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1 Toccare
http://www.astem-jp.com/product/medical

/toccare.html

1 5 pH

sD 37.8 1.1  2756.4
373.1 g 33.3 1.2 cm 8.2 0.5 9.1
0.5 7.32 0.02

3 %
rSO,head 10 42.3% 1
49.7% 5 54.5% 10
p<0.01 1 wvsl0
p <0.01 5 wvsl0 2 3

Table. Demographic data and patients characteristics.
Values are mean (SD) unless stated otherwise

Gestational age (weeks) 37.8 (1.1)
Vaginal delivery, number (%) 3 (9)
Birth weight (g) 2756.4 (373.1)
Head circumference (cm) 33.3 (1.2)
APGAR-1 minute 8.2 (0.5)
APGAR-5 minutes 9.1 (0.5)
pH umbilical artery 7.32 (0.02)

2 rS0,head 1
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55
50 -
45 -
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35
30

regional oxygen saturation (%)

01 2 3 4 5 6 7 8 9 10
minutes
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é')’ 30 T T T T T T T T 1
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minutes
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** P < .01 compared with endpoint [minute 10]
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(International Liaison
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NCPR Neonatal Cardio-Pulmonary Resuscitation:
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HGA  heavy for gestational age

NRN-DB 2003 2008 1500 NRN-DB
1,500 2 0 33 6 28
NICU LGA
3 SGA
2010 10% tile NRN-DB 2003
2011 22 34
SGA  non-SGA SGA
p<0.05 NRN-DB 3
2003 2011 1500 3-10
34,784 1
28 NICU 3
150
9,220

study population 1
LGA  light for

gestational age

23 non-LGA LGA non-LGA
LGA
1
study population 1
60 7,551
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non-LGA n=3,925 LGA
n=914 non-LGA (chorioamnionitis: CAM)
n=2,206 LGA n=506
60 22 34
10 1500
12 0.50 95% ClI
1 1500 0.38-0.68 0.65 95% CI
0.44-0.95  IVHO.72 95% ClI 0.58-0.89
3 RDSO.72 95% CI 0.60-0.85

0.72(95% Cl 0.56-0.93)
4 28 1500
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60

25
AS NICU RRO.73(95%Cl
0.55-0.97) RRO.57(95%Cl study population 2
0.38-0.85) RDS 60
1500
1
3 study population 1 150
RR0O.69(95%CI 0.52-0.91) 84
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SGA 60
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80
5
0 100 0.93 0.60 0.58 0.39
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2 25 LGA
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3
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Method of delivery and neonatal outcome in
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fetuses. Am J Obstet Gynecol 2008;198:
640.el1-7

4 ’ ’ ’

2010 114 1271-93
5 NICU INTACT
http://www._nicu-intact.org/images/image-i
ntact/project20140308. pdf
6

http://www._nicu-intact.org/images/image-i
ntact/guideline-perfect.pdf
7 Miyazaki K, Furuhashi M, Ishikawa K, et
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3.
Milking Control Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, 95% Cl_ Year
Hosono § 2008 7 20 14 20 16.9% 0.50[0.26, 0.97] 2008
Alan 5 2014 15 19 17 19 22.9% 0.88 [0.67, 1.17] 2014
Katheria AC 2014 11 30 22 30 19.3% 0.50 [0.30, 0.84] 2014
Patel 5 2014 90 158 127 160 24.2% 0.72 [0.61, 0.84] 2014
Hosono § 2015 8 77 53 77 16.7% 0.15 [0.08, 0.30] 2015
Total (95% CI) 304 306 100.0% 0.51[0.31, 0.82]

Total events 131 233

Heterogeneity: Tau® = 0.24; Chi* = 33,62, df = 4 (P < 0.00001); I’ = 88%
Test for overall effect: Z = 2,76 (P = 0.006)

Risk Ratio
M-H, Random, 95% Cl

32
1

Hosono S 77 77

Patel S 2014 158 160

Alan S 2014 19 19

Katheria AC 2014 30 30

March MI 2013 36 39

Hosono S 2008 20 20

28 3
0.70
95% 0.47,1.04
2. 28
Milking Cantrol Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year
Hosono § 2008 7 20 13 20 20.4% 0.54 [0.27, 1.06] 2008
March MI 2013 30 36 38 39 45.3% 0.86 [0.73, 1.00] 2013
Hosano § 2015 26 77 42 77 343% 0.62 [0.43,0.90] 2015
Total (95% CI) 133 136 100.0% 0.70 [0.47, 1.04]

Total events 63 93

Heterogeneity: Tau® = 0.09; Chi* = 7.30, df = 2 (P = 0.03); " = 73%

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

Risk Ratio

M-H, Random, 95% Cl

_._

~eogiiian-—

—

0.5

0.31,0.82
3)

07 1 15 2
Milking Control

5

0.51 95%

0.01 0.1 1 10 100
Milking Control
1.75g/dl  95% 0.56,2.92
« 9
4.
Milking Control Mean Difference

Study or Subgroup  Mean SD Total Mean SD Total Weight IV, Random, 95% Cl Year

Hosono 5 2008 16.5 14 20 141 16 20 458%  2.40([1.47,3.33] 2008
Hosono § 2015 153 21 77 141 19 77 54.2% 1.20[0.57, 1.83] 2015
Total (95% CI) 7 97 100.0% 175 [0.58,2.92]

Heterogeneity: Tau? = 0.55: Chi? = 4.36, df = 1 (P = 0.04): I = 77%
Test for overall effect: Z = 2.93 (P = 0.003)

Mean Difference
IV, Random, 95% CI

-4 -2 0
Milking Contral

_._
——
—=nfi———

?

t
4

4.83 95%

3.30,6.36



27

¢ 5

Mean Difference
Weight IV, Random, 95% Cl Year

5.
Milking Control
Study or Subgroup Mean SD Total Mean SD Total
Patel § 2014 499 76 158 451 74
Katheria AC 2014 47 9 0 4 7
Total (95% CI) 188

160 86.0%  4.80(3.15,6.45] 2014
30 140%  5.00[0.92,9.08] 2014
190 100.0%  4.83 [3.30, 6.36]

Heterogeneity: Tau? = 0,00; Chi* = 0,01, df = 1 (P = 0.93); I = 0%
Test for overall effect: Z =6.19 (P < 0.00001)

Mean Difference
IV, Random, 95% CI

Culils. Ravio
Walght M-H, Fixed, 95% O

¢ 7
7.
Milking Control

Study of Subgraup  Events Total Evants Total
Hosonp § 2008 W 4
Hosoae § 2115 o 77 4
Kathena AC 2014 : 0w 4

Patel & 2014 15 158 21
Total (5% CI) 285

Tosal events 14 32

20 1L7% D44 [007, 2.76]
TTOMEN 011 [0, 1.99]
10 123 {86 [0.0E, 2.73]
160 EL5% (.69 [0.34, 1.40]
ZET 1004% 055 (0.1, 0.58]

Heterageneity: Chit = L72, df = 3 {F = (L3 1" = 0%
Test for overall effect 2 = L58 (P = 0.05)

L
* Odds Ratie
. . ’ . M-H, Fixed, 5% CI
T 1 1
-10 -5 0 5 10 =
Milking Control =
7
0.45 95% -
0.26,0.79 — + ; —
- L LR Q.1 10 oo
( 6 Favours [experimental] Favears [contred]
6. 8. I, 1IV
Milking Control Risk Ratio Milking Control Risk Ratio
Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year Study or Subgroup  Events Total Events Total Weight M-H, Random, 95% Cl Year
Hosono S 2008 2 20 3 20 1L1% 0.67 [0.12,3.57] 2008 Hosono § 2008 2 20 4 20 116%  0.50[0.10, 2.43] 2008
March MI 2013 2 36 4 39 117% 0.54[0.11, 2.78] 2013 Katheria AC 2014 2 30 4 30 11.0% 0.50[0.10, 2.53] 2014
R O 014 10 s o e 2‘3[;;1[0"?;0»23% o Patel § 2014 15 158 21 160 740%  072[0.39,1.35] 2014
atheria . i .19, 20. 4 4 X 01, 2.
Hosono § 2015 17 7 7 7.3% 0.14[0.02,1.13] 2015 Hosono $ 2015 o 7734% GI110.01,2.03 2015
Total (95% CI) 321 326 100.0% 0.45 [0.26, 0.79] Total (95% C1) 285 287 1000% 0620.36,1.07]
Total events 17 40 Total events 19 33
. 2 . il ot
Heterogenaity: Tau® = 0.00; Chi* = 3.10, df = 4 (P = 0.54); I* = 0% Heterogenety: Tau® = 0.00; Chi* = 1.77, df = 3 (P = 0.62); I' = 0%
Test for overall effect: Z = 2.80 (P = 0.005) Test for overall effect: Z = 1.72 (P = 0.09)
. . Risk Ratio
Risk Ratio M-H, Random, 95% Cl
= ndom,
M-H, Random, 95% ClI ! 2
— T
L]
- 1
} } } t
0,005 0.1 1 10 200
] ] ] ] B <
f f . f ; Milking Control
0.02 0.1 1 10 50
Milking Control
0.55 95% 0.36,0.85
0.55 95% 0.36,0.85 ( 9
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9.
Milking Control Risk Ratio

Study or Subgroup  Events Total Events Total Weight M-H, 95% Cl Year
Hosono § 2008 0 20 4 20 2.3% 0.11[0.01, 1.94] 2008
March MI 2013 4 36 9 39  15.4% 0.48 [0.16, 1.43] 2013
Katheria AC 2014 4 30 12 30 17.7% 0.33[0.12, 0.92] 2014
Hosono § 2013 18 77 26 77 B4.T% 0.69[0.42, 1.15] 2015
Total (95% CI) 163 166 100.0% 0.55 [0.36, 0.85]

Total events 26 51

Heterogeneity: Tau® = 0.01; Chi* = 3.08, df = 3 (P = 0.38); I’ = 2%
Test for overall effect: Z = 2.70 (P = 0.007)

Risk Ratio
M-H, Random, 95% Cl

S
.
-
<&
0.005 0.1 j 10 200
Milking Control
i, v
0.62 95% 0.36, 1.07
Kurger 2014
32
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15 28 N=2372
131 5.5% 2180  91.9% 61 2.6%
96 4._0% 2209  93.1% 67 2.8%
21 0.9%
/ /
6 0.3% 11 0.5% 2202 92.8% 153 6.5%
41 1.7% 2276 96.0% 55 2.3%
(>90dBHL) (40-70dBHL)
3 0.1% 13 0.5% 2224 93.8% 132 5.6%
75 3.2% 2216 93.4% 58 2.4%
15 28 1 N=2372
-K -
2220 93.6% 61 2.6% 48  2.0% 43 1.8%
Bayley-111 9
KIDS 12
29
11
N
DQ 2207 88.7 15.6
DQ-PM 2207 87.1 19.6
DQ-CA 2208 90.1 16.6
DQ-LS 2209 87.0 17.3
DQ<70 DQ70-84 DQ 85 DQ /
DQ 228  10% 554  23% 1425 60% 165 7.0%
DQ-PM 328  14% 596  25% 1283 54% 165 7.0%
DQ-CA 219 9% 542  23% 1447 61% 164 6.9%
DQ-LS 342 14% 448  19% 1419 60% 163 6.9%
(
( ) 83 3.5%
( ) 14 0.6%
( 160 6.7%
( ) 9 0.4%
( ) 467 19.7%
) 21 0.9%
( ) 1518 64.0%
( ) 38 1.6%
62 2.6%
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/ ( )
32 1.3% 11 0.5% 2260 95.3% 69 2.9%
120 5.1% 2150  90.6% 102 4.3%
153 6.5% 2120 89.4% 99 4.2%
16 0.7% 2273  95.8% 83 3.5%
38 1.6% 2246 94.7% 88 3.T%
8 0.3% 2272 95.8% 92 3.9%
/ ( )
1 0.0% 2 0.1% 2300  97.0% 69 2.9%
( )

17 0.7% 23 1.0% 2265 95.5% 67 2.8%
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Assessed of eligibility

(n=40 clusters)

Excluded

(n=3)

Randomized
(n=3435, 40 clusters)

Decline to participate (n=3)

!

Allocated to intervention, INTACT
(n= 19 clusters)

Received allocated intervention
(n=19 clusters)

Did not receive allocated

intervention, reason

(n=0 clusters)

Allocated to intervention, Control
(n=21 clusters)

Received allocated intervention
(n= 21 clusters)

Did not receive allocated

intervention, reason

(n=0 cluster size)
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Patient characteristics (n=3435)

n(%), Missing data n(%)
mean(SD), median, (interquartile)
32.04 (5.53), 32 (28-36) 17/3435 (0.49)
1.22 (1.40), 1 (0-2) 18 (0.52)
0.67 (0.88), 0 (0-1) 17 (0.49)
1.27 (0.52), 1 (1-1) 0
172 (5.01) 25 (0.73)
831 (24.19) 27 (0.79)
642 (18.69) 63 (1.83)
1199 (34.91) 290 (8.44)
260/400/535 55 (1.60)
(V2/3)
938 (27.31) 32(0.93)
2209 (64.31) 27 (0.79)
1008 (29.34) 85 (2.47)
/ 2233/1059 146 (4.25)
2800/628/8 2(0.06)
/
[ 1)
1317 (38.34) 327 (9.52)
pH 7,29 (0.11), 7.31 (7.25-7.36) 702 (20.44)

(1) 1736/1702 0
125 (3.64) 1(0.03)
28.68(3.25), 29 (26-31) 3(0.09)
1044.08 (296.30), 1069 (802-1304) 0
35.31 (3.89), 36 (32.5-38) 33(0.96)
25.73 (2.70), 26 (23.8-28) 48 (1.40)
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Clinical characteristics (n=3435)

n(%), mean(SD), median,
(interquartile)

Missing data (n%)

5 7.16 (2.01), 8 (6-9) 17 (0.49)
3124 (90.95) 37 (1.08)
SpO2 93.77 (7.66), 96 (92-99) 1046 (30.45)
2220 (64.63) 26 (0.76)
NICU 36.6 (0.76), 36.6 (36.2-37.0) | 59 (1.72)
55.31 (87.48), 30 (12-60) 1528 (44.48)
RDS 2017 (58.72) 24 (0.)
88 (2.56) 23 (0.67)
112 (3.26) 23 (0.67)
204 (5.94) 29 (0.84)
23.27 (35.55), 5 (1-39) 548 (15.95)
CPAP 28,50 (21.37), 28 (13-39) 753 (21.29)
18.99 (33.31), 6 (1-27) 202 (5.88)
HFO 1077 (31.35) 47 (1.37)
0.87 (1.07), 1 (0-1) 33 (0.96)
1457 (42.42) 112 (3.26)
36 751 (21.86) 177 (5.15)
1209 (35.20) 185 (5.39)
ROP 2413/216/289/68 452 (13.16)
( )
2 13 /3 /3
ROP 416 (12.11) 79 (2.30)
1136 (33.07) 11 (0.32)
PDA 829 (24.13) 27 (0.79)
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PDA 1152 (33.54) 27 (0.79)
270 (7.86) 34 (0.99)
306 (8.91) 37 (1.08)
62 (1.80) 30 (0.88)
427 (13.74) 10 (0.29)
72/427 (15.25) 11/427 (2.58)
84 (2.45) 56 (1.64)
42 (1.22) 56 (1.64)
274 (7.98) 13 (0.38)
61/274 (22.26) 11/274 (4.01)
2293 (66.75) 31(0.92)
45 (1.31) 62 (1.81)
1939 (56.45) 30 (0.88)
875 (25.47) 31(0.92)
939 (27.34) 34 (0.99)
3109 (90.51) 27 (0.79)
1.06 (1.27), 1 (0-1) 156/3109 (5.02)
55 (1.60) 12 (0.35)
76 (2.21) 21 (0.61)

100mi/kg/day | 12.86 (10.28), 11 (8-15) 145 (4.23)
28 3053 (88.88) 173 (5.05)
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14.1
3
14.2
n(%)
mean ( SD) median ( interquartile)
14.3
14.3.1
ITT
95 p

3 Binary data

RR OR 95% P
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Assessed of eligibility

(n=no of clusters)

Excluded

(n=no of clusters)

Randomized

(n= no of clusters)

Other reasons

Allocated to intervention
(n= no of clusters)

Received allocated intervention
(n= no of clusters, average cluster
size, variance of cluster size)

Did not receive allocated

intervention, reason
(n= no of clusters, average cluster

size, variance of cluster size)

Allocated to intervention
(n=no of clusters)

Received allocated intervention
(n= no of clusters, average cluster
size, variance of cluster size)

Did not receive allocated

intervention, reason
(n= no of clusters, average cluster

size, variance of cluster size)

v

v

Loss to followed up, given reason
(n=no of clusters, average cluster

size, variance of cluster size)

Discontinued intervention, given

reason

(n= no of clusters, average cluster

size, variance of cluster size)

Loss to followed up, given reason
(n=no of clusters, average cluster

size, variance of cluster size)

Discontinued intervention, given

reason

(n= no of clusters, average cluster

size, variance of cluster size)

v

!

Analyzed

(n= no of clusters, average cluster
size, variance of cluster size)
Excluded from analysis, given
reason

(n= no of clusters, average cluster

size, variance of cluster size)

Analyzed

(n=no of clusters, average cluster
size, variance of cluster size)
Excluded from analysis, given
reason

(n=no of clusters, average cluster

size, variance of cluster size)

Not meeting inclusion criteria

Decline to participate
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Patient characteristics

INTACT Intervention
n(%), mean(SD),
median, (interquartile)

Control
n(%), mean(SD),
median, (interquartile)

pH
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Effects of the intervention

Intervention

Control

RR, OR, MD

95%Cl

p-value

QoL

Wlkr W w(kRr|kPr|kP|FP

QoL

SpO2

NICU

CPAP

HFO

36
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PDA
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