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Effect of prophylactic indomethacin in
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Purpose : The purpose of this study was to investigate the effect of prophylactic indomethacin on
reduction of patent ductus arteriosus(PDA) and intraventricular hemorrhage(IVH) in extremely low

Methods : Retrospective review of 84 ELBWI who were admitted to our neonatal intensive care unit
from June 2004 to April 2006 was performed. Patients were divided into prophylactic group(n=28) and
control group(n=56), where prophylactic indomethacin were given within 6 hours after birth. Clinical

Results : There were no significant differences in gestational age, birth weight, incidence of hemo-
dynamically significant PDA and severe IVH, and mortality between prophylactic group and control
group. However, there were more frequent indications for therapeutic indomethacin, higher incidence of
intestinal perforation, and longer time to achieve full enteral feeding in prophylactic group than control
group. The incidence of other adverse events attributed to indomethacin prophylaxis did not differ

Conclusions : Prophylactic indomethacin may not prevent hemodynamically significant PDA and

severe IVH in ELBWI. On the contrary, it may be associated with increased risk of adverse events.
Further efforts should be investigated to decrease PDA and severe IVH in ELBWI. (Korean J
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oln# ¢ 531 : a AZAYA Tl A WA indomethacin F Z 1

ANEES AW 5 Avka stk olul), 0.2 mg/kg(EA F 2%clA 7¢ olu) EE 025 mg/
ey 1,000 g W] 254 AEFAAFOA indome  kg(EA F 7Y ohHE 2¥ ©] A FARE Aol & =i
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Table 1. Difference of Dermographic and Perinatal Factors
between Prophylactic Group and Control Group

Prophylactic Control — P-
group group  value
(n=28) (n=56)
Gestational age(wk) 251+1.3 252%16 0.147
Birth weight(g) 7461132 7381142 0.742
Male gender(%) 15(53.6) 26(46.4) 0.645
SGA 1( 3.6) 4( 7.1)  0.661
Apgar score
1 min 39%1.2 34+14 0.340
5 min 69t14 6.7-1.3 0.217
IVE(%) 11(39.3) 15(26.8) 0.317
Histological Chorioamnionitis(%) 10(35.7) 27(48.2) 0.353
Twin pregnancy (%) 12(42.9) 18(32.1) 0.469
RDS(%) 28(100) 50(89.3) 0.172
Surfactant frequency” 13704 1.1+06 0497
Cesarean section(%) 22(78.6) 42(75.0)  0.792
Maternal PIH(%) 2(7.1) 7(125) 0.711
Antenatal steroid(%) 22(78.6) 38(67.9) 0.443
Maternal DM(%) 00 ) 2( 36) 0550
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Table 2. Difference of Factors Associated with PDA and
IVH between Prophylactic Group and Control Group

Prophylactic ~ Control P-
group group value
(n=28) (n=56)
PDA(%) 20(71.4) 50(89.3)  0.060
Indomethacin” 19(67.9) 34(60.7)  0.634
Indomethacin frequencyT 43%2.2 34%t15 0.033
Age, first indomethacin(day) 42+4.4 35+t28 0.016
PDA ligation(%) 10(35.7) 12(21.4)  0.192
Severe IVH, Grade II-1V (%) 5(17.9) 7(12.7)  0.743
PVL(%) 3(10.7) 5( 89) 1.0

“frequency that surfactant was dosed

Abbreviations : SGA, small for gestational age; IVF, in vitro
fertilization;, RDS, respiratory distress syndrome; PIH, preg-
nancy induced hypertension; DM, diabetes mellitus

‘number of patients who were given therapeutic indomethacin

total frequency that therapeutic indomethacin was given
Abbreviations : PDA, patent ductus arteriosus; IVH, intraven-
tricular hemorrhage; PVL, periventricular leukomalacia
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Table 3. Difference of Complication between Prophylactic
Group and Control Group

Prophylactic ~ Control

P,
rou; Tou
(28 (e ag  Vale
Mortality (%) 7(25.0) 15(26.8) 1.0
Pulmonary hemorrhage(%) 1( 3.6) 5( 8.9) 0.658
Pneumothorax(%) 1( 3.6) 1( 1.8) 1.0
BPD(%) 14(50.0) 26(46.4) 0.819
ROP(%) 12(44.4) 14(25.0) 0.084
NEC
NEC, stage 1, 2(%) 4(14.3) 3(54) 0.215
NEC, =stage 3(%) 1( 3.6) 4C 7.1 0.661
SIP(%) 3(10.7) o€ 0) 0.034
SIP+NEC perforation(%)” 4(14.3) 1( 1.8) 0.040
Stool pass(day) 34+33 35134 0.641
Feeding 50 mL/kg/day(day) 184=£7.4 13.9£6.7 0.491
Full enteral feeding(day) 31.5*17.1 221+t76  0.002
Gastric bleeding(%) 2(7.4) 3( 55) 1.0
Renal dysfunction
Oliguria ' (%) 5(185) 112000 1.0
Urine output(mL/kg/day)
Day 1 54.1+29.2 60.7+30.1 0.912
Day 2 7821349 86.3+33.0 0.786
Day 3 65.9129.5 6881245 0.890
Serum Cr>1.5 mg/dL(%) 7(25.0) 16(29.1)  0.798

“case of adding spontaneous ileal bowel perforation into NEC
perforation

Oliguria mean that urine output is below 1 mL/kg/hr
Abbreviations : BPD, bronchopulmonary dysplasia; NEC, necro-
tizing enterocolitis; SIP, spontaneous ileal bowel perforation;
Cr, creatinine
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Table 4. Difference of the Factors Associated with Indome-
thacin Prophylaxis between Prophylactic Group and Control
Group Dividing Gestational Age

no./total no.(%)

Gestatinal Age Prophylactic Control Vg;e
group group
(n=28) (n=56)

PDA(%)

< 24 week 11/13(84.6)  24/25(96.0) 0.265

>24 week 9/15(60.0)  26/31(83.9) 0.137
Indomethacin

<24 week 11/13(84.6)  18/25(72.0) 0.456

>24 week 8/15(53.3) 16/31(51.6) 1.0
PDA ligation(%)

<24 week 5/13(38.5) 9/25(36.0) 1.0

>24 week 5/15(33.3) 3/31( 9.7) 0.092
Severe IVH Grade II-IV(%)

<24 week 4/13(30.8) 5/25(20.0) 0.689

>24 week 1/15( 6.7) 2/31( 65) 1.0
Mortality (%)

<24 week 6/13(46.2) 12/25(48.0) 1.0

>24 week 1/15( 6.7) 3/31(97) 1.0
SIP+NEC perforation(%)

<24 week 1/13( 7.7) 0/25( 0 ) 0.342

>24 week 3/15(20.0) 1/31C 3.2) 0.095
Full enteral feeding(day)

<24 week 30.3+12.7 264165  0.052

>24 week 32.3+20.0 20.3+7.3  0.004
Abbreviations : PDA, patent ductus arteriosus; IVH, intraven-

tricular hemorrhage; NEC, necrotizing enterocolitis; SIP, spon-
taneous ileal bowel perforation
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