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clinical question

ELBW extreme low birth weight

FIP focal intestinal perforation
GRADE Grading of recommendations assessment, development and evaluation
KCI Key clinical issues

LIP local intestinal perforation

MRI meconium related ileus

MA Meta-analysis

MR Mental retardation

MI Meconium ileus

MD Meconium disease

MPS Meconium plug syndrome

NEC Necrotizing enterocolitis

RCT Randomized controlled trial

RR Relative risk

SR Systematic review

SIP Spontaneous intestinal perforation
SLCS Small left colon syndrome

VLBW Very low birth weight
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( 1.5kg )
6bmg 12
58%

RDS
ACOG

(RR0.08 0.00-1.50 p=0.09)
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1 5 1 Kai 2005 NEC
Oseki 2012
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Song 2005

Kai 2005 Rolnitsky 2015
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Song 2005
Kai 2005 Rolnitsky 2015
12mg 24 2 6bmg 12
1 6
Lorraine 1999 36
(36
)
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EX I SUBLEHE ik Inverse—variance method (RevMan5.3)
MR IEIE WA Al 040 ( 021 - 075 ) P= 0.004
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Schanler 2005 3 78 3 88 396% 1.13[0.23,5.43] I E—
Sullivan 2010 3 138 5 69 49.3% 0.30 [0.07,1.22) ——
Total (95% CI) 245 181 100.0% 0.47 [0.17, 1.29] R
E e Total events 6 10
RIESNEL Heterogeneity: Tau®= 0.02; Chi*= 2.05, df= 2 (P = 0.36); F= 2% b . -+ o7
Test for overall effect Z=1.46 (P=0.15) .Famuls [Huinan Milk Dief] Favours [control]
AV BWERLIZStudyD YT Tl ARBABRDSBE(CH>T2 58 LR GAENRBN~DOBE) &
BHGEAENELRTDLIEY—FEERTETULVRLEHERIEIh T,
o SE(log[RR])
o
[e]
Funnel plot '
15 o
%I 1 01 1 10 R:QEIEI
Z DD FEHT i Xpncacl vk
AT Ly
av
BRESHT
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CQ2 SR

2 13

1 14 4

RCT5 4 1 4
2007
RCT5
RCT2 Ghandehari 2012, Lucas 1996 PICO
RCT3
CQ2
3 RCT
Outcome SR
Outcome 3 NEC
FIP MRI NEC NEC Outcome
FIP MRI 2
SR FIP MRI NEC
NEC BELL Stgage2
NEC NEC
RR 0.40 [0.21-0.75] p=0.004 NEC
3 RCT 1.5kg
Cristofalo 2013 Schanler 2005
2
RCT Sullivan 2010
RCT 3
Study
NEC
3 RCT Sullivan 2010
Benefit Risk
NEC
NEC
Outcome 3 RCT
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MA
RR 0.47[0.17-1.29] p=0.15

Outcome
Outcome
SR
CQ Future research question
NEC
cQ
NEC
Sullivan 2010
RCT
PN NEC
NEC
Study FIP MRI
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CQ3
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1
cQ
NEC FIP MRI
NEC
SR
NEC Minds2014  Grade
25 SR NEC FIP MRI NEC
MRI/FIP
NEC
P 0.0000
NEC
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cQ

(1

CQs:
cQ
1.5kg I
c o NEC/MRI/FIP
4 Hartel 2014, Janvier 2014, Bonsante 2014,
Hunter 2012
Inverse-variance method (RevMan5.3)
0.20 ( 014 - 030 ) P= 0.00001
Pribotics Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl IV, Random, 95% CI
Hunter 2012 2 79 35 232 7.0% 0.17 [0.04, 0.68] -
Hartel 2014 116 3789 280 1562 55.7% 0.17 [0.14, 0.21) L
Janvier 2014 5 294 3 317 14.0% 0.17 [0.07, 0.44)
Bonsante 2014 10 347 62 783 23.3% 0.36 [0.19, 0.70] —e
Total (95% Cl) 4509 2894 100.0% 0.20 [0.14, 0.30] L 2
Total events 133 408
. 2= . Chi? = - = 0.2 2 = ago; ! } | }
Forest plot :_ielel;ogenel!yl. T:u _3(_)67 gC;hl P—:bﬁg, d:“— 3(P=0.20) I*=36% 0.01 01 1 10 100
est for overall effect: Z = 7.93 ( -00001) Favours Probiotics  Favours control
NEC
- SE(log[RR]) :
o!
0.2+
)
041 ]
of
0.6+
Funnel plot :
o}
0.a+t '
. . . RR
0.01 0.1 1 10 100
NEC
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cQ

(2)

cQs:
cQ
P 1.5kg I
c 0 NEC/MRI/FIP
RCT 25 Nandhini 2015, Dilli 2015, Oncel 2014, Patole
2014, Saengtawesin 2014, Mansoni 2014, Totsu
2014, Jacobs 2013, Demirel 2013, Serce 2013
,Fernandez-Carrocera 2013, Al-Hosni 2012,
Rojas 2012, Sari 2011, Braga 2011, Mihatsch
2010, Samanta 2009, Rouge 2009, Lin 2008,
Manzoni 2008, Manzoni 2006, Lin 2005, Bin-
Nun 2005, Dani 2002, Kitajima 1997
Inverse-variance method (RevMan5.3)
0.46 ( 036 - 060 ) P= 0.000001
Probiotics Placebo Risk Ratio Risk Ratio
Study or Subgroue Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Dilli 2015 6 200 30 200 8.3% 0.20 [0.09, 0.47] 2015 -
Nandhini 2015 8 108 16 110 9.3% 0.51 [0.23, 1.14] 2015 B
Patole 2014 (4] 77 1 76 0.6% 0.33 [0.01, 7.95] 2014
Oncel 2014 8 200 10 200 T4% 0.80 [0.32, 1.99] 2014 I
Mansoni 2014 (4] 238 14 258 0.8% 0.04 [0.00, 0.62] 2014 —
Saengtawesin 2014 1 31 1 29 0.9% 0.94 [0.08, 14.27] 2014
Totsu 2014 (4] 153 (4] 130 Not estimable 2014
Jacobs 2013 1 548 24 551 12.0% 0.46 [0.23, 0.93] 2013 .
Serce 2013 7 104 7 104 6.0% 1.00 [0.36, 2.75] 2013 I
Demirel 2013 6 135 7 136 54% 0.86 [0.30, 2.50] 2013 R
Fernandez-Carrocera 2013 6 75 12 75 7 1% 0.50 [0.20, 1.26] 2013 -1
Al-Hosni 2012 3 50 4 51 3.0% 0.77 [0.18, 3.25] 2012 _
Rojas 2012 6 176 10 184 6.3% 0.63 [0.23, 1.69] 2012 e
Braga 2011 (4] 119 4 112 0.7% 0.10 [0.01, 1.92] 2011
Sari 2011 6 110 10 11 6.4% 0.61 [0.23, 1.61] 2011 -1
Mihatsch 2010 2 a3 4 o0 22% 0.48 [0.09, 2.58] 2010 _
ForeSt pIOt Samanta 2009 5 91 15 a5 6.5% 0.35[0.13, 0.92] 2009 -
Rouge 2009 2 45 1 49 1.1% 2.18 [0.20, 23.21] 2009
Lin 2008 4 217 14 217 51% 0.29 [0.10, 0.85] 2008
Manzoni 2008 o] 151 10 168 0.8% 0.05 [0.00, 0.90] 2008
Manzoni 2006 1 39 3 41 1.3% 0.35 [0.04, 3.23] 2006 —
Lin 2005 2 180 10 187 2.8% 0.21 [0.05, 0.94] 2005
Bin-Nun 2005 1 72 10 73 1.5% 0.10 [0.01, 0.77] 2005
Dani 2002 4 295 8 290 4.4% 0.49 [0.15, 1.61] 2002 —
Kitajima 1997 o 46 o 45 Not estimable 1997
Total (95% CI) 3553 3582 100.0% 0.46 [0.36, 0.60] ‘
Total events 89 225
Heterogeneity: Tau®* = 0.01; Chi* = 22.51, df = 22 (P = 0.43); I* = 2% E + + {
Test for overall effect: Z = 5.99 (P < 0.00001) oo Favol.?r"&: Probiotics Favours PI;Sebo 100
NEC
nﬁSE(Iag[RR]) s
% o
0.5+ o° Po %o
[s]
i o
©
T o
Funnel plot o °
i o
154 © o (o] E
o |
: RR
0.01 0.1 1 10 100
NEC

.
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(3

CQ3:
cQ
P 1.5kg |
C (0]
r, .
4 Hartel 2014, Janvier 2014, Bonsante 2014,
Hunter 2012
Inverse-variance method (RevMan5.3)
L L
0.72 ( 061 - 086 ) P= 0.0002
Probiotics Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Hunter 2012 u} 79 7 232 0.4% 0.19[0.01,3.36] 2012
Janvier 2014 20 294 il N7 9.8% 0.70[0.41,1.19] 2014 T
Bonsante 2014 8 347 3ar 783 5.0% 0.49[0.23,1.04] 2014 —
Hartel 2014 291 3789 160 1562 84.8% 0.75[0.62,0.90] 2014 .
Total (95% CI) 4509 2894 100.0% 0.72[0.61, 0.86] L 2
Total events 319 235
Heterogeneity: Tau®= 0.00; Chi*= 2.03, df=3 (P = 0.57), F=0% [ t t |
o _ 0.01 0.1 10 100
Forest pIOt Testfor overall effect: 2= 3.73 (P = 0.0002) Favours [experimental] Favours [control]
0__SEUog[RR]) s
6
d
o
05+
s '
Funnel plot '
151 o E
RR
0.01 0.1 1 10 100
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cQ

(4)

CcQ3:
(ofe]
1.5kg I
C (0]
RCT [25 Nandhini 2015, Dilli 2015, Oncel 2014, Patole
2014, Saengtawesin 2014, Mansoni 2014, Totsu
2014, Jacobs 2013, Demirel 2013, Serce 2013
,Fernandez-Carrocera 2013, Al-Hosni 2012,
Rojas 2012, Sari 2011, Braga 2011, Mihatsch
2010, Samanta 2009, Rouge 2009, Lin 2008,
Manzoni 2008, Manzoni 2006, Lin 2005, Bin-
Nun 2005, Dani 2002, Kitajima 1997
Inverse-variance method (RevMan5.3)
F F
0.69 ( 056 - 085 ) P= 0.0004
Probiotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl Year IV, Random, 95% CI
Dilli 2015 6 200 14 200 4.2% 0.43 [0.17, 1.09] 2015 -
Nandhini 2015 10 108 9 110 4.9% 1.13[0.48, 2.68] 2015 B e
Oncel 2014 12 200 17 200 6.6% 0.71[0.35, 1.44] 2014 -1
Saengtawesin 2014 0 31 (4] 29 Not estimable 2014
Totsu 2014 2 153 (4] 130 0.5% 4.25[0.21,87.80] 2014
Patole 2014 o 77 o 76 Not estimable 2014
Mansoni 2014 9 238 18 258 57% 0.54 [0.25, 1.18] 2014 -/
Jacobs 2013 27 548 28 551 10.6% 0.97 [0.58, 1.62] 2013 -1
Fernandez-Carrocera 2013 1 75 7 75 1.0% 0.14 [0.02, 1.13] 2013 B
Serce 2013 5 104 4 104 2.4% 1.25[0.35, 4.52] 2013 I
Demirel 2013 5 135 5 136 26% 1.01[0.30, 3.40] 2013 I S—
Al-Hosni 2012 3 50 4 51 1.9% 0.77 [0.18, 3.25] 2012 A E—
Rojas 2012 48 176 54 184 17.4% 0.93 [0.67, 1.29] 2012 e
Braga 2011 26 119 27 112 11.9% 0.91 [0.56, 1.45] 2011 —-
Sari 2011 3 110 3 i 1.6% 1.01[0.21,4.89] 2011 1
Forest plot Mihatsch 2010 2 91 189 0.7% 1.96 [0.18, 21.19] 2010 —
Rouge 2009 2 45 4 49 15% 0.54 [0.10, 2.83] 2009 —
Samanta 2009 4 91 14 a5 3.3% 0.30 [0.10, 0.87] 2009 I —
Manzoni 2008 6 151 12 168 41% 0.56 [0.21, 1.45] 2008 .
Lin 2008 2 217 9 217 1.7% 0.22 [0.05, 1.02] 2008
Manzoni 2006 5 39 6 41 32% 0.88 [0.29, 2.64] 2006 I B
Bin-Nun 2005 3 72 8 73 2.4% 0.38 [0.11, 1.38] 2005 R
Lin 2005 7 180 20 187 51% 0.36 [0.16, 0.84] 2005 D
Dani 2002 0 295 2 290 0.5% 0.20 [0.01, 4.08] 2002
Kitajima 1997 7 46 20 45 6.0% 0.34 [0.16, 0.73] 1997 I
Total (95% CI) 3551 3581 100.0% 0.69 [0.56, 0.85] L 2
Total events 195 286
Heterogeneity: Tau® = 0.04; Chi* = 26.08, df = 22 (P = 0.25); I* = 16% i + + i
2 0.01 0.1 10 100
Test for overall effect: Z = 3.54 (P = 0.0004) Favours [experimental] Favours [control]
__SE(log[RR]} ,
)
'@
@ o
0.5+ H
N
Funnel plot © '
p : o
5T o )
RR
0.01 0.1 1 10 100
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cQ

(5)

CQ3;
cQ
P 1.5kg |
C (0]
13 Hartel 2014, Bonsante 2014, Hunter 2012
Inverse-variance method (RevMan5.3)
| | ¥
0.89 ( 076 - 103 ) P= 0.11
Probiotics Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% CI IV, Random, 95% CI
Bonsante 2014 0 347 0 783 Not estimable
Hunter 2012 19 79 72 232 11.7% 0.77 [0.50, 1.20] el |
Hartel 2014 427 3789 195 1562 88.3% 0.90 [0.77, 1.06] [ ]
Total (95% CI) 4215 2577 100.0% 0.89 [0.76, 1.03] +
Total events 446 267
- 2= - Chiz = = = - 12 = 0% I t 4 t i
FOreSt pIOt I1-_|eter’ogene|tyl.l T:u - 390 an o _0.4:, df =1 (P =0.52); 1> = 0% 0.01 o1 H 10 100
est for overall effect: Z = 1.58 (P = 0.11) Favours Probiotics Favours control
- SE(logIRR]) .
¢
0.1 '
021 !
O]
Funnel plot 03T i
0.4+ i
05 | RR
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cQ

6

cas:
ca
P 1.5kg I
C (o]
RCT [23 Nandhini 2015, Dilli 2015, Patole 2014,
Saengtawesin 2014, Totsu 2014, Jacobs 2013,
Demirel 2013, Serce 2013 Fernandez-
Carrocera 2013, Al-Hosni 2012, Rojas 2012,
Sari 2011, Braga 2011, Mihatsch 2010,
Samanta 2009, Rouge 2009, Lin 2008, Manzoni
2008, Manzoni 2006, Lin 2005, Bin-Nun 2005,
Dani 2002, Kitajima 1997
Inverse-variance method (RevMan5.3)
F F F
0.88 ( 073 - 107 ) P= 0.20
Probiotics Placebo Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, Random, 95% Cl| Year IV, Random, 95% CI
Nandhini 2015 18 108 7 110 38% 2.62[1.14,6.02] 2015 -
Dilli 2015 16 200 23 200 5.4% 0.70 [0.38, 1.28] 2015 —
Patole 2014 0 77 0o 76 Not estimable 2014
Totsu 2014 6 153 10 130 28% 0.51[0.19, 1.36] 2014 —T
Saengtawesin 2014 2 31 1 20 0.6% 1.87 [0.18, 19.55] 2014 e S e—
Serce 2013 19 104 25 104  6.2% 0.76 [0.45, 1.29] 2013 1
Jacobs 2013 0 548 o 551 Not estimable 2013
Fernandez-Carrocera 2013 0 75 0 75 Not estimable 2013
Demirel 2013 20 135 21 136 5.8% 0.96 [0.55, 1.69] 2013 e
Al-Hosni 2012 13 50 16 51 52% 0.83 [0.45, 1.54] 2012 —1
Rojas 2012 28 176 33 184  7.0% 0.89 [0.56, 1.40] 2012 —
Braga 2011 40 119 42 112 8.6% 0.90 [0.63, 1.27] 2011 -
Sari 2011 o 110 o 111 Not estimable 2011
Mihatsch 2010 28 o1 20 89 7.4% 0.94 [0.61, 1.45] 2010 —r
Samanta 2009 13 9 28 95 55% 0.48 [0.27, 0.88] 2009 _—
Forest p|0t Rouge 2009 13 45 15 49 52% 0.94 [0.51, 1.76] 2009 B
Lin 2008 40 217 24 217 6.9% 1.67 [1.04, 2.67] 2008 -
Manzoni 2008 7151 29 168  3.8% 0.27 [0.12, 0.60] 2008 —_—
Manzoni 2006 19 39 22 41 7.4% 0.91[0.59, 1.40] 2006 — =
Lin 2005 22 180 36 187  6.7% 0.63 [0.39, 1.04] 2005 —
Bin-Nun 2005 31 72 24 73 7.5% 1.31(0.86, 2.00] 2005 T
Dani 2002 14 295 12 200 4.1% 1.15 (0.54, 2.44] 2002 —r
Kitajima 1997 0 46 1 45 0.3% 0.33[0.01, 7.80] 1997
Total (95% Cl) 3113 3123 100.0% 0.88 [0.73, 1.07] L
Total events 349 398
. P " 2 - - - |2 = 48% [} + } i
l:eterfogenellyl.l T?fu - g 281. C;'u P _3;.;2, df = 18 (P = 0.01); I* = 48% YT o5 = r
ost for overall effact: Z = 1.20 (P = 0.20) Favours Probiotics Favours Placebo
__SE(log[RR]} ,
%o
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o e o
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z
Funnel plot : °
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CQ3 SR

CcQ SCOPE SR8
RCT 4 4
NEC FIP MRI SR
SR
Outcome

NEC FIP MRI

3
Outcome
1 NEC FIP MRI
RCT25 SR8 4 NEC Outcome
NEC

(0.44 [0.31-0.63] P 0.000001) primary outcome

NEC
2.

RCT25 SR8 4 Outcome
(0. 71[0.61-0.82] P 0.000001) primary outcome NEC

secondary outcome

RCT23 SR8 3 Outcome

(0.88[0.76-1.03] P 0.10)

NEC FIP MRI
NEC
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CcQ4

CQ4
D
cQ
MRI
NEC FIP MRI
2 6 SR1  RCT 3
1 SR 3 RCT RCT

NEC FIP MRI

MA cQ
NEC RCT

cQ4
(NEC FIP MRI)

1 Livingson MH, Shawyer AC, et al. Glycerin Enemas and Suppositories in Premature
Infants: A Meta-analysis. PEDIATRICS 2015.135(6) 1093-106
2) Shinde S, Kabra NS, et al. Glycerin suppository for promoting feeding tolerance in
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preterm very low birthweight neonates: a randomized controlled trial. Indian Pediatr.
2014 May 51(5) 367-70

3) Shim S, Kim HS, et al. Induction of early meconium evacuation promotes feeding tolerance
in very low birth weight infants Neonatology. 2007 92(1) 67-72

4) Haiden N, Jilma B, et al. Small volume enemas do not accelerate meconium evacuation in
very low birth weight infants. J Pediatr Gastroenterol Nutr. 2007 Feb 44(2) 270-3

5) Khadr S, Ibhanesebhor S, et al. Randomized controlled trial: impact of glycerin
suppositories on time to full feeds in preterm infants. Neonatology. 2011 100(2) 169-76
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CQ4

(1

CQ4tBEH AR E R DAL ERAREIEERED THHISTREEHNMN ?

caQ
b |EHAKER L |[TutusE
c |EAE o [|BIEEREEEE (NEC/MRI/FIP) DF[h
i D RCT <Eks (3 a—K Heiden 2007, Khadr 2011, Shinde 2014
ET)L SR LR Fik Inverse-variance method (RevMan5.3)
MRIEIE WADK HelE 0.94 ( 087 - 102 ) P= 0.13
Glycerin enema Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight IV, R 95% Cl Year IV, Rand 95% CI
Heiden 2007 39 42 38 39 68.5% 0.85[0.86,1.05] 2007
Khadr 2011 25 29 24 25 23.9% 0.90[0.76, 1.06] 2011
Shinde 2014 19 25 20 25 7.6% 0.85[0.71,1.28] 2014
Total (95% CI) 96 89 100.0% 0.94 [0.87, 1.02]
Forest plot Total events a3 82
Heterogeneity: Tau®= 0.00; Chi*= 0.37, df= 2 (P = 0.83); F= 0% 5001 0}1 1 1}0 100"
Testfor overall effect Z=1.51 (P=0.13) “Favours [G\;cenn enema) Favours [Control]
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CQ4

(2)

caQ

CQaBEEERERDBEILERERETRED FHITRBETESMN?

P |EHEKER

1 |TIEIViRE

c |mam o0 |ESTrEHE
METHA RCT ik # a—K |Heiden 2007, Khadr 2011, Shinde 2014
EFIL SUB LR Hik Inverse-variance method (RevMan5.3)
MR WATL HmalE 100 ( 090 - 100 ) P= 0.96
Glycerin enema Control Risk Ratio Risk Ratio
Study or Subgroup __ Events __ Total Events Total Weight IV, m, 95% Cl_Year IV, R 95% CI
Khadr 2011 24 29 21 25 18.4% 0.99[0.78,1.25] 2011
Shinde 2014 24 25 24 25 B16% 1.00[0.89,1.12] 2014
Total (95% CI) 54 50 100.0% 1.00 [0.90, 1.10]
Total events 48 45
Forest plot Heterogeneity: Tau®= EIEID, cm*:_o 01,df=1(P=0.91);,F=0% #U o1 nf1 1 190 100‘
Testfor overall effect: Z=0.05 (P = 0.96) Favours [Glycerin enema) Favours [Control]
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CQABIEEERERDEILEMERESRED FHICEREEN,N?

cQ
p |EBHERKRER 1 |FVEIUiRR
c |EAE o |MESHEZOHRE
HETHA> RCT XEkE 3 a—K |Heiden 2007, Khadr 2011, Shinde 2014
E7)0 SUR LR ik Inverse-variance method (RevMan5.3)
MR IR YR e 211 ( 120 - 369 ) P= 0.009
Glycerin enema Control Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, 95% Cl Year M-H 95% CI
Khadr 2011 22 29 9 25 100.0% 2.11[1.20,3.69] 2011
Total (95% CI) 29 25 100.0% 2.11[1.20, 3.69] ‘
Total events 22 9
Het ty: Not licabl F + + y
Ferc Bl T:ST;E?ES::an 9;9;?;:;5; (P=0.009) ’ Dgawuls [Gol}ler’ln enema] Favours [c-:-r:tI:J\] 190
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014 E
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Funnel plot !
0 ) ) ; ) RR
.01 041 1 10 100
AV Publication bias(d#iL && Z TELLY
Zothomy  |ETET QAR
ARG Ly
ay
REEDHT

60



CQ4

(4)

caQ

CQaBEHAERERD B L ERRERERED FHICEBEHNN ?

p [EHAEKER

1 |[FUeIUiER

c |#aE

o |EEAREmOEM

HMETHA> RCT XEkE a—K Heiden 2007, Khadr 2011, Shinde 2014
EF)L FUF LR FiE Inverse-variance method (RevMan5.3)
MR IEIE WADL HalE 129 ( 063 - 265 ) P= 048
Control Risk Ratio Risk Ratio
Study or Subgroup Total Events Total Weight M-H, 95% CI_Year M-H, 95% CI
Khadr 2011 g 25 10009 120063, 2.65) 2011 —_—
Total (95% CI) 25 100.0% 1.29 [0.63, 2.65]
Total events 8
Heterogeneity: Not applicable ; + T + |
Forest plot Testfor overall effect: Z=0.70 (P = 0.48) D'Df—]awurs [GU|).(\1:EIH1 enemal ! Favours [Q‘;.gt?.;.\] 190
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CQ6 (1)

CQ6:
cQ
|
(o] (0]
4 Azarow 1997, Blakely 2006, Bonnard 2008,
Sharma 2004
Inverse-variance method (RevMan5.3)
110 ( 091 - 134 ) P= 0.33
Laparotomy Peritoneal drainage Risk Ratio Risk Ratio
Study or Subgroup Events Total Events Total Weight M-H, R 95% ClYear M-H, R 95% CI
Azarow 1997 24 42 26 44 301% 0.87 [0.68, 1.38] 14997
Sharma 2004 26 46 17 32 22.8% 1.06 [0.70,1.61] 2004
Blakely 2006 43 7E ar 80 41.0% 1.22 [0.80,1.66] 2006
Bonnard 2008 g 19 T 20 B.1% 1.20[0.54, 2.67] 2008 T
Total (95% CI) 183 176 100.0% 1.10 [0.91, 1.34] »
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Test for overall effect Z=0.51 (P = 0.61)
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RCT 2 Moss 2006, Rees 2008
Inverse-variance method (RevMan5.3)
1.05 ( 086 - 129 ) P= 061
Laparotomy Peritoneal drainage Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, Random, 95% Cl _Year M-H, Random, 95% CI
Moss 2006 40 62 36 85 AT1% 0.99[0.76,1.29] 2006
Rees 2008 25 33 23 35 429% 1.148([0.85,1.67] 2002
Total (95% CI) 95 90 100.0% 1.05 [0.86, 1.29]
Total events 65 54
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4 Azarow 1997, Blakely 2006, Bonnard 2008,
Sharma 2004
Inverse-variance method (RevMan5.3)
0.60 ( 0.25 - 1.42 ) P= 0.25
Laparotomy Peritoneal drainage Risk Ratio Risk Ratio
Study or Subgroup _ Events _ Total __ Events Total Weight M-H, R 95% Cl_Year M-H, R % Cl
Elakely 2006 7 43 10 37 100.0% 0.60 [0.25, 1.42] 2006 —H-
Total (95% CI) 43 37 100.0% 0.60 [0.25, 1.42] i
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RCT 2 Moss 2006, Rees 2008
Inverse-variance method (RevMan5.3)
111 ( 079 - 158 ) P= 0.54
Laparotomy  Peritoneal drainage Risk Ratio Risk Ratio
Study or Subgroup Events  Total Events Total Weight M-H, R 95% Cl_Year M-H, R: 95% CI
hoss 2006 24 40 19 36 TET% 114 [0.76,1.69] 2006
Rees 2008 9 i 9 27 243% 1.05[0.52,2.12] 2008
Total (95% CI) 61 58 100.0% 1.11[0.79, 1.58]
Total events 33 28
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PubMed

CQ1

AL

BEHERERICEITHHLEREREN NS

cQ

CQl BEHERERDBLERERERED FHICBARITOANMRSEIAMN?

F—HR—2 PubMed

B¢ 2015/12/17
eaRE FK/HY
# wHER R
#1 “Infant, Newborn“[MH] OR “Infant, Newborn, Diseases”[MH] OR infant*[TIAB] 898,948
OR newborn*[TIAB] OR neonat*[TIAB]
#2 "Enterocolitis, Necrotizing”[MH] OR “Intestinal Perforation”[MH] OR 59,029
“necrotizing enterocolitis“[TIAB] OR necrotising[TIAB] OR “intestinal
perforation”[TIAB] OR “meconium related ileus”[TIAB] OR “meconium
disease”[TIAB] OR “meconium obstruction”[TIAB] OR “meconium
ileus”[TIAB] OR “meconium plug”[TIAB] OR “small left colon”[TIAB] OR
(“Intestinal Diseases”[MH] AND (meconium[TW] OR ileus[TW] OR
perforat¥[TIAB] OR obstruct*[TIAB]))
#3 English[LA] OR Japanese[LA] 21,448,581
#4 Animals[MH] NOT Humans[MH] 4,158,806
#5 #1 and #2 and #3 not #4 8,459
#6 Steroids[MH] OR steroid[TW] OR steroids[TW] OR “corticosteraids”[TW] OR 934,848
“Adrenal Cortex Hormones”[MH] OR “Glucocorticoids"[PA] OR
betamethasone[TW]
#7 “Maternal Exposure”[Mesh] OR antenatal[TW] OR prenatal[TW] 156,495
#8 #6 and #7 8,851
#9 #5 and #8 205
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CQ2

cQ

cQ2

PubMed

2015/12/17

FK/HY

H
#1 "Infant, Newborn"[MH] OR "Infant, Newborn, Diseases"[MH] OR infant*[TIAB] 898,948
OR newborn*[TIAB] OR neonat*[TIAB]
#2 "Enterocolitis, Necrotizing"[MH] OR "Intestinal Perforation[MH] OR 59,029
""necrotizing enterocolitis”[TIAB] OR necrotising[TIAB] OR “intestinal
perforation”[TIAB] OR ""meconium related ileus"[TIAB] OR "meconium
disease"[TIAB] OR "meconium obstruction"[TIAB] OR "meconium
ileus"[TIAB] OR "meconium plug"[TIAB] OR "small left colon"[TIAB] OR
("Intestinal Diseases"'[MH] AND (meconium[TW] OR ileus[TW] OR
perforat*[TIAB] OR obstruct*[TIAB]))
#3 English[LA] OR Japanese[LA] 21,448,581
#4 Animals[MH] NOT Humans[MH] 4,158,806
#5 #1 and #2 and #3 not #4 8,459
#6 "Milk, Human"'[MH] OR "breast milk"[TW] OR "mother milk"'[TW] OR "donor 20,819
milk"[TW]
#7 #5 and #6 391
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CcQ3

cQ

cQ3

PubMed

2015/12/17

FK/HY

H
#1 "Infant, Newborn"[MH] OR "Infant, Newborn, Diseases"[MH] OR infant*[TIAB] 898,948
OR newborn*[TIAB] OR neonat*[TIAB]
#2 "Enterocolitis, Necrotizing"[MH] OR "Intestinal Perforation[MH] OR 59,029
""necrotizing enterocolitis”[TIAB] OR necrotising[TIAB] OR “intestinal
perforation”[TIAB] OR ""meconium related ileus"[TIAB] OR "meconium
disease"[TIAB] OR "meconium obstruction"[TIAB] OR "meconium
ileus"[TIAB] OR "meconium plug"[TIAB] OR "small left colon"[TIAB] OR
("Intestinal Diseases"'[MH] AND (meconium[TW] OR ileus[TW] OR
perforat*[TIAB] OR obstruct*[TIAB]))
#3 English[LA] OR Japanese[LA] 21,448,581
#4 Animals[MH] NOT Humans[MH] 4,158,806
#5 #1 and #2 and #3 not #4 8,459
#6 "Probiotics"[TW] OR "Bifidobacterium"[TW] OR "Lactobacillus"[TW] 38,767
#7 #5 and #6 307
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CQ4

cQ

cQ4

PubMed

2015/12/17

FK/HY

H
#1 "Infant, Newborn"[MH] OR "Infant, Newborn, Diseases"[MH] OR infant*[TIAB] 898,948
OR newborn*[TIAB] OR neonat*[TIAB]
#2 "Enterocolitis, Necrotizing"[MH] OR "Intestinal Perforation[MH] OR 59,029
""necrotizing enterocolitis”[TIAB] OR necrotising[TIAB] OR “intestinal
perforation”[TIAB] OR ""meconium related ileus"[TIAB] OR "meconium
disease"[TIAB] OR "meconium obstruction"[TIAB] OR "meconium
ileus"[TIAB] OR "meconium plug"[TIAB] OR "small left colon"[TIAB] OR
("Intestinal Diseases"'[MH] AND (meconium[TW] OR ileus[TW] OR
perforat*[TIAB] OR obstruct*[TIAB]))
#3 English[LA] OR Japanese[LA] 21,448,581
#4 Animals[MH] NOT Humans[MH] 4,158,806
#5 #1 and #2 and #3 not #4 8,459
#6 enema[TW] OR glycerol[TW] OR glycerin[tw] OR glycerine[TW] OR 85,538
defecation[TW] OR GE[TW]
#7 #5 and #6 317
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CQ5

CQ5
CQ
PubMed
2015/12/17
FK/HY
+
#1 "Infant, Newborn"[MH] OR “Infant, Newborn, Diseases"[MH] OR infant*[TIAB] 898,948
OR newborn*[TIAB] OR neonat*[TIAB]
#2 "Enterocolitis, Necrotizing"[MH] OR "Intestinal Perforation''[MH] OR 59,029
"necrotizing enterocolitis"[TIAB] OR necrotising[TIAB] OR "intestinal
perforation"[TIAB] OR "meconium related ileus"[TIAB] OR "meconium
disease"[TIAB] OR "meconium obstruction"[TIAB] OR "meconium
ileus"[TIAB] OR "meconium plug"[TIAB] OR "small left colon"[TIAB] OR
("Intestinal Diseases"'[MH] AND (meconium[TW] OR ileus[TW] OR
perforat*[TIAB] OR obstruct*[TIAB]))
#3 English[LA] OR Japanese[LA] 21,448,581
#4 Animals[MH] NOT Humans[MH] 4,158,806
#5 #1 and #2 and #3 not #4 8,459
#6 enema[TW] OR "diatrizoate meglumine”[TW] OR "meglumine sodium 118,233
amidotrizoate"[TW] OR *"amidotrizoic acid"[TW] OR gastrogra*[TW] OR
"water soluble"[TW] OR "contrast media"[TW]
#7 #5 and #6 344
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CQ6

A4k BEBERERICBITOHEEREEETAFS1
CQe IBEHBAERERIZEELHIEERERZ ZAVT. FALFHIREMEBRI/EDTIES . FREMIISL
ca F—UILERTHFRERET N ?
F—HR—2 PubMed
Bt 2015/12/17
BaE FK/HY
# "R X R
#1 “Infant, Newborn“[MH] OR “Infant, Newborn, Diseases”[MH] OR infantx[TIAB] 898,948
OR newborn*[TIAB] OR necnat*[TIAB]
#2 “Enterocolitis, Necrotizing”[MH] OR “Intestinal Perforation”[MH] OR 59,029
“necrotizing enterocolitis”[TIAB] OR necrotising[TIAB] OR “intestinal
perforation“[TIAB] OR “meconium related ileus”[TIAB] OR “meconium
disease”[TIAB] OR “meconium obstruction”[TIAB] OR “meconium
ileus“[TIAB] OR “meconium plug”[TIAB] OR “small left colon”[TIAB] OR
("Intestinal Diseases”[MH] AND (meconium[TW] OR ileus[TW] OR
perforat¥[TIAB] OR obstruct*[TIAB]))
#3 English[LA] OR Japanese[LA] 21,448 581
#4 Animals[MH] NOT Humans[MH] 4,158,806
#5 #1 and #2 and #3 not #4 8,459
#6 “Surgical Procedures, Operative”[MH] OR laparotomy[TW] OR ”Surgical 2,613,931
Stomas”[MH] OR enterostomy[TW] OR ileostomy[TW] OR colostomy[TW] OR
jejunostomy[TW] OR “bowel resection”[TW] OR “peritoneal drainage " [TW] OR
"Drainage”[MH]
#7 “Treatment Outcome”[MH] OR “Prognosis”[MH] OR “Mortality”[MH] OR 1,888,771
“survival rate”[TW] OR death[TW]
#8 #6 and #7 540,092
#9 #5 and #8 711
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PubMed SR

ALk BELBERERIZBITOHEEREESETAZ12
SRELHIRE
cQ
F—AR—X PubMed
B i 2015/12/17
BaE FK/HY
# mERER XEREL
#1 “Infant, Newborn”“[MH] OR “Infant, Newborn, Diseases”[MH] OR infant*[TIAB] 898,048
OR newborn*[TIAB] OR neonat*[TIAB]
#2 "Enterocolitis, Necrotizing”[MH] OR “Intestinal Perforation”[MH] OR 59,029
“necrotizing enterocolitis“[TIAB] OR necrotising[TIAB] OR “intestinal
perforation”[TIAB] OR “meconium related ileus”[TIAB] OR “meconium
disease [TIAB] OR “meconium obstruction”[TIAB] OR “meconium
ileus“[TIAB] OR “meconium plug”[TIAB] OR “small left colon”[TIAB] OR
("“Intestinal Diseases”[MH] AND (meconium[TW] OR ileus[TW] OR
perforat¥[TIAB] OR obstruct*[TIAB]))
#3 English[LA] OR Japanese[LA] 21,448 581
#4 Animals[MH] NOT Humans[MH] 4,158,806
#5 #1 and #2 and #3 not #4 8.459
#6 systematic[SB] OR Meta—Analysis[PT] 270,089
#9 #5 and #6 390
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Cochrane

cQ1

BEHEEFRERICEITHELERERENAS/42

CQl {BEH ERER OB L ERERERED FHICBEITOAMNM@RETAEMN?

F—HAR—2 The Cochrane Library

2015/12/10
EE FK/HY
# wHER SRR
#1 “infant” or “baby”:ti,abkw 36,637
#2 necroti*ing enterocolitis or “NEC”:ti,abkw 1,047
#3 “intestinal perforation”:ti,abkw 193
#4 “meconium”:ti,ab,kw 430
#5 obstruct* or “ileus”:ti,ab,kw 20,798
#6 #2 or #3 or (#4 and #5) 1,247
#7 #1 and #6 895
#8 “steroid*” or “corticosteroids” or “glucocorticoids” or 30,675
“betamethasone”:ti,ab kw
#9 “prenatal” or “antenatal”:ti,ab kw 5,222
#10 #8 and #9 496
#11 #7 and #10 82

CDSR: 504 CCTR: 274
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BENEFRERIZBTDHCEREREET RS

cQ

CQ2 {BEHERERDM L ERERERED TSRS IEHNN?

F—AR—2Z The Cochrane Library

oy 2015/12/10
eRE FK/HY

# mEA HEREK

#1 “infant” or “baby”:ti,abkw 36,637
#2 necroti*ing enterocolitis or “NEGC”:ti,abkw 1,047
#3 “intestinal perforation” :ti,abkw 193
#4 “meconium”:ti,abkw 430
#5 obstruct* or “ileus”:ti,abkw 20,798
#6 #2 or #3 or (#4 and #5) 1,247
#7 #1 and #6 895
#8 “breast milk” or “mather milk” or “donor milk”:ti,abkw 1,287
#9 #7 and #8 119

CDSR: 59#f CCTR: 514
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2RI
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Co3 BMEHEREROHILEREBEREQFHITONATT(IRBEFHEDN ?

F—AR—2Z The Cochrane Library

oy 2015/12/10
eRE FK/HY

# mEA HEREK

#1 “infant” or “baby”:ti,abkw 36,637
#2 necroti*ing enterocolitis or “NEGC”:ti,abkw 1,047
#3 “intestinal perforation” :ti,abkw 193
#4 “meconium”:ti,abkw 430
#5 obstruct* or “ileus”:ti,abkw 20,798
#6 #2 or #3 or (#4 and #5) 1,247
#7 #1 and #6 895
#8 “probiotics” or “bifidobacterium” or “lactobacillus”:ti,abkw 3,225
#9 #7 and #8 12

CDSR: 644 CCTR: 544
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2RI
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cQ

CQ4 BB EREROM L EREREREDFHISREBIIEN ?

F—AR—2Z The Cochrane Library

oy 2015/12/10
eRE FK/HY

# mEA HEREK

#1 “infant” or “baby”:ti,abkw 36,637
#2 necroti*ing enterocolitis or “NEGC”:ti,abkw 1,047
#3 “intestinal perforation” :ti,abkw 193
#4 “meconium”:ti,abkw 430
#5 obstruct* or “ileus”:ti,abkw 20,798
#6 #2 or #3 or (#4 and #5) 1,247
#7 #1 and #6 895
#8 “enema” or "defecation” or “glycerine enema” or “GE":ti,abkw 3,629
#9 #7 and #8 10

CDSR: 444 CCTR: 5
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CQ5

SARIL BELERERIST OB CEREEEA AR5
o CQs BILEREEEEET ABELEABRCHL T, REMARELT. DANDT ST B LA, 2

FeAR—Z The Cochrane Library

Bt 2015/12/10
BRE FK/HY
# mER RSN
#1 “infant” or “baby”:ti,ab kw 36,637
#2 necroti*ing enterocolitis or “NEG”:ti,abkw 1,047
#3 "intestinal perforation”:ti.abkw 193
#4 “meconium”ti,ab kw 430
#5 obstruct* or “ileus”:ti,ab kw 20,798
#6 #2 or #3 or (#4 and #5) 1,247
#7 #1 and #6 895
#8 "diatrizoate meglumine” or “meglumine sodium amidotrizoate” or “amidotrizoic 3,313
acid” or “gastrogra*” or “contrast media” or “contrast agent”:ti,ab kw
#9 #7 and #8 3

CDSR: 1#§ GCTR: 244
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CQ6

A4k BEBERERICBITOHEEREEETAFS1
CQe IBEHBAERERIZEELHIEERERZ ZAVT. FALFHIREMEBRI/EDTIES . FREMIISL
ca F—UICHRTFRERETEN?
F—AR—ZR The Cochrane Library
B 2015/12/10
eaE FK/HY

# mER SRR

#1 “infant” or “baby”:ti,abkw 36,637

#2 necroti*ing enterocolitis or “NEC”:ti,ab kw 1,047

#3 "intestinal perforation”:ti,abkw 193

#4 “meconium”:tiab kw 430

#5 obstruct* or “ileus”:ti,ab kw 20,798

#6 #2 or #3 or (#4 and #5) 1,247

#7 #1 and #6 895
#8 "surgery” or “laparotomy” or “surgical stomas” or “enterostomy” or 137,415

“ileostomy” or “colostomy” or “jejunostomy” or “bowel resection” or
“peritoneal drainage” or “drainage”:ti.abkw

#9 "outcome” or “prognosis” or “mortality” or “survival rate” or “death”:ti,ab kw 254,920
#10 #8 and #9 58,047
#11 #7 and #10 158

CDSR: 12944 GCCTR: 224
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cQ1

(1-1 F—F_—2RHR]

RNV

BEHEXRERIZBITDHECERBEREETS1

Col MEHAERERDHE L EHEETRED FHICBEITOCNIREEIEMNM ?

—_sx—2  |EFEWe

2015.12.10
BEE FK/HY

# mERKX X RS
#1 BraERER/TH or FAER/TH or FTEIR/AL 173,100
#2 A& -1EFE M/ TH or IEMERB R /AL or JR{E/AL or AOZ=r9 L /AL or IBETL

/TH or BBEEFL/AL or JHIL BEHEREREE /AL or SEILE A HHE/AL or EILRRIE 1,207,708

B/TH
#3 PT=52 %< 4,256,280
#4 Betamethasone/TH or A&2AH 2 /AL 4,404
#5 X TAAK/AL or Steroids/TH or BIB R ERILEL/TH 255,032
#6 #4 or #5 255,102
#7 #1 and #2 and #3 and #6 257
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CQ2

4-1
cQ CcQ2
Web

2015/12/10

FK/HY
b= 3
#1 /TH or /TH or /AL 173,100
#2 - /TH or /AL or /AL or /AL or 1,207,708

/TH or /AL or /AL or /AL or
/TH

#3 PT= 4,256,280
#4 /TH or /AL 14,407
#5 #1 and #2 and #3 and #4 238
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CcQ3

cQ CQs3
Web
2015/12/10
FK/HY
= 3
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£/TH
#3 PT=%8kRR< 4260728
#4 LRATIT49ILE 1—/TH or 297+ X/TH 5,995
#H #1 and #2 and #3 and #4 5
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AHRQ  National Guideline Clearinghouse

CQ
International Guideline Library
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FK/HY
= 3
#1 ((necrotising or necrotizing) and enterocolitis) or “'meconium related ileus” or | 3 (2 1 Under
"focal intestinal perforation" review)

Guideline International Network

Internatinal Guideline Library

cQ
International Guideline Library
2015/12/8
FK/HY
H
#1 ((necrotising or necrotizing) and enterocolitis) or 'meconium related ileus” or | 3 (2 1 Under
"focal intestinal perforation" review)
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