd, RR & RD (Risk Difference) DOREFEMEDERXBNL TS, TEST > X% 2 BRESIE T,

C.N\AFPX : WiBREE S AL —DIT U RERKICETDINA T ADYRINRRETH DIz, 1 HFORRTEEIDMAITMNREEN T, Mtk 68
SEOERICERREETH > e 1 HORERTIEZ7D MO LAFHEOER(E (UEEFIEICLD) [CDWVWTERINATPRDYRXTMEN DTz, TEFT>RXZ 1
ERPESIE T Tz,

d. 18 : 2 TILB A XHNELzeh, RR & RD OfEEMBOEREXBEEHRDLEN Dz, TET >R % 1 BfEsIE Tz,
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BINEMEEZEIDIRERICHUT. SASEAIJTOT I AEEZITNIRNC EZIERT D, (5L
5L W [ BESL, (& ‘
(ATAY-4 _ oy TFSFH DHBIEN
WX (A
YO WA INEN H RS0 ETFRIFE DISIRN
REW Fh NEN nIHh TESE DISIRN
IERICIK & & = FRRFIR L
BEELQAER | EEOTER
EERAHER ‘ | EEOAER
| EFEEES | EFEEES ]
HFEEZE>ES HFRZE>ES
DEOHEEE | DEEFHBES
DEHD DE(FRL
»hH <72L
N . N | AT
FEBSGERAY | LEBOGERA HES5L .
KELINE . TESE DHSIRN
B HBE5 <M TTADMEBAL
BAI TR
MRTETDEZ
PEED ‘
REFROR —_— EDTIAR® | PEEDHIR TFERIFE TSR
B
IERICIE & th = AR U
" N . .| TABHES
S IRNYE | LB RN i BT X
KENINE ) IFESE AR L
i BESBMI TTAMBAL
BAITRN
HE5< HESL X
%D HBESFHD CESSES DIMSIRN
HERL B2




Evidence Update COSTR -JEBNeo - v 1.0 - 8 Dec. 2024 Page 22 of 27

payANSYANA

ATAY-4 (= (A
HE5L, HE5KL. .

AYAY-4 =y TEXE TSR
ATAY-4 (= (A

WRANEEDZERS

- 3. 190 BIDRERHNEFENZ (Dani 2012 TAJITOT 1> 1 11— AEST TRIOFETEGI &5
—INRTRIMER ZEHD & 215 61) .

- PEROBIREFRFIE(CH T DERELUTCOBAEN I 7071285 (BOF(EEFRAES) (3.
BEERS (BOXFERARS) (CEXTHIRERMEORBN DMz (N=3, 14/95 vs 39/95,
RR 0.37 [95%CI 0.22 to 0.61]) .

- KOEBEEOBWVND MHALAE U TEIRUZFETIRR. S|EMEALM. PVLYS, ZDMDI7D MAA
E U TERIRUIZEREESRMI. NEC, A RIBMAVESR, BHEEREE. RAEERECS\WT, 1770
JIEE(CKDIEZDRDEIN DIz, Fe, MREFERE. MBM(C DUV TERET UIZMFRA T (35HE
MrhncTuaho iz,

- BREJ7071 45725882 L THRALRECRISNIEMIES UTREEGX, BiEERE
NEIFSND, TG X(E 2 AT 130 I THRET SN, 1 FAFRISTER 29 BKiE, 9B 25-26 BE TR
ELTUVEN, 1AFRETERE 37 8K, FI9E(E 30-31 BT, BWIEEHEBRD X IR EREEEZ X
KRELTUVZ, BHEERE (ZK) (32 A3K 120 Tt SN, 1 HAFRIETER 37 8K, Fi9fE 30-31
BE[FRELTHD. 1 HARIEITER 298 6 BHS 35386 HThoic. WINDEMEICDWLWTEUX
IDRWVBRERICDOVWTOBERNM R, BRE/J70J 1> 0OREM & FHlI IS (CEA+53 & HIkR
Uiz

U EZBEFA T, kDR E LTz,

Knowledge gap

- K CQ THRHULHREIE. SHAEDL A% 20-10-10mg/kg & ULTWLWzDR 2 iA3E. 15-7.5-
7.5mg/kg ELTWZDOM 1 FRATRZOTZM BEDL DA ZEE UL AU ICKDENELLE UIZIAF
(FTaMo Tz, IREBWERAD/IN\S > AN TBELIRDAEREZRT U TV BEN DD EEZISND.

- R CQ THRE UCHR T IHEFREREZSORPTRZHRE UMK (GRS, SASKESCXKDE
ZHECDINEDINEARATHD.
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BEXMURX

Dani 2012: Dani C. V. Vangi G. Bertini S. Pratesi I. Lori F. Favelli R. Ciuti A. Bandinelli C. Martano P. Murru
H. Messner F. Schena and F. Mosca. High-dose ibuprofen for patent ductus arteriosus in extremely
preterm infants: a randomized controlled study. Clin Pharmacol Ther. 201291(4): 590-6.

Fesharaki 2012: Fesharaki H. J. F. S. Nayeri P.A. Asbaq E. Amini and M. Sedaqat. Different doses of
ibuprofen in the treatment of patent ductus arteriosus: a randomized controlled trial. Tehran University
Medical Journal. 201270(8):488-93.

Ohlsson 2020: Ohlsson A. R. Walia and S. S. Shah. Ibuprofen for the treatment of patent ductus
arteriosus in preterm or low birth weight (or both) infants. Cochrane Database Syst Rev.
20202(2):CD003481.

Pourarian 2015: Pourarian S. F. Takmil S. Cheriki and H. Amoozgar. The Effect of Oral High-dose
Ibuprofen on Patent Ductus Arteriosus Closure in Preterm Infants. Am J Perinatol. 201532(12):1158-63.

Supplement (HE&EH)

Evidence to decision table

Judgement RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O L& BEROEBIRERFEE. 5>t OAREihitm

O HE5K. LR REDEMEZSITEHI T, BEIROEIREFRFIE

O &5 [FW DEHFERCHNT, BESHRHM < BIRERMHEZ

® (FL) MDD E(FEETHD. AMEIZTDREERICHS

O &FRFE WCEEGERRNZER TH D,

O 5N

Judgement RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O nIgM BMEDRHEN LRI DT LT, BIRERFIEC

O Mz £35S oM LAE B MOEHHEN R 5 &

e 1 TAlE=N3.

O K&
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Judgement RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O KEL) IRIEMEBR O BIEEISE (C K DBEEROEIG D

O H SHVRENEFHF SN TRV, FEFIENMR< T

O /&Ly EF > XDEEMEMMRN . BESBRSHRLIXATEEME

O HIm Hd.

® =FZFE

O BB

Judgement RESEARCH EVIDENCE ADDITIONAL
CONSIDERATIONS

O IFE(ICE BRE DRIER(CB U TIFERIEN S D ITEFT >R

[ R liv DEEMEHPEETHDIN, BEBRICET DIEH

O = BNV I EFT > XOEREMEVNS ENS,. &

o= HOEEEBIRE EHE LT,

O JRAHAFRIRL
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RESEARCH EVIDENCE

ADDITIONAL
CONSIDERATIONS

® EEAHERMETZ(FIISD
EHD

O EBROAEREFLEESD
={OLI[:E kL 10)

O BEELTEREFZ(EESD
SEHETSLLRU

O BEELTHERMEXZ(EESD
YN

BIREPHFIER ND EEZSNDN, HEsmDIR
SIS B ANIC KD CRERETIIR <BIRED
PIMEZzBEIRETDHEEHD. TOEEME(CDL)
TRIESDENDDEEABND. Tfo. BIHAEERE
EEERNDEEZISNDIN. RENIGFZEQER
BATH D, HIHFITDANCLOTEDEEMICESD
EN'HBBDLEEZISND.
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O B ERMMELL

O ExtiEftEZs <Efi

O NABHEBRHMREVINEE
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O BESLITANMELL

O NMADMESL

® =FZFE

O Bh5iRn

BFEULRE U TBMEDRHEEIEEDOTIEST
> ADFERMER > TRESNEN,. BEURLZD
R & UTOBHEEBRSDIESE R X IERRBIED
BINEIRVNEDDIEST > ADOHEEMEL V=D,
It DANIC KD THRD/INS > ADHfIEE=HRS
FTHDIEEZBND,
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O XKEROX b

O RFFEEDOIOXR

@ A TETDEFEDIR MOH]
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O HEEDHIR

O KS7RE0Rk
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TJ707 x> DEME. ERIORTFERERED
([CEDFESRN,
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CQ7 —1 Full SR CoSTR: VATS Djia#hEIR

(CoSTR: Consensus of science and treatment recommendation)
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CoSTR authors and affiliations:

=Y RREIARBYREE /NE - #FrERER

F S RREUFERARFMERIERT>Y— [EEHE 2RSS - LR
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*Corresponding author (EE&%)

Version & date:
1R 2024 5H 12 H

CoSTR citation:

BAGE : =2 B, 4l #hidk, BK ¥, EFAMBITREEEFM (Video-assisted thoracoscopic
surgery : VATS) OiEIR. REROEIRERFEDEBEDZHDZEI 1 RS- > JEBNeo CoSTR
CQ7-2. 2024 £ 2 A.

258 : Megumi Miyagi, Takuya Sumikawa, Aya Shimizu.

Selection of video-assisted thoracoscopic surgery (VATS) on Patent Ductus Arteriosus

(PDA). Japan Evidence Based Neonatology (JEBNeo) CoSTR for the Clinical Practice Guidelines
for Prevention and Treatment of Patent Ductus Arteriosus of Preterm Infants. (CQ7-2) February

2024.

Full SR citation:
N,

Conflict of interest (COI: FI#fHR):
RU

Clinical Question

RARBMERPEOFMIZMNEL T DR (TE 37 8KE) (S U T, ESAHHB T LR FiM
(Video-assisted thoracoscopic surgery : VATS) (&, Bl LEE LT, NICU hSDIETER,

R SHHE, BIREIREDRIEZT R =EDN.
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PICOT

Population:
RKRARBINERFEOFMZHNEELITDE (T2 37 BXKE)

Intervention:
EAB TR (Video-assisted thoracoscopic surgery : VATS)

Comparators:
AR Ity

Outcomes:

FET R B/ Flhs E/ A B B £/ OWSR/ MR S HE (M EEE ) /M S HHiE (KUl )/ i S HAE
(HBm)/ i SHHiE (REHZES)/MESHMHIE(HNDT IS I OFEM)/EE R/ EREIRE (C
XJ 9B it/ B aR R/ Ui/ B E 1/ EAE A EAE/ A BB

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

HEIEALLEESERER(RCT :randomized controlled trial), IFEE{ER{LIRER, AEMIERIRS
Subgroup analysis :

- 7ER&EZ47 : Moderate preterm(1ER& 32-36 i), Very preterm(TEff 32 EXKiH)

- HABFAEER! : Low birth weight infant(LBWI),non-LBWI

- Fitr =k EAR!

fiTal - Al - AR - RFEERISE D 2 O— 77w T HAR

REZREFT—4NR—2X : PubMed. EH:EE

Language : English, HA:E

Time : ~2024 £

Definitions, other notes for PICOT:
EEaHE : MEEE, [k, Him, A7 FRZEIFRRAS, ROHEME (FERK
73) MiEDEMR, FE, BB, BumiE, SAEAIEE, hEah

BIfF DR
KRARHRERMTESES 7 RS> (2010) ([T KABBIREFRFAEDEEE LT VATS (Video-
assisted thoracoscopic surgery : ES A#BI FRABEIEFM) DEISIC DUV THER (IR D 7z,
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SElDHER (F)

RATENRE R (CX 3 DHMINBAHMT DA E U T BRFMN ES A B T RAERFM (VATS)
NDFR(E. BEDIRRE, FEsROAFIOMEOBRE(CICCU TRETDCEZRET D, (B[VIHEE, IF
BIEWIET > XOMEEMY) .

VATS : Video-assisted thoracoscopic surgery

CoSTR summary

7ERE 37 BREORAREBMERFEOFMiZHEL T DRICHIDBEREL T, EFAMHBTRMEER
Ffi (Video-assisted thoracoscopic surgery : VATS) (&, Bl & LB LT NICU h S DFETE
Br. MiESHHE. EXREBIREOREZRD EBDINEVNDUT—FIIIFICH L. SEEZIC
Systematic review Z{T> /.

1£ha 37 EXREDORAREIREFRFED VATS ERHFMODLEEATTZXIRE LT PubMed EEFHR
HES(CHBVWTXAMERZIT O Iz, RBEDIER 92 XEESN. XU U—Z>JIC K DERRAR 4 3k >
PR SNz, WREBDEARCDOVNTT I MOLBICHD E VATS TIE [EEME] (CDWTRIED
RSHER(CEL, BEENESMN Oz, Tz NEXRFBMEDFRAE] . [l . [FEAELE] OEE6
K<, [liEOWE (F19) | [FAERCERICESTEMECELZSRM > eLRESNTLZ. LM
Uants. TR (FEEICESDEN DD E(CHME T, [VATS TR DREADZESE | EDEH)
DMEHDBIX TLEIINS|MESNTULZ, [FRTREE] (FHEEFCaROSN. BREFRH DI,

FIEHER EFMRFOAREN L D/NSVWEETRTH SN D e EVWDREEH DIz, EREREBDERNID
MAALCKRIFITRECDVTI(E, GEFIERDIENN (T4 > TR =B iFE & EIROF b D9 h iaiE
Liz&EWDSIREN D Dz, 2B, ERNTDRERAD VATS OENukus% (FREMN TH D, ELBW DIFETHI
BIRESNTLZ. UL, LEZ —H{REBDTZRX (VNI NES S TILE A XH MRV (CES5 1T
DEBMATR THDICENSITEST > ADOERE(FIFRTEL . HEERITEUMHERE(CEBFED, 128378
RimDRZACEIRE RFEDRFMTIN VATS D DFER(F. BEDIREVIEROAE]. BAREZEHTIE
HRHA RO SN D,

SE=EmUK SR (CEAULT

Wi

72ha 37 BREDORZAZHIMEFFEDOFMZHLELITDIE (P) (CHUT. EFAHHB T AERFiT
(Video-assisted thoracoscopic surgery : VATS) Z=Ehtd D (1) &N, BRFMZEEmRIT D&
(C) &EB LT, NICUDSDIETREE. MiEESHIE. ERBREOREZ RV EDINENDIUET—F
DIRFIA>EFEL. SRZEITDOI,
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BIRELHE S BRINESE

REBEMRIE, KRATEBIRERFED VATS EHBFMOLLRIATR T, L E1—. BIERLIEEREHER
(RCT), FFMIERILiER, EGISEREREESHIZ. FMERFHAICHERPOEEN®D CBET DR Gt

YBHR EIERE 1 BAXRM) ZEFRVERXOREFC(FEAELSDE B O (FERI LT,

REFERT —FR—R(F PubMed EEFHRMETENRE U, Xak&ER(E, PubMed (& 2024 £ 2 A 25 H.

Ehik(E 2024 £ 4 A 17 B(TiTo /2. IRRERFRRHF TOLIHE (RRB/RERIBERS) &L,

YHMRZER (RRZEH)

1) PubMed (2024/2/25)

(((("Infant, Newborn”[Mesh]) OR (newborn*) OR (new born*) OR (newly born*) OR (baby*)
OR (premature) OR (preterm) OR (“pre term”) OR (“low birth weight”) OR (“low birthweight”)
OR (LBW) OR (VLBW*) OR (ELBW*) OR (infant*) OR (infancy) OR (neonat*)) AND ((“Ductus
Arteriosus”[Mesh]) OR (PDA[Title/Abstract]) OR (“ductus arteriosus”))) AND ((ligation[MeSH
Terms] OR “Surgery”[All Fields] OR (“surgical”[All Fields]) OR (“ligation”[All Fields]) OR
(“suture”[All Fields]) OR (“closure”[All Fields]) OR (“ligature” [All Fields]) OR (“tie*”) [All Fields])
OR("conventional”[All Fields]) OR (“open”[All Fields]) )) AND ((“Thoracic Surgery, Video-
Assisted”[Mesh] OR ("thoracoscopi*"[All Fields]) OR ("VATS”[AIl Fields])))

2) EFHhOuGHEs (2024/4/17)

(EF A TRapEiRFi/TH or VATS/AL) AND (EhARERTF/TH or ENiRERTF/AL)

Consensus of Science (FIZFHIRMDFEED)
XHERR D) —Z > D

NEMRZROMER (K1) , 924#% (PubMed88 i, EFHIGH:E 8 R, =8 41w DHAFTAESNIZ.
Rayyan ZFHWT 1 RAOYU—Z D0 %ZFEL. F40 MLETITRRSD S5 86 fREbRIN L. EZMH
FSREVTSFr—LE1I—1R (BRARAHESO) ZME LIz, CNSOXBHNSEEXH 2 iz
BRUVEEIZRIASR 7 IREXNRE LT, 2RRD V-0 %iT21c. AFUZHRYXD DS 2 iwmHAFKOEE
(BIE - ART T 12 )MEAANBECIYYFET (B 1) BRI =5(C 1#EN ROBINS-I T
“Critical” c¥IEE=NE (R1) o
RIEM(C, KCQDLE1—XHRE U T, BHERMAR 4 EHiHH NI,
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Records identified through database searching n=96

Pubmed n=88 ICHUSHI n=8

i (Duplication n=4)

(1st screening)
n=92

Records excluded
in title and abstract screening n=86

Full-text articles assessed for eligibility Observation study n=6

Observation study Literarure review n=1
n=5 (Observation study n=4)

i (Duplication n=2)

(2nd screening)
n=7 Records excluded

N Full-text articles screening n=3

NOT matched Participants n=1

4 studies(Observational study) NOT matched Study design n=1

included in qualitative synthesis Critical n=1

1 XBMRRIZO—Fv—b

U RO )\A 77 Rl
INA 7 ADY XT(ZDULT ROBINS-I ZFRWTCEHE L7z
&1 ROBINS-IDfER

Vanamo Chen H Stankowski Wei C
2006 2011 T 2015 2020

Confounding

Selection of
participants

into the study

Classification
of

interventions

Deviations
from intended

interventions

Missing data

Measurement

Moderate

of outcomes

Selection of
the reported Moderate

result

Overall
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x®2 BFAUEXBUR S 2RRTU—-Z2D)

Sk

BRYMER

Stankowski T (2015)

(LEz—) PICO [CRYFUIRWKBMEEU %S L E 1 —mX DAt

Jamil E (2013)

WAFRHFRNRRD (12 ki : FilishRfE 24 1" A, USSR 8 ~ 60 n'A)

Rukholm G (2012)

METTANERRD (#liAT LVCP OBEERIDMHESHIEDLLEIAFT)

Stankowski T (2018)

ROBINS-I (CT“Critical” #&5RMDAKR5EHd D

A RHA(CF I ZE R (T TEREEROIRENIMRL . BEiERRE (BIRMARK) T/ hMAFHESNT
WZHY, FliOREVMRER CDWTOERFEMNOE (R3. &4) .
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MRIAFTDE L&D
x3 XUX b (BZEHAR)

Author |
FilaITER
Study design

FiFOERAEIRIC—E TR

Characteristics
FilbFEER
VATS | ol

el

Page 8 of 14

FilShE
VATS | )

Note
(ERESD)

| VATS | 0] | VATS

|r;am-a

Stankowski T Total 101
2017 (LBWI D7)
#®m3mmE TERR R
LBWI
dR—b F19+SD(wk)
35 65 27 £ 2.6 27.6 £ 2.7
(2012- (2003- (min23) (min22)
2015) 2012)
[BRSMEHE] BERDES
AR AEE 106 35 64
E-d (100%) (98.5%)
Chen H 2011 Total 302
BiFRE
(2002-2007) BERDES
dR—b
52 63
134 168
(38.8%) (37.5%)
[(BRAEHE] >5kg. ENARETR 8mm YL
L. CHD. BWREDHERE. EAEM
= MESE
Wei C 2020 Total 173
#B3AMEIR—b 127 46 BERDES
NvF>
! Total 89 10 4
%)
(15%) (20%)
69 20

a

NS

NS

FiltsBin
Fi5+SD[H]

28.5+£14.1 26.1 £ 14.8

FiifisAin $19+SD[H]
134.2 = 139.1
37.6 30.4

FMsAE: HR{E(range)[A]

7 7.5
(5-18) (3-10.5)

FiTiFAE
F19+SD (g)
1249.3 £ 511.8 1300.9 £ 516.0
NS
FiFiHAE
Fi9+SD[kg] (range)
3.5+1.3 3.7+ 2.4
NS
(1-5) (2.5-5)

FibSFE thfE(range) [kg]

6.9
(5.5-11.1)

5.6
(4.6-8.2)

OB DIREREREDTH L L
¥LBWI & non-LBWI OB I 0)L— T THEK

NS

OVATS flifh(CRMmIICtIDE X 1= 15 A(LBWI 6
A, non-LBWI 9 A)(FEEBIIRE L TLVRWL

O it E DIFERFLFDTHI U

Om#Hn 55 H D ZER
NS OVATS nSHBADZEER L

OBEERBIREICHT D

NTADBEIEHE L

Ol EDIFERFHEFDLHL

NS X< wIF >0 U TLER
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X*PDA DER : BRZEZ4HD p=0.030
VATS:3(2-3.5)vs Bgfi:3.75(3-5)

XInclusion

O (BlEBE#H=ZELTE. )
criteria 3.2kg Mt

VATS (S5 REALA I

Vanamo K
Total 110
2006
IDF2 or S MME FiisAs PRIE
#A3MEIR—b FiliFAE Fi9+SD [kg]
n(%)[A] (range)[A]
50 60 O iiE DIRBRFHEDIHIRL
23 13 <0.0 15 12 10.5 10.4
(1994- (1986- NS NS OB 3hAxETIAO—
(46) (22) 5  (0.75-213) (0-204) (1.6-65) (1-49)
2004) 1995)
XPDADER : BREHD <.05
VATS:2.9(1.0-7.0)vs B:5.0(1.3-
10.0)
#F 4 Evidence table
Author (year) Stankowski T (2017) Chen H 2011 Wei C 2020 Vanamo K (2006)
VATS BaRa VATS BHRa VATS i) VATS i35 1)
Outcome [EEE] n= 35 n= 65 p {8 n= 134 n= 148 p B n= 69 n= 20 pfE n= 50 n= 60 pfE
FETIREE [9] n 1 2 0 0 0 0 0 0
NS NS NS NS
(%) (3.5) (3.0) (0) (0) (0) (0) (0) (0)
ABzB#([8] H day 5.9 % 6.1 1.25 2.27 4 8
ND NS <0.001 <0.0
(range) 1 1.4 (1-2.0) (2.0-3.2) (3-33) (3-28)
XNTADE
NAZET S ERER[7]
B
n 3 1 2 10 it 4(6) 0(0) NS 3 1
NS <0.05 NS
(%) (5.1) (3.6) (1.5) (6.0) JAO—H 2 (3) 0(0) NS (6) (1.7)
BEM[7] WEE : n (%) *F 25 22 15.2 + 30.6 + <0.05
pral ey iR Sy <0.05 ND ND
(89.3) (37.3) 3.2 4.4
mm EHESD
VATS O WERE SN %) | VATS AME(F/NEL(mm)
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E9£SD(min)

FHSE[7] 2 s 38.9 + 36.1 ¢ 98.2+ 120.4+ 81 56 45 67
- <0.05 <0.05 0.007 <0.05
o
20.2 12.5 18.2 29.8 (56-101) (42-83) (20-125) (40-125)
(range)(min)
igAR[7] C g+ 35.0 + 35.1 + 36.6 38.4 +
NS < 0.05 ND ND
SD 2.2 1.4 3.6 4.2
HRMERE7] n 0 2 NS 0 8
<0.05 ND ND
(%) (0) (4.8) (0) (4.8)
R FERDT R HERDTE
REEREL7] n 0 0 0 2 0 1 6 0
NS NS NS NS
(%) (0) (0) (0) (1.2) (0) (5.0 (12.0) (0)
MfE RL—>DBERBE h ol ND \D ND 6 48 0.05
<0.
(range) BB (I VATS DA HYEL RL—>DEBERIZ VATS OAMEW | (2-192)  (12-72)
1 n 16 57 0 1
<0.05 ND NS ND
(%) (55.2) (87.7) (0) (5)
VATS ifith DRI DZEE n 6 — 0 (0) — 6 — 0 (0) —
(%) (PDARETETY, BIREHME) (PDARETETE)
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SElDHRE () BiS

FREARBNRE R (CX I 2MINEAtEID A E U T, FMIRFMiN E AB FRREEFM (VATS)
NOBIR(E, BEDIKRE, MEROEHOMEBOZIRE(CH U TREIT DI EZIRETD. (B[R, 3
BCEVWIET > XDHEEM) .

I EF>ADSHESEA

Summary of judgements

JUDGEMENT
HBE5LK. &
Gl
(R
EFULIR
EFEULRBLER IPNEN
IEF> RDOMEER
IERICIE
4
BERARE
ESLFIlr
E5D0=%H
o)
NABLEB
SHERDINS >R KREWVWINE
BTV
. hEE DL
WEERE
i
VWEER=(CREY
BDIEFT>RDE FEEICIE
=it
FRAMFRR
BERXIZNER
)
=t
HBES5L., &
(R
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JUDGEMENT

SEATRIRETE

WRENEEDZERS
RARBMERFEDVATS (EAMB FRRRFM) (CXDEFNDIHPEE, NICUNSDIETE
Be, &S HHE, BERBMEDFIE, BEMRE, RNOA RSAZDFRMRTHIBEETDZECHS
WCTEKXRRYD MIATHD. BERAEEORETZ LW, BRFMELERUZE7D MIAICEKD
VATSOEENRZASMNCT DI LIF, BUIRFMiZERLUT, BOME - BENE(CDIRTDIEER
BRECHD.
SEREIRDIZAFTRICDOWVTT D M ALRICHD E VTAS (F TEFE] (CDOWCEIBIORENER(CRE
<, MEEAEMOIZ, Fe. NEXRBREOFIE] . [#mml . FHEAIEE] ORSHE, (i
R (F13) | FBERICBRICESTRAERCEWVLESRMN DIEERESTNTLD, ULHMURBHS,
[FbsE ] (FERCESDENHD LA T, [VATS iR DFBAADZEE | ZEDMEFINEE DR
X TOEIASHESNTULZ, [RTERE] (FEEFCERH5SN. AEREF RN i (FR4) .
Stankowski T SDOIZE T, (Stankowski T, 2017) , F&E VATS LWINTE, IE LBWI J)IL—F
TFBREARFET(FEN > 2D U T, BEEAREREFETINmEF CholzEmESN TV, BEARIRSE
R, 6579 1 &0 VATS % 40 B (CAxtEm (il (C4RE 700 g) , 35 &9 2 LA FMFME 30
Rl (CKEOEEAMM (FMEHMAE 750 g) & LIRS (FMIFHAE 950 g)ThoIz.
—HT. HREEFREDDHC DOV TChenSDIAFTIE (Chen H 2011) , FREMQFlT, MR}, EE
mm, Nv R, BEREDEMCEDSE, VATSE1,150.3+ 221.2[$]1 7, FHiWEF2,415.8 RJL +
345.2[$] (CHELT, BEIC (P<0.05) ¥ FEE(CEIRL TULE.
U UIRNNSCNBDT7 I b AALICDWTIIERERATT TDIRETTH D, Certainty of evidence(CoE)(&
Very Low~TIEF>RRUTHDIERIEEZ <oz, £EFMIFCHITIROEERE (Bt
% - BIEBIEVW O EEEZED) Z2ERULEOFHICTENSDD 2D, &% 1 4 BURDREPRER
(CXFTF D VATS ZRHWTABEDEIFZHIM I DHC(F. CNSDRICHRZER D ITARDE SIRDER
METHD.

B(CVATSIEEATERMIA K I TITATODNTVSERNTATH DN, FEROHERHICHITDRAE
BIRERFIEICER LU CTODME IR SN TS T ENERSND. FTEEFERBEORERN 7D MIA(IC
FEZEREFI RN SDIEHUTDEML Ed—ZEELU.
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1) BREBITDIRERADIRLERHICE TS VATS DERE
HARICH T DPDAZ IR E UIZREEADVATS E BN FilT & LhiR UTZARFRFIR < . 37:BRIEDRERI (C
VATSZ EM U TUL\DhE% (FREN TH /. ELBWIICHT I DVATSOEIDHRE (Ishida 2022) Tld.
36EBIFRT. SHHEE8HI(22%) « FET(F261(5%)TH D, ERDIRIRT(E. EFU IRVHRSRE0)
EBZBNEL.
2) VATS Offi&a £

FHz ZER (5 U 72 51 TR (3720, Laborde Fld, VATSO#RBRAEMGIEY & FiilsE(CDVWTER
LTW3 (Laborde F 1995) . EMIEREAT(E, FREEBREENRDT & (ICFMBSHINERICIEMRELTL)
7z, BERRMICHUVLT(E, EFIZROIBINCH D T, HMFMEHERME S RBEOFMiFMOF(34.853, 2.3
BE, ENTNIEHEL TULVZ(p=0.01, p=0.03) . —AT. HBFM=HIEFFEDZEENL. AFTHARI DR ¥
(CHWVWTRTF LR U TERICAEHE(p=0.002) LIzh, EEOFMRROZLEICEF RNz, B8, F
IFEESMBOERI(C, BREDHRENFETSN T, BFMEFRIN 200D ZB X 12761(23% ) DR,
MIEFOMRNEE LMD T2 & (36), BRI ODMEFFMSRMN D22 E(361), 2EDHHAIEE
(1FN)/REREIFBNIZ. FZ, VATS(E, MEBECHDIEXRQREMEANDIT> bO—ILNTEFROEN
S ENEIMENTULS (Rothenberg SS, 1955) . K2 T, VATSOEZEMDMHERDIZHIC(E, VATS
B DEREMAMAYDERX D ENTEIMMEEEOHMANNEL N D.

M Ens, HEEFEHIET A MBI TREREFM (VATS) HDEIRIE, BEDIRE, HEEROAHIHED
BRECIUTRETDICEZRETSIEUE. U ULWINEERATRTHDIIENSITEST > RDE
(HMES. SLERE L.

Knowledge gap

- Zlitias C OHtHIAAZT

- FTAEREACFMERS (R MaK) Lo EREROILEAR

- ERBACH T DRERDUMERREDEREERNDY I JIL— T f#th

- BEROMAEIRIACESITSD PDA (CXF D VATS 0T 0 bO—)LALmss B4

SENBUR b:
Chen H 2011: Chen H. Weng G. Chen Z. Wang H. Xie Q. Bao J. Xiao R. Comparison of
posterolateral thoracotomy and video-assisted thoracoscopic clipping for the treatment of patent

ductus arteriosus in neonates and infants. Pediatr Cardiol. 2011 Apr;32(4):386-90.
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Ishida Shuji 2022 : Ishida Shuji. Yamaguchi Ayano. Ooka Mari. Kenmochi Manabu. Nakanishi
Hidehiko. Evaluation of postoperative complications for patent ductus arteriosus in extremely-

low-birthweight infants. Pediatrics International. 2022; 64(1) 1-6.

Jamil E 2013 : Jamil E. Nazanin A. Alireza S. Amir H. Ali H. Mohammad A. Lida J. Ali A.
Behrooz M: Video-assisted thoracoscopic versus open surgery for persistent ductus arteriosus:

report of 10 years' experience, Life Science Journal 2013;10(4):1068-1074.

Laborde F 1995 : Laborde F. Folliguet T. Batisse A. Dibie A. da-Cruz E. Carbognani D. Video-
assisted thoracoscopic surgical interruption: the technique of choice for patent ductus arteriosus.
Routine experience in 230 pediatric cases. J Thorac Cardiovasc Surg. 1995 Dec;110(6):1681-4;
discussion 1684-5.

Rukholm G 2012 : Rukholm G. arrokhyar F. Reid D. Vocal cord paralysis post patent ductus
arteriosus ligation surgery: risks and co-morbidities. Int J Pediatr Otorhinolaryngol. 2012

Nov;76(11):1637-41.

Rothenberg SS 1995 : Rothenberg SS. Chang JH. Toews WH. Washington RL. Thoracoscopic
closure of patent ductus arteriosus: a less traumatic and more cost-effective technique. J Pediatr

Surg. 1995 Jul;30(7):1057-60.

Stankowski T 2015 : Stankowski T. Aboul-Hassan SS. Marczak J. Cichon R. Is thoracoscopic
patent ductus arteriosus closure superior to conventional surgery? Interact Cardiovasc Thorac

Surg. 2015 Oct;21(4):532-8.

Stankowski T 2017: Stankowski T. Aboul-Hassan SS. Marczak J. Szymanska A. Augustyn C.
Cichon R. Minimally invasive thoracoscopic closure versus thoracotomy in children with patent

ductus arteriosus. J Surg Res. 2017 Feb;208:1-9.

Stankowski T 2018 : Stankowski T. Aboul-Hassan SS. Fritzsche D. Misterski M. Marczak J.
Szymanska A. Szarpak t. Augustyn C. Cichon R. Perek B. Surgical closure of patent ductus
arteriosus in extremely low birth weight infants weighing less than 750 grams. Kardiol Pol.

2018;76(4):750-754.

Vanamo 2006: Vanamo. Berg E. Kokki H. Tikanoja T. Video-assisted thoracoscopic versus

open surgery for persistent ductus arteriosus. J Pediatr Surg. 2006 Jul;41(7):1226-9.

Wei C 2020: Wei C. Staffa S. Zurakowski D. Saleeb S. Fynn-Thompson. Emani SM.
Comparison of outcomes following thoracoscopic versus thoracotomy closure for persistent

patent ductus arteriosus. Cardiol Young. 2020 Oct;30(10):1433-1438.
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Clinical Question
FRARBIREREE (CX U THMRINEEMIZITOHRS. BRIV y E2IMTEESSHBEMT

PR

PICOT
Population:
RACBIRERFEOHRIN BT E &I DAEFI(HLE 37 BRE)

Intervention:

2w E >

Comparators:

4 AL/
TEERTT

Outcomes:

=h

FETRE/ Fls /Al B &/ RO/ MRS HHE(MEEE )/ MRS HHIE (I ) /M S HHE (H
I )/ W& S HHIE (R [BIFRFR AR ) /& SHIE (FLON ) /MR S HHE (AEMRIRE L) /MRS HE(HDT
OS2 ER)/EERRE/AERBIARE (X 9 S BFil/RIab RS/ B/ BE 1t/ RIS A/ e

Baif

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

HEALLEESERER(RCT: randomized controlled trials), 3EE/EA{LiRER, J/R— NAZR E T D

PRIZIT TR BEXEZHTREB CTERSNIERERXDHZRAT D

1&%% Database (& MEDLINE(OVID interface), Embase(EBSCO interface), Cochrane Central
Register of Controlled Trials, CINAHL(The Cumulative Index to Nursing and Allied Health

Literature), EFEET D,

Definitions, other notes for PICOT:

BIFDHELE:
BHLERB(ICE DK KARBMERFTEARELN 1 RS> (58 1 R)(IC(EHRINEEMDEIRICEET D
(o T,

&k
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SolDHELE
REARBIRE R (CX I DHMINEAHMIDIT AL LT #&%ifih oYUy EZ T DBIRIE. BEDIK
BB, M OMIEOBERE (LIS TRET DI EZIRET D(B[VIHE, JERICRVNTIEST > XDEEM)

CoSTR summary

FRARBIREREE (CX I MIMBAEMDAEE U T, B&RifiEo Uy ETMDVITNZERTA
ST DUVTEEF®D Systematic Review (3780 \fzsb. SERIDERSHVERK (CHTZD—M5S SR ZiTo7. H
(& RCT ZXR & U TR XBMEZRZ1T D 1o CQ (CEEUTZ RCT AR (ER VIR ERERMATT(Cxt
KRZ2ILT CTROTTENDXBMERZIT DI RDOU—Z2JDFER. 5 OB DOMRE/RD
7z Mandhan 5(3RFAREBMERFEICX U TREZRMMTONIZEE (3348) LoV E>TfihtiThn
12B¥ (34 %) ZIE&U. FMFENoUY E OB cBR(CEN Dz &kELTZ (Mandhan
2006) . ULhUftidpmn. Sl AREFHEHE, LU, ZERESE E. SrimogEHCDONTE. @
SARUEDRE (CARBE FFRDRN DIz, D 4 ORI, fEERMEFE O v E > D CAREmHHE
FMEDOSREZ LR L Tz, TREITRREEI—BLTE ST FLEBEDE L ER TRV HRIFZHR
e UTEALM D .

RRABEIREFRFAE (T DRDBN TRRIAFMAFEDBIRICEAL T, #E&ifie oYy BT
TP LDEBNTUD Z EZRET DIRIFZMIRLEIRWZEBIA o Tz, FMIAEDRE (CFREBDIR
AE. HEERMIBEDOFMNADOBHENEE THDIH., Miws E TR INRNETTHD EWND LERHECED

i

o

SEEELUZ SR (CEAULT

73k

i 37 BRimTHEL. RARBIRERFIE S ZI SN File HE LI DEF(P) (LT, TU
w E > i1 Q&2 (C) (CLERTHEIMN EVWSUY—FOTIAFI>Z/EL. SRZITDOIE,

BIREAE CfRIMNE%E

REFRIFER(E RCT,IE RCT, 7R — MAFEE UTz, PRI TR EXEZH TRE TR SNIZRER
XDFHEFFAUTZ, R HRT —4/N—X (& MEDLINE, EMBASE, CINAHL, Cochrane CENTRAL, EH
b LTz, MFR(F 2024 F 2 A 15 HICTo TS
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T —5Hhit

AN ROV -Z2T(F 3 A(BX. B, BAR)CKDMIZUTITUV. HEEN SO EIFEEFEH
DEFERUTZ, £3GEHEE 3 ACKDBIZUTITUV HENS O TTHE(ICFERD LR UE, GFEICK
DTHEHEENERULZWVNES. 4 ABOEE((ES)(CKIDHZITo .

5 — ST

MATRRIRT — I D e AFETERME T, BOSNEIEST >R ZRRIDICEEF .

Consensus of Science (FZFHIRHLDE L&)

XEKRA Y —Z >0 D5

XHMRFRDFER, —RAOU—Z2JWRIF 0 HTITRAOY —Z 2 TWRIE 7 4, BITHREIRD 125
EUE 54T, IREBEEHE 476 HITHO>IE(K 1, T 1)

XEMRZRIO—Fv—bH (K1)

F—AR=ZMBEIEUSCER
(n=90)
(MEDLINE, EMBASE, CENTRAL, CINAHL, ErhEE)

= N e
(n=83)

( sqtETIRISRT }

(n=7) 1. REBFEEARBLI TELE
1. 2a-THFH

( amsoRisE
[%S{i@%‘&%‘%btﬁcm ’ (n=2)

[ R S ]
(n=5)
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MRIAFTRDE L &b
AT SRR DFE LS (R 1)

FilThsE (53)
(RITEE)
Mandhan —a—> AT n=67 30.8+8.7 0 vs 6 0vs?2 1vs2 1 A (29%) Ovs1 Ovs1
(2006) —S>R GREERKE IUwvE>JitiEE 34 VS Vs
2 Jitis%) TEERMTEE 33 55.8+13.7 1 A (30%)
(p<0.05)
Spanos FAUH EARIAT n=68 N/A N/A N/A N/A 15% vs 17% N/A N/A
(2009) (EEftER) Uy E > DiEE 27
TR 41
Zbar TAUB [T n=68 N/A N/A N/A N/A 6 A (21%) N/A N/A
(1996) (BEhEs% DUy E> DR 28 VS
fEAITEE 36 0 A (0%)
M7 4 (HRETHIALIRR L)
Fan F7AURN (e n=167 N/A N/A N/A N/A 7 N (7%) N/A N/A
(1989) (EErEES DUy E>JMiEE 102 Vs
AR 65 0 A (0%)
(FETFHLIRR L)
Davis TAURB e n=106 N/A N/A N/A N/A 0 A (0%) N/A N/A
(1988) (B htEs oy E > JfiiEE 38 Vs
fEZ=MTR¥ 68 3 A (4%)
(fRET=2EILERR L)

FERTIMALADDSE, EREFEFFEICDVTIE S ROMR(CERN D>z, CNSORFRICHSNT, ERERMEDFERN I Y v E>ThfidD7
MEMDTZDN 2 K, BEEMDINENDIZDN 3 K TH oz, WINEMETFZRIURIRSN TN DT,
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U R0 )\A 77 R
FioEE. MERSHE(KIN). MESHE(RM). MERESHE(REFESE). MRSHEFLOMm). i
BHIE(AERIREE L )LD T I bHAICDNTIFHRBX R CEEHE N REFFT D E(FTERND D

7Z. ROBINS-I ZFHWWCEHEiZEITD 7T,
URTAT)INAT X (K 2)

Author By Bias due Bias in Bias in Bias due to Bias due | Biasin Bias in OVERALL
publication to selection of | classification | deviations to measure selection risk of
year confoundi participant | of from missing ment of of the bias
ng s into the interventions | intended date outcome | reported
study interventions s result
1. Spanos Serious Moderate Moderate Low Serious Low Low Serious
WC.
(2009)
2. Mandhan Serious Moderate Moderate Low Low Moderate Low Moderate
PL.
(2006)
3. ZbarRI. Critical Critical Low Critical Low Moderate Low Critical
(1996)
4. Fan LL. Critical Serious Moderate Low Low Low Low Critical
(1989)
5. Davis JT. Serious Critical Low Critical Low Moderate Low Critical
(1988)
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GRADE i

TEF>XDEEME (Certainity) (CBELT. GRADE 7 JO—FZAWVWTIHMULIE. BRATRDHFTHDWNITNDT I MHAE very low EHITE LT,

GRADE EP table

ESRMOHE (Certainty assessment)

Page 8 of 11

HRTH 1> M7 X | IE—EE | FEEHE EN i [TA] DU (LbEe] AB Xt
w E > D1 HEERANT (95% CI) (95% CI)
FAlhERE
1 non-randomized trials | serious N/A not serious | very serious none 30.8+8.7 5.8+13.7 BB
(p<0.05))
oot stastiiil
1 non-randomized trials | serious N/A not serious | very serious none 0/34 (0.0%) 6/33 not EZE:3
(18.2%) estimable
i}
1 non-randomized trials | serious N/A not serious | very serious none 0/34 (0.0%) | 2/33 (6.1%) not B
estimable
S
1 non-randomized trials | serious N/A not serious | very serious none 0/34 (0.0%) | 2/33 (6.1%) not B
estimable

[ [E1FE AR




Full SR COSTR -JEBNeo - v 1.0 - 23 Jan 2023.

Page 9 of 11

1 non-randomized trials | serious N/A not serious | very serious none 1/34 (2.9%) | 1/33 (3.0%) not BE
estimable
U
1 non-randomized trials | serious N/A not serious | very serious none 0/34 (0.0%) | 1/33 (3.0%) not BB
estimable
tEfRiRZE &
1 non-randomized trials | serious N/A not serious | very serious none 0/34 (0.0%) | 1/33 (3.0%) not B
estimable

CI: confidence interval
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SEIDHE (F) Bi5
REARBIRE R (CX I DHMINEAHMIDIT AL LT #&Zifih oYUy EZ T DBIRIE. BEDIK
&, FEER B OBRE (DS TRET DT EZRET D (B[R, IFE(CEVIEST > RDMHEEM)

TEF> XA SHEREN

- RRRBIRERMFEDOIFEMBIMER & U CTREERMiE I Uy E2 TG D, EE55MKDTEET
SHREVEFMITENIFRBTH D,

- RCT ZX5R & U THRAIRBES KURXOU—Z>0 %7272 CQ ICEMUIZMRIERE RGN D
zo ZOLET, BEATRICDOVTEEIMRERZITL. 5 HOERMTINETOR/RERD I,

- Mandhan 5(&. REARBMMERTEICKH U TREZRMMTONIZE (3348) &oVyE>TfihtiThn
J2B¥ (34 %) TLEBARSI L. FMsENAOUY ES M cRRICEMN D eERE LIz, UM UMmAFRHE
Tt Hm, S, AREEERRE, FLUERR, EFRIRERE. WMIMOREE(CEREFEROHIEN DT,

- D 4 HFOBERRFR (IHERRMBF & O U w EZ DB CER[EFHHRMBEOSEE Z LR L TS, FERISH
RET—BEBLTHEST ., BTN, FETENLEERESNTULVRNT ENSEDRLVAFR T
(FTx &I UCRIFZRIRILE U TERAR LD D 2,

- RARBIRERMFECH T DRDBEN TRERFMAEDERICEAL T, fEERiMiET U w EZTMDU)
ITNHPNKDEBNTND Z EZRET IRIFHIRMLE RV ZEBIAM D 2.

- A ELD., FMiEDORE (CFBEBEDIREE, MEwd KUMMTEOFMITENDBRAENEE CHDITH.
MizR " & TIRET T D LR END.,

Knowledge gap

- RARBIRERFEDOIFEMBMMER SN & U TRERMNIE I U Y ES MO EESHARVVNCDNT,
HEULTIMALDDSS, TR, FiilskE. ARBE. MEOWNE. MESHEmEERE. H>3
S OFER). HEHARE. EXREIE (CX I SBFiM. AIEbkd:. BuniE. BEM%. SHEAESE. IhEs
HFEDNTIE DRI ZRIRIUNYR < REATH D,

SEXBMUX b

Davis 1988: Davis JT, Baciewicz FA, Suriyapa S, Vauthy P, Polamreddy R, Barnett B. Vocal cord
paralysis in premature infants undergoing ductal closure. Ann Thorac Surg. 1988;46(2):214-5.
Fan 1989: Fan LL, Campbell DN, Clarke DR, Washington RL, Fix EJ, White CW. Paralyzed left
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CQ8 (TR EREIRERFIECHITDHT—FTILBERICDLTD CQ TH N, CQ8-1 (FHhFT—FILiaEE
HREEREDLEERICDNT. CQ8-2 (INFT—FJLAEEIRICDINVT & 2 DD CQ ZKEL TWLWVD, H#HEX
(EDVTIFCQ8 &L THE— UL TR L. CoSTR (& 8-1,8-2 D 2 DDEFZ K DB TLND,

Clinical Question (CQ) 8-1
REREMERMFEDHT —TIVAERIINEIEEREERT EDIEEBMN T, EOXDBRBESEHRNARSN
D7

PICOT
Population:
37 BREORE R TRARBIMERFIEDETE (BFERHMAE 2000g U TF)

Intervention:

D=Lk

Comparators:
VAN S =P

Outcomes:

SEERDMIN. JBEEERT., DY RFT—F. ALUDZEBREBEET DA b AF—FIVEE
DENTA - ABRNRBNTAZETD. AENMTAZLE LT DMEESE. post ligation cardiac
syndrome. . MAEZEARRE. 5/ XD migration. FEEEPOMAE. AEAR. MEIEE

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

P2 TCOEERLLEERER(RCT randomized controlled trial). JEE(EAILERER. /K- MAR.
Case contorol study /& EDLLEERZMATT. AEFIERHRS (5 I LERE) FTEL. GERIFRS.
AR, PWROFOMAFE. BEEROHDIAFIIIRINT D, #3R Database (&, Pubmed £9°3.
BERX DSEXD/\> R —FEI1T3,

Definitions. other notes for PICOT:
Catheter device Z Amplatzar® Piccolo Occuluder &Z®DIA&TH S ADOI -AS (CBRET B,
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Outcomes:

SAEDRI. JBEEEET. DY MRF—F. ALDMZREETDIANR b HF—FTILEE
DEMTA - ABRNBNTAZETD. AENMTAZLE LT DMEESE. post ligation cardiac
syndrome. . MEZTAEAE. T/ XD migration. FEASPOMAE. AZAK. MEEES
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AT, INE<IADDDZEICEKD 4Fr >— XA TEBETET D &0, KEMMAAHEIAR IR U (C
<UVMBIE(C/R D TWLD EWV\ D e S D
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1.0kg KiBDEBE(CH T DLZEME T (THREF =N TLZEN),

BAfFDHELE:
N,

SEIDHELSE

BEROBIMEFRFEDIFRAERICHNT, DT —FT)LaEEIEIaR SN TEIRERMEREES
KR(CEN DD EVDIRMLGIRN,

HF—FILVEENMIIEEEENOEIR (L, BEORIAAE 2 DitEgDAH SMiEORERICIG D T, {4 D8
EFERIOIBLANS, ZZFRF—LA (NEERESH - CIEBMES - FTERER - BRI E) TR
L. BEGHZREV TV CEZRET D, (LR, FECERVNIES > ADHEERM)

XHA RSADREFRTIE. BREXREVREA YRS 32>FR - BARNERRSTS - BASh
ERNBEEFEOEREZESN S - MEREREENEDHSNTND,

Evidence update CoOSTR summary
<8-1 BERBIREFFIEDDT —TILEESNHEIEERELENT EDOEREBNT. EDOXSHRBEEFHRN
Rondn? >
BERHIMEFRFEDSE C. BIWEOECHICHIDOEMBEMTARVGE. CNETESIREEERNE
RSN TV, IBEELCIRD DT —FTILEFEERMSNUEH TND, REEBRERFEDESECHSITD
P —=FIVEBROBHECDWVTIE. AFT—F)VaEEh ENRhaREzE LB UTZBIfFD SR & U T,
Lam 5(C &2 Systematic Review 1'% (Lam 2015) . A SR (22011 FEFE TORFTAHRERD T
HBDIREFERASTNTUVD Piccolo/ADO-T AS (FRONTH ST, WREBEEBE 18 mkFE CO/NEMNTRE
ROTVWBZENS., SEIDHERERICHIZDBIFD SR DIRFRXNZRAVNT. MRZEERIC. EAF/N
- A (& Piccolo/ADO-T AS (CIRE T DEIEZIMR. Ffz(CXmi&zRzEmMmU Tz,
XMRFR (FREMREMRE L TEBUTZ. BENZXE(CH U TR U—ZJ&EmUIZE B,
4 KOBEAHFRMIR— MARHDEFTO[RE/RD . RCT (FESNAMN DIz, MRERD T 4 RKOATFT(IER
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BT CTHDTHIET > ALANUHMEL . @EFHEDOBRESSEMED K LS (CTRENIZAEREH DN
R UTZ 2 BEDOMREBEFIE<SBHETIFIEN DIz, BRXDAR THREENEROTVDR. 77D MIA
BICLEBRUTZBTEE T B DEEMEZF LOHDI TREZEH I DL LU, MIXDECELTE
JBI Critical Appraisal Checklist for cohort studies Z{#FH U TsHML /z.

HTF—FIVARESABEEERT(E. FROAKRSKERDZENSEMHEERRD, HT—FTILEETIRE
BEv b T)\A ROMEIIRCKEARA DR - ZAE. LY MRFT—FTHEMWESL L THRESN. 4t
BT T (IR [OIf84R /PR fRiRAFE. Post ligation cardiac syndrome., &8, IO, ffRSiEREZS
HHIEE U TIiRE SN,

Post ligation cardiac syndrome (ISREBEZDHCRSN. H7—F)LEBEEBORIEM TR0 RS
=N TLS (Duboue 2024) . Ffz. SEIDI7DT MAALCFEAD TULWRWD, AF—FIVBEDA U WY
& U TRBEZOTIRIREEDMEN RV EDIRENHD D7z (Rodriguez 2018) .

SEF EDHTTRATICEWNT, JBEKRINZRFIMEEETIE 100% THDID(CH LT, AF—FI)VEETE
BEXBHINGD (Duboue 2024, Lenoir M 2021, Pamukcu 2018) A\, MEHTEREN DD ED
RS (Ao Tz,

BAREHEDINSZ LR UTZATR TIE. SHHEDHEE [CHEFH CTEFIRWEWNDIRE (Pamukcu
2018) &, AT —FIVAEEBF CEHENDIRVNEDHEN G D (Duboue 2024) . HF—FILiAERE(C
IO IR —F05) (A R KD ARENRAEREAADBIMELZE (C K D FiliZ B UITERIBIRESNTHD

(Pamukcu 2018) . HF7—FI)LiEEZEMT DERCIEFNHC LD/ NV OT7 Y THNETH D,

Piccolo/ADO I -AS ZFW\ e BT —F)VIBEDRBIE(C DVWT DT —FFF DR AFBICHNTEWN
FERERLDEETHD. SEIDFREDICBVWTHT—FTIVEERICHS T DEEMINZENHRIFMICKS
<EDEVWDIIREFRL, BHECEALU TRV ITEEHERESN TS (Duboue 2024) . AFB(C
HULVTE Piccolo/ADO I -AS ZAWZ AT —F ) LBERFBLICRIRINER SN TH D, BEEEZHIZ U Iohas(C
BNT. REZZITTTRBROSDIME(CLDNDT—FTIVaEREERKRO—DELVTERATERVWEERS
ns.

<8-2 BERDEREMFIEICKH T D HT—FTIVAREEDREBN TEDIDIRBBEERNESND
m?>

BEEOBIMERTFIE (CX T DHF7—TI)VEaEOEMM. BEFRICDULTIE, Bischoff AR 5I(CLD
BMERFIEICH I D NT—FIVABEDRINEZEM(CRAT DS AFTYTr L E1—1$H2D (Bischoff
AR 2023) . A SR (FAKE 1.5kg L TFDEAMERT., HF—FIVBEEICHITDIERT /A AEGREL TV
oo SEIDOHERMER(CHTZD. AFBTHDEIBF CQ (CENET. Bischoff AR 2023 K DJAERHMAE 2 kg
BUF. )1 R EEARNTEBR =N TL\D Amplatzer® Piccolo Occluder &. ZMDIH&T3H 2 ADO I -AS

(Amplatzer Duct Occluder I Additional Size) (CBRTE UX@kZ3hd L. Bischoff AR 2023 LMDk
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Evidence Update CoSTR 8-1
BE RBRERFEDHT —TIVAEIHEIEREERTEDEEBM T, EOLDIBBESEREMNRESN
D?

BIFD SR [CAALT

BEF D SR o Citation

Authors : Jennifer Y. Lam. Steven R. Lopushinsky. Irene W. Y. Ma. et al
Title : Treatment Options for Pediatric Patent Ductus Arteriosus.

Journal name : JCHEST

Year : 2015

Volume : 148 ( 3 ): 784 - 793

BE1F D SR DEHY
BIRERFIE(CH T DHT—FT)LAEENREIEEDOBENT AR, &HE. ABRHRE. JXMIDLWTHRL
e AT A woILE2—(7 DDIR— K. 1 DDRCT)Tholz. FEMANEL Piccolo/ADO-T AS
NEFENTUVRNS EPORRMN 18 RMETERDTVNBRZEMNS. SEID PICO (CAILTHSITHERICD
WTCEFEIZT D,

BE7D SR D AMSTAR sHfif&SRDFE & &
BIF D SR DFER(FSEDHA RSA > TRHERTERNT ENSEIBT D,

X7 SR @ PICOT

Population:
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18 FUT DERERFIESRE

Intervention:

HF—FIVEE (T XEEDR)

Comparators:

SARIEaER

Outcomes:

BITAR, &HHE. ABRHE., OX b

Type of studies (study designs), Language, Time, etc.:
WROAFTTH A > :RCT. TAMHAK. 3 AULEDT-—RZU-X

MR - |38
TRZZHAR : 1966-April 2020
&3z : MEDLINE, Embase. Pubmed. Cochrane BEE®D SR DfEER

BIf7D SR DFER
SEIDHA RSA 2 THMERTERNWZENSEET D,

SEdD Update :EMERXICBALT

Update D7z DN EEZRT

S[ED PICO (38D KD I(C Jennifer 2015 M1&ZRT (C Amplatzer duct occluder I additional sizes.
Septal Occluder Device. Amplatzer Piccolo Occuluder ZiBAI U, WRZFHERISRKD. B,
1 0. BRAZXRNSHUTT,
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PubMed TD#&RZR
RERAAME - 1R%RH
R¥EH ~2024%2H29H

POE e St

Population ' 37 BRI/ /BEFDEREN 2kgIATF. HF—FI)LBEDT) 1 X (& Piccolo/ADO-T AS (C
PRETD. EEDT) A AMMERATNTULDmX T D TEARZEN Piccolo/ADO-1T AS ZERLTULD
EDOICEUTEEALUTZ,
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JBI Critical Appraisal Checklist for cohort studies (X35l
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Marie
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Evidence Update CoSTR 8-2
BEROMIRERFA(CH T D HT—FTIVARIIEDEEBN T EDLSBBEERNAESNDIN?

BtFdD SR [CEALT
BXZ®dD SR @ Citation

Authors : Adrianne Rahde Bischoff, Bonny Jasani, Shyam K Sathanandam, et al.
Title : Percutaneous Closure of Patent Ductus Arteriosus in Infants 1.5 kg or Less:
A Meta-Analysis.

Journal name : Journal of Pediatrics

Year : 2021-03-01

Volume : 230. Pages 84-92.
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BIfFD SR DOEHY

K& 1.5 kg LT ORICH T DEIRERTFAE (CH T D LT —TIVEEDOMIN EZEMEICDVNT, 28 DIAF
(RCT 72 L) DAL E 21— EX TN SNC. FERICDOVWTIIARBOMNREBENELR DT
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BIFED SR D AMSTR FHEfERDF L&
BEFOD SR DRRISEDHA RS> TREATERNIENSHET S,

EtFdD SR @ PICOT

P BB TARFDAEN 1.5 kgBA T

I : BENHT—7)LEIIRERSEMZZ 2RI (7)1 XOELEFRIDRLY)
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MROMFTTH > :RCT. TAHATR. 3 AMEDT—RSU—-X

XErRZRHAR] © 1966-April 2020

R —4A\—X:Scopus. Web of science. Embase. CINAHL. Cochrane. Pubmed

BIfFMD SR DfER
SEIDHA RSA2TIHMERTERNWC ENSEIET D,

SE®d Update :ENGEXICEALT

Update Dzsb DX HMEZRT

Bischoff AR 2023 & EHEDIRZTRH =
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Clinical Question
RARBIRERFIE(CX 92 COX BEFEEAPR(C. JOt= ROMARTIOE=Z REFRE LRV &I
EERT X DRIREIN

PICOT
Population:
TERE 37 BRI CTHA ULARARBIRERTIE L2 COX BHEREZERANR

Intervention:

JOt=RzHATD

Comparators:
JOt= RaeHA LG

Outcomes:
ENIRERAHDKRE/FE T /MR FRERE/ZIREBAE/EH Y D AIGE/IRIFEEEX/EREEEAH
I/ A == JE] B 9 ES 8 RE /18 14 Al 22/ A H T/

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

HIEALLEESERER(RCT: randomized controlled trials) & 9%

IE{ER{LEER. interrupted time series, J7k— NAZE,EFIXTERAAZT, before and after studies,
TEGISEIGHRE MEFIR S, SZER RO H DIAZ, ENVIEERDHDIAFR (FBRINT D

PRIET TR, RXESH TRE TR SNIZRER X DHZIRAT D

&% Database (& MEDLINE(OVID interface),Embase(EBSCO interface),Cochrane Central
Register of Controlled Trials, CINAHL(The Cumulative Index to Nursing and Allied Health
Literature). EHEEETD

BERN DSEXED/\> RY—FEITS

Trial registrations of the Clinical Trials.gov,EU Clinical Trials Register,

Australian New Zealland Clinical Trials Registry SIRTEEITHRD bS5 A VIV ERRTD

Definitions, other notes for PICOT:
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e RIBRTR R (CLD: {Z1E828 36 BICH L\ TEEERIR S CPAP > A TITIRES (C KD IFIRAHEN
WABINRRE, ATETICKDT —FDIEDIR(C(E JEBNeo DERKRICHED. )
BEIAEAEMM(SIVH: Papille M%73%8 Grade III or IV)

IRFEMERER (NEC: Bell 7348 2a BL L)

FEEFERE(NDI: iR, SBHEE. RE - BREE)

RAATHEPRAE(ROP: EBR34E Stage 3 LIBF)

BIfF DHESR

RAREBIMERFIEDBRICSIOAF T F—CHEEFEAPR. —FEOIJOE= ROHAFEH SN
UYe (J-Prep 2010)

RAREIMERFEDBRICSIOAFI T F—CHEEFEAP. BKPARENHD. FRRER/IL7FZ
ERB KE 20mg/mg L EZRT KSEFICETOTE RIEHAIARNET TRV, (J-Prep 2010)

SEIDHELR
COX PREZEEARORATBIREMFEDE(CHNT, —RCRIIOTCI RZER/REULRVNIEZRET S
(LR, FERICENIEST > XOEEN)

CoSTR summary

TEh6 37 BRMETHEL. RATHIMERFIE LS SN COX AERERZERASNIIZE (P) (CXHUT,
JO=bRZHATD (1) SR TJOe= R2HALRWN (C) ZEICHABIRERMIHDORE,FET, 2
BREEZEMNcEIN 77T A (0O) CULEVY—FIIRFI2ZRELTCSEHRTICIATIT
1wl Ea1— (SR) ZiTo7,

COX FREEZEARDORARHIMERFLEDRE R (CHENT IO ROMRZLEE L TLVS RCT Z
X5k & LT MEDLINE, EMBASE, CINAHL, Cochrane CENTRAL, EHEECHWNWTXMRREZIT D/, 1R
DFER 93 MXFNMES N, AT U—Z2J(CKDFERISRAN 3 Xii =, BERE 121 FITHo
2o BT MAAICERTE UTZEIRERSEDEBICDUITIE 3 DD RCT KD 116 HlZEITRIC AT HEITZ
TV XU XT(E1.54 (95%CI 0.80, 2.98) (GFRICEVWIEST>XDMEEM) THhHolz, FET(C
DTIE 1 DD RCT &0 68 flxdskeE L. 4BIIRT 0.71 (95%CI 0.17, 2.92) GFE(CEVNTIE
TORDHERM) . BEBEREECDVTIE 1 DD RCT 63 flZxskeEU. U ZXT(E4.96 (95%CI
1.80, 13.62) (GERICEVWIET>XDHERM) THofc. TDMDERE LIZT7D hHALICDWNTIFE
R AT RN DIz BI DI —TDHEI2EBEE(C DV TDHEIRETH D, 12 298
U ETOEMYURT(E 7.36 (95%CI 0.45, 119.38) 7ERE 29 BXRE CTOEX I X T(E 4.67 (95%CI
1.58, 13.81) Tdholce LWITNDFT I MALEIEFT > ADOHERM(FIEE(CEMN DTz,
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A SR (CKDTOEZ FEE(CKDHIMERAEDOKBOIET (JENE I . SIUBEE (& <(CTEHE 298
RBDRICHWNWTENMNT D EHREENT,

ULHL. TSR ERRD TEfmX(EWV I NEY S TILE A XAV RLKIINA TRV R IORNEWNWC EMNSTE
T ADMERMEGIER TR HRBEREBVERICEEE oz, UEXKDH CQ DR E LTIE ICOX
PAERFERAPORATEIREFFEDRCHSNT, —BICE IO RE/S VRN EZIRET D

(B3R, IFRBICEVWIET > XDOERY) & UM,

R, FATUREBRDIERY TIEA > RAFS 2 TJOEE ROERAENRTEENTL < ALSNTL
DHEETEOTHED., BERCHBBULBKECDVWTIFFHMIESNTE 59, BHEENDRIANE
EELRASNTUVRVWES., CNSDRBRZEERICEL T DRICITIFRZET D, F/o. = CQ DIHEE(E
COX BREFESHTOIOT= MBAZ—R(ICEEI DEDTIFRVDT. EEDERK(CH W TIHMERI DR
BEPURBEEICEDEIHIGVZIEE 0,

SE=EmUK SR ICEAULT

735

7ER6 37 BRE CTHAE L. RAREBIRERFESZITS COX BEFEZFERSNIR(P)EH LT, 70O
TZRZHATDIO) N TOLE RZHALRW(C) S ECERTEINEVWDS U —FOTIRFI >
ZFREL. SRZEITDIZ. AR SRIEPRISMA i1 RS2 (CECTITUL. 70O MIJUIFEFRIC
International Prospective Register of Systematic Reviews (PROSPERO) (CEIRUTz. (BiRES .
CRD42023492719)

IR S IRINESE

RZFXGER(IE RCT DHE LTz, IERCT. I7Rk— MAFE. interrupted time series. before and after
studies. JEFIXIERIATT, MEFIEEIRE. EHRE. SFEFOCRROAFDIRE, BMERBROHDIAF. =B
FE(FEHABLUNDE B TRERSNITHAFR(IBRIIN U

RFBEIRT — 45 /N—X (& MEDLINE, EMBASE, CINAHL, Cochrane CENTRAL,EF:E & Uz, BRI
2023 fF 11 A 16 HIZITo 1z, #8ZF (% Full SR #2282,

T —5Hhit

SA ML BERIOU—-Z27(F 2 A(FH. @) ICKDMIZLTITV., EENG O ITIF&EEED L#
RUZ. &3EHRE 2 ANCKDIRIZUTITV. BEN G O EBE(CEFERD LFARUIZ, GE&ICKLOTE
HENFERUIRVEE. 3 ABOBE(ES)CLDHIZITO T,
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T — R

F—fEMT(E Review manager 5.4 (CKDITo7z. FEFV D MAOAE U THIRERBEDENERTE L.
BRI MAHLELT, AL, SMBRESE. BHEWER. SHUDAIGE. RIEMERX. HEFRERSE.
MMEREFBEERIGAE. M, SEMEARRME U, Foo FRICDVWTHII)L—T#irzatiE L
=

1. EAY2 COXBHERDBM(A> RAFZ > 4TJTOTTY)

2. 1EfRE%N (<2838, 228 iA)

SRR FEE. TNETNOSEDERICDWLWTE FUll SR ZSROZ L,

Consensus of Science (FZFHIRHLDE L&)

XEK AU — >0 D5HH

YHMRFREDFER., —IRAOU—Z2TOWRIFIZHTIRR I -2 TRMERIE 7 4. FTHRERD T
XL 3 M T, MREBEEBR T 121 HITHOZ(® 1,5k 1)

XEM&RIJO—Fv— b

MEDLINE EMBASE CINAHL CENTRAL EFE
(n=17) (n=71) (n=2) (n=14) (n=14)

EEZRM UitxE
(n=93)

¥
[ R —=RERE
(n=93)

y 2w FHERORI R W

P —— (n=3)
[ S i—- 1, BEELEEEEMNTER
- 1,23t

1, 7O b0

¥
ARSI
(n=3)
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IRIAFTRDE &

BRATIISREA X D E & 8D
EEH(RITHE) EhEE HETH> EiaBE - hE
Yeh TAURH Edfiis% RCT 1EfA<37 8
(1982)
Romagnoli 157 EHpfEE% RCT 1ERE<37 38
(1997) HAEAE <1750g
Lee BE fitiss% RCT TERA<34 38
(2010) H4E4KE <2000g

Page 8 of 20

TR

n=19
JOt= REE 10
TStzREE 9

n=34
JOt= RE 16
TSREE 18

n=68
JOt= REE 35
JStzREE 33

55

1> RA5< > 0.3mg/kg BHE%S
&5RIICJOE= R 1mg/kg &5

1> RXA5<> 0.2mg/kg 12 B5fEE 3 M
£OWESAIICTIOE= R 1mg/kg &5

A RX5Z>

4% 48 R LAARDZ(E 0.2,0.1,0.1mg/kg
41 48 BFREILFEDE(X 0.2,0.2,0.2mg/kg
12 5% 3 [@

ZEESHIICTIOES R 1mg/kg &5

B FTi B A

A2 RAGZ 5 24 B

A2 RAGZ T BRiEIES5% 24 KfE

RGeS
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R0 )\A 77 A 5HHith

EIARERASHDKREL. BT, SUUBERELUINDI7I MALC DN TIFHRG R (CEEEHNRL, REFTD
EFTERM D, Yeh SDOmX TIFEEZAWVWZEEE D{HTZ1T> TH D (Yeh 1982). Romagnoli
S0 (EE DFFFECDVNTHRREEH N AN D F=(Romagnoli 1997). Lee SDiwX ClIENARE R
SHODEBIC DT 5/68(7.3%). 2EBEE(CDUVTIE 16/68(24%)DXREINEG > 1=(Lee 2010).
Yeh SO T (FEIARERAEZ LM T2 L TULVZ(Yeh 1982), LI NDIAREERIDATETEICD
WTHEERTE RN o1z, MEZBETDE. WINDT7I MAOLE/I\ AT X IR Highy EUL (&

Some concerns DFERTH DTz,

\
YRDAT)INA TR
Trsteretion
to-treat Unigpe I Stwdy ID Experimental Comparator Dhstr ome Weight DI DE DI DM DS Owewll
1 Lez 2010 Furossmide Placzba Falure of POA Clasum | + + . + ! . B Low ris
z Lee 2010 Furosemide Placsbo Mortafity 1 + + + + ! @ Some concerns
3 Lee 2010 Furosemide Placebo Acute renal failure 1 + + . + . '. High ris
4 Yen 1982 Furosemide Indomethacin alane Falure of PDA Glosur | . + + . . .
Romagnof 1997 Furosemide Indomethacin alane Faiure of FOA Clozum | ! + + + L @ ol Randomisation process
o2 Deviations from the intended interventions
03 Missing outcome data
04 Meazurement of the outcome
05 Selection of the reparted result
GRADE ¥

TEF>XDERMYE (Certainity) (CBELT. GRADE 7O—FZAWTEHEIL

YRDATINA P RCDNTFFBRDESDEWVEHIRTL. WINDT7 D MHAE serious EHIFEUTZ,
FEMHCDWTIE. BIREREOKRETE12=11% K< BEEBHDIRERGRE(C DT p=0.32 THDZ &
M5 not serious EHIETLTZ. BT, REBRE(ERHXN 1 DTHDEEM(F72< not serious ¥
EU,

FEEFMECDVT, EIRERABEDOKEICDNTIE. Yeh SDIZE(Yeh 1982)Tld1 > RAS S > DE[E]
5. Romagnoli 5MAFE(Romagnoli 1997)(3%&[E] 0.2mg/kg EERDRMIXEDHE & (FERDIRE
E(CLDBSNITHERTHDZEMNS serious EHFELZ. FET. REBRE(CDOVTE. WHRERDE
Lee SDiAFE(Lee 2010)FEANDFITNE ER—DI%S5ETH D T=1z8 not serious EHIFE LTS,
IEAEFEIE(CDUVTIE, Benefit Threshold 0.8, Harm threshold 1.25 ZE#(CEHME L. BHIREREDE
By EFET(CDULVTIE very serous. 8MBEZE(C DUV TS not serious EHITE UL

DT EFT > ADEREEZESEIBEREHFSNBNCELD, WITNDTF I ML very low EH
EU,.
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GRADE EP table

FEERMDIHE (Certainty assessment) _

AR 1> \ =1 IFEE S Ni Furosemide Placebo AR Eishal
(95% CI) (95% CI)

Failure of PDF closure

3 randomized serious? not serious not serious very serious® none 21/60 12/56 RR 1.54 116 more per 1,000 100l BX
trials (35.0%) (21.4%) (0.80 to (from 43 fewer to 424 Very low
2.98) more)
Death
1 randomized serious? not serious not serious very serious® none 3/35 (8.6%) |4/33 RR 0.71 35 fewer per 1,000 ®0O00 BX
trials (12.1%) (0.17 to (from 101 fewer to 233 Very low
2.92) more)

Acute Renal Failure

1 randomized serious® not serious not serious very serious®® none 20/34 3/29 RR 4.96 410 more per 1,000 eO00O BX
trials (58.8%) (10.3%) (1.80 to (from 83 more to 1,000 Very low
13.62) more)

CI: confidence interval; RR: risk ratio

GRADE EP table Explanations

a. All studies had high to some concern risk of bias due to data missing and unconfirmed prior research plan.
b. Wide confidence intervals.

c. Small sample size.
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BRDOFEED
FIOMHNAL : EBARERASHDRKEL
Furosemide Placebo Risk Ratio Risk Ratio
Study or Subgroup Evenis Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Lee 2010 11 34 3 28 28.3% 313096, 10.14)] T
Raomagnali 1997 T 16 f 18 48.8% 1.31 [0.56, 3.09)] —i—
¥eh 1882 3 10 3 9 229% 0.90[0.24, 338 T
Total {95% CI) &0 56 100.0% 1.54 [0.80, 2.98]
Total events 21 12
Heterogeneity: Tau®= 0.04; Chi®= 2.26 df=2(P=032), F=11% ; ; f {
Testf leffect =128 (P=0.20 0.01 0.1 10 100
estfor overall effect: Z=1.28 (P =0.20) Favours [Furosemide] Fawvours [Placebo]

3D RCT 116 HIEITERE LTz A SRR CEAET U 2713 1.54(95%CI 0.80-2.98). #E3i%hE 1000 A
1= 116 A(95% CI -43-424) Td> I=(FERCIENTET > ROBEEM) (K 3)

TIORPALA2  FET

Furosemide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% CI
Lee 2010 3 35 4 33 100.0% 071017, 292
Total (95% CI) 35 33 100.0% 0.71[0.17, 2.92] —onii———
Total events 3 4
estfor overall effect 2= 0.43 (P = 0.63) Favours [Furosemide] Favours [Flacebo]

1 DM RCT 68 Hlz 5k & Ule A FEAT T3 2713 0.71(95%CI 0.17-2.92). #Ed%15 1000 A
B1=D-35 A(95% CI -101-233)TH> GERICENT ET> ROMENE) (K 4)

7O ROA 3 REBEE

Furosemide Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% Cl M-H, Random, 95% Cl
Lee 2010 GA 2 29wk 4 10 1] g 13.2% 736045, 119.38]
Lee 2010 GA <7 28wk 16 24 K] 21 B6.8% 4,67 [1.98,13.81] —.—
Total (95% CI) 34 29 100.0% 4,96 [1.80, 13.62] ~eogli——
Total events 20 K]
Heterogeneity: Tau®= 0.00; Chi®=0.09, di=1 (P = 0.78); F= 0% | | j !
Testfi Il effect Z= 310 (P=0.002 0.01 0.1 10 100
estfor overall efiect 2= 310 (F = 0.002) Favours [Furosemide] Favours [Flacebo]

1 DD RCT 63 PlEetsReE U AFEEMTIEAEN XD (S 4.96(95%CI 1.80-13.62). #ExtxhER 1000
AHTzD 410 A(95% CI 83-1000) T2 LGFRICEVWTES > XDHEEM)

COX HEREZIH5PORAEMIRERFEDIE(CH LU IO I RZI5 T D EOBRMEEI AT TR
SN Iz, BFXISRE LTz 3 DD RCT T COX FEERGSHD T OT = RIGSFIEDIREERMREBD
ZEZRELTLVz, LWINETOTZ RMAICEK D Tr > RXSS 5% 12 KEBORENERIC
EINL TULVE. BRICREUZ SRDOTO ML TIEFREVLEFRBEDECIET I MO AICHELTHES
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9. post hoc [CTNSZTD MAITEE UTEAXA TR ZIRET UTEHY. BARK(CHEVWTHEEDRERE
RSN TV D FETzd XA ST (I T TSI o 1T,

HIJ0)L—TRTOFER

SEBEEECDODVWTOHMEEBE TOD T JIL—T Dt elge Th o iz, MR 28 BRI, 28 EM £
TOY IO —T#MEFEL TN, WREUZRXDBTIIL—T TRV, BE(CTERE 29 iBR1E
TOYIT DI —TBRFEIT DIz, TERE 29 B ETOEMBBEE DU X (E 7.36(95%CI 0.45-
119.38). #@xI3h5R 1000 A= 658 A(95% CI -57-1000)TH 0D, 7EA 29 BRBTORMEBEE
DX XD 4.67(95%CI 1.58-13.81). #Ex%hER 1000 Adp7=D 380 A(95% CI 60-1000)Td >
oo IRB. FMTIIREIRDE Lee SOMmMXICHITDIRUBERE (T4 2 BRIF TOMCITHONIZA > R X
A OPEI - TRICIVEIL 7F N 1.6mg/dL KDKELLRBCEEFEEZEINTLE, (Lee
2010),

ZIREBAZ - BHYDLAMEIC DWW T (EER/BXDERNSEERBEDOELNMTR I X TFEF(IITRIR
Mofz. TDMDT7 T MHALATH D, HIEFFERE. RIEMHBEX. BEEEALM. MEREREERL
fE. EMERER. FEMCDWTEXREIRD IEHAR THRATRIRE/RE RMNR SN TUVVRWCHFRIT T ER
Mofz. Lee SOmMXICHVNT, 1BMEMESR, REMBX(ETOEI ROFAERICLIBEEN N D
e ENEHEINTULED,. T—F (RSN TULVEM D /z(Lee 2010).

B —TERICDNT, ERRBEIEE<28:8, 228 BORMGTHIIIL-TR4H&IDFECHD
et HAERE - ThBEICEE U TR REIREEEN D D 12D (& Lee SDFRXDH THDITlzsh. T
TTHA(THEU<29B, 229 BTOREMTE UTz(Lee 2010). COX FAEZRMDIEFACDUVT, SEHRE
ROTZRX(EWVNINEA S RSSO &FBRALUTED COX BERERTOY I I)L—THEIETERN D

1z, ENRERTEEDIZE® BUN/Cre LEICRAU TIEWITNERERIEERESEN RSN TS SITHTI)L—
TEEETERN DI,

SEDHR (F) B8
COX PAEZEFEAPORARBIMEMFEDR(CHNT, —R(CETOTI RZERE LRV EZRET D
(LR, FRCEVIET > XOEEN)

I EF>ADSHEEA

Summary of judgements
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JUDGEMENT
Gil=) =YA
EFULLIR HIh
1=2E JURQA AL NEW
TES > ROMEEM FEEICIE
EERAREREN
Fr>ESDOE
L)L 1)
: LB B ST
MERDINS >R
5< &1
. BATEBEE
WEEBRS
DR MOEfiR
WEERE(CFATD
H RAMERL
TEF>ROMEEHE
BRXIR BERMRRU
HBESHER
AL
U
[E0y
HES. Lk
SEATEIREME AT N Fy TFESE DN
d
WEBDIAT
Strong recommendation Conditional recommendation Conditional Strong

against the intervention for either the intervention recommendation recommendation

or the comparison

O

for the intervention

O

for the intervention

O
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WRNEEDSZERA

RRAZBIRERFE(CH T DS IOAF I F—UHEEFERAPRCTOCI REHHEI DI L. FIFK -
S D MEER - BHEEDWEDRAGF L. BIMEDREHZIST2ME ULINIRWI R OIBADBESZHERS
(Itabashi 2003). Z7OT = RZI{ES5 LRV EICEERTXI DR THDIHNIEASHN TR0

Brion 5(C X DERODEEM (X L TD SR TlE COX HERELST D IO = MMES CBIMERMEDORE
DEEICBREFGM A, B SR (FUE. 20 FU EFEFHFEMNTLVRL(Brion 2001). 2018 F(C1T
TOT I HRBEBMEDEEFEE LU TA> RASTS (IR TRIRUNER =41, Brion SDIREDEFAK
EHNRTERRDERERMTONTVDOREEEE . TR EZOIHROMNR ZFDTHSEID
SR ZEtE LTz,

K SR D#ER(ZE Brion 50 SR(Brion 2001) & [E#k(C COX FAEFEERDDOFRA R EIIREFRFEDIR(CHL)
T. JOCZ MES(CKDERERBEOERBIBRICBMURN DIz, Fz. FTEDYRTICDOVWTER
BEEHFSNEM Dz, SUBREOHEMUXVEFBRCENU. YT D)L—THERATT3HF(CTER 29 B
FEDRICHEWTFRMBREEOMEM X OFERICIBMUEZ. UEMNS. SEID SR TEIJOES K%
S50BRME(FRSNIEN DT,

UM U, HRERD T2 RCT DINA FRAYUZD(EWITNDTF I SHAICDNTE High, L L (E Some
concerns T 0. FEFIEEI AN DTz, Ffz. GRADE 7 TO—FZAVWCIET > XOEEEHETHE
WINDT7 D SAALCDNWTEHEEM(E very low THD . +3(CEEOS TR BREFEFSNRM DI
Flz. BIRFHEIEE & UTERELZT D MAADRKEFIHERBX TR SN TH ST . A SR TIFRFIT
SR r.

Fiz, SEMREBRDIEHARKICENT. TNENDRATRTDA > RATE 2 ORSEN. ABORMINE
LTDFEREEERBIEONEENTVDRCEICEIENNETHD. Lee S5ICKDMIT(Lee 2010)(FIRTE
ENTROINE (CEEESNEIRSETH > 7M. Romagnoli SDiAFE(Romagnoli 1997) (3 (0]
0.2mg/kg EIRFEEKRSENERDTHED. Yeh SDIATE(Yeh 1982) TldA > RASF S > DELEIRS(C
KDBESNTHERTH D, MAXT. WITNORRICBNTEIOEE RO COX FHERDES L FEIF(C,
97205 COX FAZER(ICLDREF (T U THRERNEF CET DI L0dFICIERSE=NTULE
RICEERNMRETH D, Fz. BIRERAHDOTHMEITIAE Lee SDiAFT(Lee 2010) TIFRRTHFCHER
LTULVER. Yeh 512 Romagnoli SDAFE(Yeh 1982, Romagnoli 1997) Tl > RXASS I %54&T
N5 24 B DR R TH O, TAERICHBREULBIRE C DN TR =N TR, =5(2, SE7D
MIALAEUTHEEUCEUBRES. 1> RAFS HSRO—RN/RETH D, REANB#EEAD
FEMIFSNZOI TRV, ZDEH. SUEBREDENN, BEORPTFRICHEZSZDIMNCD
WCTIEARBATH D,

B EMS. KSR DIERNS(E COX HEREDIRS (3 BHIRTIE COX BEEREKZSHhO IO S ROHAICDL
THEENCZIFIBITIET DRFZUL., —BDIJOEE RESEHRELRVCEEUE. UHUL, 85N
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TEFVRADEIES, F[UHER LUz, Foo ASR I COX EERKESHR(C—RICTOEI REHAL
TS EZRETUIEEDTH D, SEID SR THSMNERDTEBEMICDOWLWTHEREMELS . ERIDREE
PREMCIGU T COX BBEFEESRC IO FZHAT DI LZEBEIT DHEDTI(IAR,

Knowledge gap

- SEFFTHR D ERX(EVITNENREEHIN D TH D, /A TPRURITDEVNEDTH DI
EMS. SEID CQ ICHTRRDIEHREZ(TIED L EHICEFTDREEBHZBL. /\A1 7 AU TDIK
WS A MERBIUNETHD

- BIRERASHDREL. ET. SUBRELSNDI7D MAAICDWVWTIFSEID SR TIHREF TSI, TN
DT BALLCDNTIFSEORINHBE TH D,

s A RAGIAGFTFICHIFTD 70T RMHFEAICDULTD RCT (& Lee SDAFE(Lee 2010)Z&wE&(C

10 £ EfTONTULVRL, RARBIRERFEOARBNERE U TA > RASZ 2 SNCATTOT >
AERRESEISERD,. PP I DVWTEBHRENERLUDDH S (Mitra 2023). 17707
To2850h, e, PRI I 50070 ROMRICDVWTIFRFTTETLVERL, KR
BIRERTEOAEICHITD IO ROMRICDVTSEDORTNERFEIND,

SEXMIX
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infants during the early neonatal period. Neonatology. 201098(2): 191-9.
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Tortorolo. Furosemide does not prevent indomethacin-induced renal side effects in preterm
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Supplement (HREH)

Question

RABBMERFEDGE(C COX HEERMERD. JOtX FOHARR IO Reix5 LR E(IC

EERTRDZNREIN ?

TERA 37 BRI TH A UBIRERTFIE S i COX EERZERSNEE

JOEZRZEHATD

Jig 3P OES JOE= REHALEN

7O RHLA BIRERHDRIY/ L/ MR FERE/ ZIREBAE/B D D AIE/RICIER A/ EEREA L M/ M ERFR R B
{UIE/ 18 4 Rl 28 / bk I

Evidence to decision tablet

EifeE]

COMREIMEREBETIN ?

Judgement Research evidence Additional considerations
O LR RARBMERFEDRER. JOTI ROHAE, FIEK - Do MmEER: - BEhkae

O HE5K. LWNR DREOHF L. BMEDREHZI T IHE LNIRWI RO DIEROFZZHE

O HE5L. FW #5., JOEZ RZHFRSUBRV S EICERTEIDHRN THDIMNEASN TR

® (I (A

O &FEF

O IHB7R0

EFXULBIR

THISNZLEE ULVIREEDEEDEDTIN ?

Judgement Research evidence Additional considerations

® DI M BRI 2
O =
O

O K&EW

O &FEF
O BH 57280

EFRULRRLRIR

FHSNBZEE ULRBUVIRSEIEDIZEEDEDTI N ?

Judgement Research evidence Additional considerations
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O X&EW
O®

® /=W
(OFox-ws)

O &FExE
O BH57RN

TEF> XDMERMK

BIRERATHOKR. FET (B S/RVHINE (CTERE 29 RBDRER(CSWVWTIL
PF_UN LRI DEREEN DD

MR(CEITDEHRNRIEST > XOERKE (AT H ?

Judgement Research evidence Additional considerations
@ EE (K SR EIRDIZ RCT (EFWITNERERIEID R, A TFRURDEEL . GEFIE

O 1K (R < FESEME(HERV EHIT LTz

O®

om:

O FRAMERL

fiifEEs

ARREBRT D O LE EOREERT DMNC DNV TEBRRTERERSH DEIN ?

Judgement

Research evidence

Additional considerations

O BEERQTRERMEELE
(F5DEHD

® EE/NRHERMEFT(E
(F5DEDREEMES D

O EBRAEREFTZE
(F5DEEFHES<RRL
O BERQTRERMEELE
(F5DEEFRRL

- REATBIRE RTFEDRRI R EERSH PORE ROK D15 B (3B MR (C K
DTERMENSG DT ENMBESNSD . COX EEFERSHICHBN(CTOEIR
ZfER T M TIEA CQ DEEMEFFL.

- BIRE DHREEE. DT —FT)LBBRN I EERMER(CH UV TIE COX BHERD U
RUZEBY DIeHCHRIRZEIRTED. UL, SbaE. h7—TI)Lia
BN REIREIAEER (CH VT, BRBENMTEERMBHERERZHREI DU
DEBTBICH. FHICLDARNERADEKEFENSE V. CDLS(CEIRES
B EREENAS <. JOEI RESHARINEEROIFEFHRTHD
COX PAERDMIRICKFITRHEDERE S ERMICIDEH LSS,
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- REBREFERCEML TOSEOO—BIERRETH D, SED SR (&
COX PAERIESKIC—RICTOTI FERS ULRZXNRE L TEDERBRD
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Clinical Question
RARBIMERAEDRICHITDHT IS I DOFEAE. RAREBIRERFIECKDIEHEZERL. B
HEZ FATEDdIMN?

PICOT
Population:
4% 1 "hALIART hsPDA(hemodynamically significant patent ductus arteriosus) 7= (SAEEIE
B IR E B FAE (MEIRE PDA)ZHB 9 27k 37 BREDRER (S VOAFZHTF—C
(Cyclooxygenase : COX) PEEFEEROERIRIDIRLY)

Intervention:
HFIAS =455 (BRAZ R/N=>(5ug/kg/min Fi@). mAZ R/C=>(5ug/kg/min L), RT
S=>2. JILTRLFUS. PRLFUZODWLITNDY)

Comparators:
BOBEEC T SRNEE

Outcomes:
ABRHRDIET., MRFZERE,. EEKEALM. ERMMERFBEEICAE. i, FEIEHERE
XK. FERIEHMEE. BEERE. Zhk - BHEEEREE. ERERFELEDRE

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

HEALLEESEKER(RCT: randomized controlled trial) . JEE/EAICLLESERER. interrupted time
series. cohort studies. case-control studies. before-and-after studies &9 3.
REBISEIEIRS . MEFIIRES . SREFOWERDHDIAF. BVIEERDHDIAFT (IR T D,

PRIET TR RXEEH TRE TR NIZIREBRXDHZIHRAT D,

123 Database (& PubMed &9 %. BhERXDEEXED/\> R —FEITS,

Definitions, other notes for PICOT:

hsPDA &z (3RE& !4 PDA: JEBNeo DEFEK(HED,

HFAS =2 EA=R/C=Z2(5pg/kg/min KidE). &A= R/C=>(5ug/kg/min A E). RIS
=2 JILZRLFUS. PRLFUZDOWIT

IR FEREZ (neurodevelopmental impairment (NDI)) : BtEFRE, RAEES, RE - BEES
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SEAMZEAL MM (severe Intraventricular Hemorrhage (sIVH)): Papile grades III &F/z(& IV
ERAMEIN = FF R EEMEAE (cystic periventricular leukomalacia(cPVL))

1B 4RZ A (necrotising Enterocolitis (NEC)): Bell JRHA$ET 2a U £

¥4 RIS E (Chronic Lung Disease(CLD)/ Bronchopulmonary Dysplasia(BPD)):{&1EiE
# 36 B(CHNTEHEERIE S CPAP Y A TIFIRES (C KX DIFIRFHIIN AEINIREE, ATFET(CKD
F—SDHEDIRIC(E JEBNeo DEREK(CHED.

IBMEEE | REKMNEBE (GFR)DIE T 235>/ IR/ MED )L T = > FROIRH

ZIhR - BHEEEREE : FREN 1ml/kg/h KBDZEK. F/z(EME Cr HY 40pmol/L(0.45mg/dL) E
DEFownwInm

BNERFIESEDRN | REFOEMERFRVUBIIRE RO T

BIfFDHELE:

TEARERATEMIREFRFIE(CH T D1 > RASS 2 BREOBREDTFHEEOBEN T R/I(=>Z2—2(C
59 EFRHSNIRL. (J-Prep 2010)

REARMERZASEIRE BT (CX T D1 > RAFS S AEDBEEDFHIEEDOEN T RIS 72—
(L5 T D EFED SN, (I-Prep 2010)

REIRMERZ S BIRE T AEDOBIRERHEBN T RI\Z> - RJSZ2Z—R(CIR5ITDE(FEHBNR
U (J-Prep 2010)

SE DR
HMERTELZEIDIRERICHUTHTIAS IO Z2—RIC(FIEEURNWC EZIRET S (FUL\HE, IF
B(CIEWTIET > XDOEEM)

CoSTR summary
7ERR 37 BRECTHAEL. £# 1 NABIAT hsPDA FTz(JFEIRME PDA 2B I IRER (P) ([CXUL
T AFASZ>%K5ID () CEMHDFOASZ2ZH/E LR (C) ZEEHEUT, PDA (CEET
DEEZERSE. PDA DRHEZ FR=E2N (0) ZiRsT L.
A2 RAGS 2 GEZITIRDTERERICHITD RICNZ EE(CDULTIE Barrington 5M SR
(Barrington 2002) M'3%3. LML Barrington 2002 (5EIMD CQ M PICO & (F—HET. £l=Flad
XHMRZRTE SR LUPEDFAR RCT BRER TS /AN o foizsh. 1RZREH (FERTMAFRETE . izl
Systematic review Z4T>7/z. Pubmed ZRAWWTHERZRE L. RCT KU non-RCT ZHRICABZITDO/Z.
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134 DRI RO —Z 2 JR/REIRD . RT3 4D RCT (5185 %) MEMF(CSENIZ. PICO
&—59 D outcome (FBIME BRI & BHEEIEEDH THD Iz,

HFASZASET SR ELER U TEIRERIEEE (N=3, Odds ratio (OR) 1.00 [95%CI 0.39,
2.57], ERCTIRVWIET > XDEERN) SEHERES (N=1, OR 0.48 [95%CI 0.12, 1.98], JEFE (K
WIEF > RADMHEEMN) OFRERCEZRDHI. TEFT > ADOEERME(CDVTELTND Outcome BIF
BIBEWEWDRERICIEAD Tz,

PSS ZAGEMFET MR ESHE. BIEHBRIRED PDA (CKBEERT T NHLNDEERESF X
BMNCDNTFEOBRVRIZEIRILZ RVZERMN D e, AT ISIHRSETSREHRU TEHIRE
FATHER & BEHEEIEE DR ER(CEZRDIEN D2, WINERIZFMRILIA T2 TH oI,

B EMS. KSR OERNS FEMERFEZE I DIRERCH UT H7O3 I 5728 (L2
IRIIETOREFZUL, AFOSZ2Z2—RBICEHRSURVWC EZRRETD U, BonkEIeE>>

DE(FFFE (RS, JWHEREUT,

SEKMEUZ SR (CBALT

735

41 1 MALIRT hsPDA K7z (Ef&IE PDA 289 D1k 37 BREDRER (P)ICH LT, AFO5=
593 (1) ENERE(ET SRNEE(C)(ICLEART PDA (CREY EHEZERMEE. PDA
DRERZE FRESEINENDSUY—FIOIXFI2ZFEL. SRZITOI.

BIREAE S PRIMNEAE

RZEXGSR(E RCT. 3ERCT. interrupted time series. cohort studies. case-control studies. before-
and-after studies & Ufz. JEBIEEIEIREG. MEAIIREG. SEEFOEROHFDIATT. BNIEERDHDIATT.
REEFC(FEAREBLSDEEB THRRSNIHARKIIRI L.

BRI RT —FRN—X (& PubMed & UTz, #&%F(d 2022 F 12 B 25 HICITD 1,

T — it

S4B BERIOU—Z20(F 2 A ERE)ICKDMIZUTITV., HEENG S IIFEEEHED L#
RUZ. £3EHRE 2 ANCKDIRIZUTITV. BEN GO EBE(CEFERDLFARUIZ, GE&ICKLOTE
HENERUIZVEE, 3 AHOZE(FE)(CKDHIRZEITO T,
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T — IR

F— ML Review manager 5.4 (CL D7Dz FEFV I MAOALAEUTARTDIFEEZFZE L. BIR
TORAAEUT, HIRFERE, SEMENLM,. ERMENERBERETRCE. M. HRIEHEEXA.

A RISHIER. BMBRE. ZiK - BHEEES, BMEMTEAREOKREEU, Fe. TREIECDL
THI D)\ —TthastE iz,

1. TERRE%ER (<288, 228:8)

2. COX PBHEZEDERDER

3. BFOS I OEARREE R/CZ>(5ug/kg/min ki), B2 R/(=>(5ug/kg/min L), RT
=20 JILTRLFU PRLFUD)

Consensus of Science (BZFHIRMLDZE L&)

XERR Y —Z >0 D

XHMEROFER, —IRROU—Z2JWRIF 134 FTTRROYU—Z2JWRIF 6 . BRITHRERDTZ
MEE 3 M T, WREBEHHRI S HITH DT,

XR®RIO—Fv—b

134 Recording identified through database searching
(PubMed)

| 128 Records excluded in title and
abstract screening

6 Full-text articles assessed for eligibility

» 3 Full-text articles excluded
3 Wrong study design

3 Studies included in the review
3RCT
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TIERAFTTDE &8
BRAT X SREML D E & &b
=& o WRESE K58 - Ak FHMEULZP D MO LA
(R174E)
Seri J\>HYU—  HjfEEE RCT 1ER8 <3438 n=16 A2 RAFZ > MmE. FRE. MEIEE. MEFKUDA. ME
(1984) hsPDA #5393 HF7IS=>8%8 RIV=> 2-4pg/kg/min L 7F=> . BREEESEE. RRPFFUDTA PR
TStREE 7 ROLI7FZ. BRFTFMUDLAHBHE, FNa,
Ena. SeNa
Fajardo HhF+5 Biftas& RCT 1ER8 <3638 n=36 A2 RAFZ > RE. MFPOLT7F>. R SUDLYEREK
(1992) hsPDA #H59 % HFIAS=28F 24 RJV=> 2pg/kg/min
TStNEE 12 H U < (& 5pg/kg/min
Baenziger XX Bifass RCT 1ERa<3738 n=33 A2 RAFZ> RE. MFPTLT7F>. RFTNUDLHERE,
(1999) fEIR4E PDA HFIAS=>8% 18 RJC=> 4pg/kg/min {AE. IWEHAIME. PDAAEORINE. JOt=

TStREE 14

REREL
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U R0)\A 77 X

BHEERE. BRERIHDREUANDI D MAACDWTIENERGE R ICEHE N, REFITDZEET
ZIaM DTz, Seri 5NN T (FHEZAWZREZ D217 D TUL\Z(Seri 1984), Fajardo 5.
Baenziger 5D (FEIDfHFIFFEIC DUV THRIREE N IR D f=fzsb some concern & U Tz(Fajardo
1992, Baenziger 1999), £TOMRFI(CHLT. BHUITANSD@EN. 770 MHOLADRIE. 7T BB
LDRIESE. MESNITHERDBIROU X J(E low Tholz. UEZMETDE. WTNDF I MAA
BINA T RYURD(d Some concerns & UL (& low DFERTH Dz,

DROATINA TR
Study ID Experimental Comparator Outcome Weigh DI D2 D3 D4 D5 OQverall
Baenziger  IND IND+DOA  BHEEfEE NA 9 00O @
Baenziger  IND IND+DOA  PDAAEREXR NA 9000 O
Fajardo IND+placebo IND+DOA  PDAAEKEX NA r 9000 O
Seri IND IND+DOA  PDAARERSEX NN O 0000 O

.Iow risk @ some concern 6 high risk

| Fandomisation process

02 Dheviations from the ntended interventsons
03 W= =ng outcome data

04 Meazurement of the autcome

05 Selection of the reportad result
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GRADE ¥t

TES>ROEEM (Certainty) (CBELT. GRADE 7ZO—FZAWTCEHMiILIz., URIATINAT7 X
(EDNTFFBRDESDENEHIBETIL. WINDI7D LT serious EHIELZ. BEHECDNTIE.
PDA SBEKEN T (d I°=0%Td D not serious E¥IBT LTz, BHEERE RGN 1 DTHDEEM(E
78 < not serious EHITE LT, FEEIREICDUVNT, BIIREABERIICDLTIE. Seri SDHAFL(Seri
1984). Fajaro S®MAFE(Fajaro 1992). Baenziger SDiAZT(Baenziger 1999)T(d. BIfREAEL
NERDIEELDBOSNIHERTHDZEMNS serious EHTFE Uz, BHEEREE(IHRAXN 1 DTHD
not serious E¥IFE LTz, FEARHEE(ICDLNTI(E, ERETEERKI. BHEERECEAL T TILTA XN
INEL, SUEFERBNLL. 5% EBEXHEICEREEBEEMAZSD EHS very serious EHITE
Uz, BT EF > ADEEMZZEH I EIBEREHFSNBNELD. WITNDF7 DI MHAE very low
EHIFE LT,

GRADE EP table Explanations

a. ROB2 T some concern Td D —EET 1T THEA

b. Outcome TEBRDEKBICDWLWTOERENHIO THES T —EET T TRA

C. XIRITTIRNLL, BECEBE(CEERLN D TVDIILHZEETIF TIERITHRA
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GRADE EP table

Certainty assessment _

HRTYA | )A(TFR 5= " Certainty | E=%
E B | TR TS5t
> DYRY (95% CI) (95% CI)

EhiRE R
3 PN (5 SN AL TIRN 7 IER(TFEZ © U 14/50 12/45 OR 1.00 0 fewer per 1,000 e&000O E-DN
BR (28.0%) (26.7%) (0.39 to (from 481 fewer to IER(TIR
2.57) 1,238 more)
BileEEE
1 PN (5 R @ EZITIRY | FZITRRUY IER(TFEZ © RU 7/18 8/14 OR 0.48 297 fewer per e&000O BX
B (38.9%) (57.1%) (0.12 to 1,000 IR
1.98) (from 502 fewer to

560 more)
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FEERDE EH
TORAAL  BIRETAERKEL

Catecholamine placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
1.1.1 low dose Dopamine vs placebo
Baenziger1999 6 18 5 14 41.3% 0.90[0.21, 3.91]
Fajardo 1992 low DOA 4 14 2 12 24.4% 2.00[0.30,13.51) b
Seri 1984 3 8 3 7 208% 0.80[0.10, 6.35)
Subtotal (95% Cl) 40 33 86.5% 1.10 [0.40, 3.02] ‘—
Total events 13 10

Heterogeneity: Tau®= 0.00; Chi*= 0.54, df= 2 (P=0.76), F= 0%
Test for overall effect: 2= 0.18 (P = 0.86)

1.1.2 high dose Dopamine vs placebo

Fajardo 1992 high DOA 1 10 2 12 13.5% 0.56 [0.04, 7.21)
Subtotal (95% CI) 10 12 13.5% 0.56 [0.04, 7.21] e —
Total events 1 2

Heterogeneity: Not applicable
Test for overall effect: Z = 0.45 (P = 0.65)

Total (95% Cl) 50 45 100.0% 1.00 [0.39, 2.57] "

Total events 14 12

Heterogeneity: Tau®= 0.00; Chi*= 0.77, df= 3 (P = 0.86); F= 0% lﬂ o1 011 1?[] 100:
Test for overall effect Z= 0.00 (P = 1.00) Favours [catecholamine] Favours [placebo]

Test for subgroup differences: Chi*= 0.23, df=1 (P=0.63), F=0%

3 DD RCT85 AlE I TR E Uiz A IEAF T3 Z27(3 1.00 (95%CI 0.39-2.59). #ESd%15E 1000 A
1= 0 A(95% CI -481-1,238) Tk > = GERICEV T EF > ROHERM)

TIONNL 2 BEEEREE

Catecholamine placebo Odds Ratio Odds Ratio
Study or Subgroup Events Total Events Total Weight M-H, Random, 95% CI M-H, Random, 95% CI
Baenziger1 999 7 18 8 14 100.0% 0.48(0.12,1.98) ——
Total (95% Cl) 18 14 100.0% 0.48[0.12,1.98] e
Total events 7 8
Heterogeneity: Not applicable .01 01 10 100

Testfor overall effect: 2= 1.02 (P = 0.31) Favours [Catecholamine] Favours [placebo]

1 DD RCT 32 PlextsReE U AFEEMTTIEAENJ XT3 0.48 (95%CI 0.12-1.98). #@XIZHER 1000 A
»1zD 297 A(95% CI -502-560) T2 GFRICEVWTES > XDHEE M)
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Strong recommendation Conditional recommendation Conditional Strong
against the intervention for either the intervention recommendation recommendation
or the comparison for the intervention for the intervention
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