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Conclusions BPD is common in high risk preterm infants.
Using the standard definition, high altitude is associated
with significantly increased rates of BPD. At our altitude,
the rate of BPD was two-fold lower following FiO2 correc-
tion for altitude. Further diagnostic criteria to adjust for
altitude seems warranted.
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Purpose of Study Bronchopulmonary dysplasia (BPD) is a
chronic disease of preterm infants caused by oxygen tox-
icity, inflammation, and ventilator use leading to arrested
alveolar development. Current therapies lack effectiveness
and cause undesirable side effects. Our work has shown
mesenchymal stem cell conditioned-media to have protect-
ive effects in mouse BPD models. Analysis identified
Osteopontin (Spp1) and Macrophage colony stimulating
factor 1 (Csf1) as key factors to suppress the TGF-B surge
in the lungs, leading to protection against BPD. Our pilot
study has shown it to be feasible to quantify Spp1, Csf1,
and TGF-B in the tracheal aspirate fluid (TAF) of preterm
infants and generated standard curves. Our aim is to deter-
mine the association between Spp1 and Csf1 and BPD by
quantifying these markers in the TAF of preterm infants.
Methods Used Infants under 32 weeks gestational age
intubated within 24 hours of life were enrolled into the
UCI IRB-approved study. Those with neuromuscular or
congenital anomalies or pulmonary hemorrhage were
excluded. The 1st TAF sample was obtained at intubation,
before surfactant dosing. The 2nd was obtained at extuba-
tion or the 4th day if still intubated. Spp1, Csf1, TGF-B,
and IgA levels were analyzed using ELISA. IgA was used as
control to correct for TAF volume. Infants were followed
prospectively for outcomes data including the development
of BPD.
Summary of Results 21 infants were enrolled and TAF
obtained. Subjects were similar in their maternal and

neonatal characteristics. Half of the samples have been ana-
lyzed. Processing of the remaining samples and collection
of outcomes data is ongoing. Standard curves were used
from the pilot study. Approximately half of the subjects
have developed BPD and demonstrated low baseline Csf1
levels and rising TGF-B levels post-ventilation. The subjects
without BPD had stable Spp1, Csf1, and TGF-B levels.
Conclusions Levels of Spp1, Csf1, and TGF-B are asso-
ciated with BPD. Further data collection is underway to
reach study power. Statistical analysis will follow comple-
tion of sample processing. Larger multi-center studies are
needed to confirm this association, which will guide tar-
geted therapy against BPD.
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Purpose of Study Patent Ductus Arteriosus(PDA) occurs
commonly in preterm neonates and is associated with
numerous severe co-morbidities. Exposure to chorioamnio-
nitis and early-onset sepsis are risk factors for PDA; add-
itionally, prostaglandin byproducts are elevated in the
serum of infants with PDA. However, the mechanisms
linking inflammatory stress and PDA are unknown. COX2
is an inducible enzyme responsible for prostaglandin pro-
duction. The cellular source and transcriptional regulation
of COX2 following inflammatory stress in neonates are
unknown. We hypothesize that the transcription factor
NFκB regulates inflammatory-stress induced COX2 expres-
sion in neonates.
Methods Used Fetal (E15, E19) wild type mice were
exposed to intrauterine LPS (250 mg); neonatal(P0)
and adult wild type mice were exposed to IP LPS (5 or
50 mg/g). COX2 expression was assessed by qPCR. The
time course of LPS-induced hepatic NFκB activation was
determined using Western blot to assess NFκB inhibitory
protein degradation and NFκB subunit nuclear transloca-
tion. COX2 expression in isolated neonatal and adult
hepatic macrophages and adult livers following
clodronate-induced macrophage ablation was assessed by
qPCR. COX2 expression in cultured macrophages and in
neonatal livers following NFκB inhibition was assessed by
qPCR. All experiments were performed in triplicate.
Summary of Results Hepatic COX2 expression was
induced in fetal, neonatal, and adult mice following LPS
exposure. COX2 expression was enriched in isolated neo-
natal and adult hepatic macrophages and attenuated in
adult livers following macrophage ablation by clodronate.
Cultured macrophages demonstrated LPS-induced NFκB
activation and COX2 expression and attenuated COX2
expression following NFκB inhibition. Neonatal and adult
mice demonstrated hepatic LPS-induced NFκB activation.
Pharmacologic NFκB inhibition in neonatal mice attenu-
ated hepatic LPS-induced COX2 expression.

Abstract 47 Table 1

EGA (wks) 23–24 25–26 27–29 All

BPD, n (%) 61 (95) 98 (82) 168 (60) 327 (70)
BPD after correction, n (%) 47 (73) 52 (43) 52 (18) 151 (32)
BPD or death, n (%) 87 (97) 111 (84) 194 (64) 392 (74)
BPD or death after
correction, n (%)

73 (81) 65 (49) 78 (26) 216 (41)

Decrease in BPD rate* 23% 47% 69% 54%

*P<0.02.
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