Korean Journal of Fetal Medicine

‘ Vol. 5 No. 1 March

2009

TI| I ZX0f| A AT UESCIXIE N
TE NH °‘* Interleukin—6
A gofsta o)shejsh AbEQl st Al

OYB|E - Z4IBl - 0]Zo} - 0lB0| - DAF - HHALS - wHSA - H

=T} . Al
o — —-_O

I_I_

loh

|=

Interleukin-6 concentrations in trans-vaginal amniotic fluid as
a marker for intra-amniotic inflammation in preterm premature
rupture of membranes
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Objectives: Our purpose was to determine whether Internelukin-6 (IL-6) concentrations in trans-vaginal amniotic
fluid are of value in the identification of intra-amniotic inflammation and in the prediction of significant neonatal
morbidity in patients with preterm premature rupture of membranes.

Methods: Trans-abdominal amniocentesis and trans-vaginal amniotic fluid sampling were performed in 79 patients
with preterm premature rupture of membranes. Matrix metalloproteinase-8 (MMP-8) in amniotic fluid by trans-abdomi-
nal amniocentesis and IL-6 in trans-vaginal amniotic fluid were determined by enzyme-linked immunosorbent assay
(ELISA). Intra-amniotic inflammation (IAI) was defined as amniotic fluid MMP-8 concentrations >23 ng/mL. Significant
neonatal morbidity was defined as the presence of any of the following conditions: congenital proven or suspected sep-
sis, respiratory distress syndrome, congenital pneumonia, bronchopulmonary dysplasia, intraventricular hemorrhage and
necrotizing enterocolitis. Receiver-operator characteristic curve, Mann-Whitney U test, Fisher’s exact test and survival
analysis were used for analysis.

Results: 1) Patients with IAI had significantly higher median IL-6 concentrations in trans-vaginal amniotic fluid than
those without IAI (median 576.9 ng/mL, range 28.8 to 985.5 pg/mL vs median 165.1 pg/mL, range 8.4 to 788.2 pg/mL,
p<0.001). Patients with trans-vaginal amniotic fluid IL-6 >250 pg/mL had a significantly shorter sampling-to-delivery
interval (median (range), 122.5 hours (2.0-2376) vs 136.0 hours (0.1-2989), p=0.04) and higher rates of significant
neonatal morbidity (38.5% vs 15.2%, p=0.026).

Conclusions: An elevated IL-6 in trans-vaginal amniotic fluid is a predictive marker for intra-amniotic inflammation,
impending preterm delivery and significant neonatal morbidity.
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Z|(HL): 576.9 pg/mL (28.8-985.5) vs. 165.1 pg/mL (8.4-
788.2), p<0.001) (Fig. 1).

I U A= dSche FE AR G L-69] Ak
A] (cutoft)= ROC curve 4] A3} 250 pg/ml = ZAAE| 3]
T} (area under ROC curve, 0.80, p<<0.001). o|uf W=
75%, E0|EX= 74.5%%F T} (Fig 2).

A g AH 5 SR AR A AFH =

vs 136.0 hours (0.1-2,989), p=0.04} (Fig 3), 34 &= 2]
= 29 o] AR TFSAE 37.5% 2 =T} (0=0.04).

Trans-vaginal amniotic fluid IL-6 (pg/mL)

L
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Intra—amniotic inflammation
Fig. 1. Trans—vaginal amniotic fluid IL—6 concentrations
according to the presence or absence of intra—amniotic
inflammation (0<0.001).
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Fig. 2. ROC curves. Trans—vaginal amniotic fluid IL—6
concentrations in the identification of intra—amniotic
inflammation. (area under ROC curve, 0.80; p<0.001)
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Fig. 3. Survival analysis of trans—vaginal amniotic
fluid sampling to delivery interval according to IL—6
concentrations. (0=0.04)
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Table 1. Clinical characteristics and outcome according to IL—6 concentrations in trans—vaginal amniotic fluid

IL—6 concentrations
in trans—vaginal amniotic fluid

<250 pg/mL (n=47) >250 pg/mL (h=32) Je,
?fostftﬁgj:;gzaa;gj]mp'i”g 32.4 (22-35.9) 32 (21.4-35.9) NS
fvveift'rsgj:;g(eraa;ggr]th 35 (28.3-42.1) 32.9 (21.6-40.4) 0.002
Sampling to delivery interval< 2 days (n) 8 (17%) 12 (37.5%) 0.04
Funisitis (n) 6 (16.7%) 4 (63.6%) <0.001
Histologic chorioamnionitis (n) 1 (30.6%) 8 (81.8%) <0.001
Significant neonatal morbidity* (n) 7 (15.2%) 10 (38.5%) 0.026
Congenital proven or suspected sepsis (n) 4 (11.1%) 6 (27.3%) NS
Respiratory distress syndrome (n) 3 (7.0%) 3 (12.0%) NS
Pneumonia (n) 1 (2.3%) 3 (12.0%) NS
Intraventricular hemorrhage (n) 1 (2.4%) 3 (12.5%) NS
Bronchopulmonary dysplasia (n) 0 (0%) 4 (15.4%) 0.017
Necrotizing enterocolitis (n) 1 (2.3%) 0 (0%) NS

NS, Not significant.

*Significant neonatal morbidity was defined as the presence of any of the following conditions: congenital
proven or suspected sepsis, respiratory distress syndrome, congenital pneumonia, bronchopulmonary dysplasia,
intraventricular hemorrhage (Grade>2) and necrotizing enterocolitis.
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