
to ensure high quality research. Specifications for the valida-
tion process, but also for the assessment of data, acquired in
a study setting, are given by the EMA and FDA to ensure
highest quality of the data.1 2

Methods A multi-level analytical quality system was estab-
lished. Data of the calibration standards (CSs), quality control
samples (QCs), and incurred sample reanalysis (ISR) were eval-
uated according to the specifications given by the EMA and
FDA guidelines.[1,2] For a run to be considered valid �6 lev-
els or 75% of the CSs and 67% of the QCs (�50% per
level) had to vary £±20% (LLOQ £±25%) from their nomi-
nal concentration.[1,2] For the ISR analysis at least 67% of
the ISR samples have to lay in ±30% to the nominal concen-
tration of the mean of the original and reanalysed value.[1]
Results Seventy analytical runs were conducted, applying the
quality measures, 79% runs were classified as valid and were
used to determine unknown samples in a paediatric study. The
high quality of the acquired data is reflected in the high con-
formity of the CSs and QCs to the EMA and FDA guidelines,
99% of the CSs and 95% of the QCs were accepted. Further
underlining the high quality of the acquired data, 85% of the
IRS have also been accepted. The assay was successfully used
over a time period of 29 months.
Conclusion The results of the quality assessment confirmed
the robustness of the aldosterone assay throughout the whole
study duration. Thus, the samples measured by this assay are
reliable and facilitate the high quality research in the paediat-
ric population.
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Background Alprostadil is used to maintain ductus patency in
neonates with ductus dependent congenital heart disease
(CHD), until corrective surgery. Fever is a common side effect
of alprostadil and may also be a sign of infectious disease. We
aimed to identify potential parameters that may differentiate
infectious from alprostadil fever.
Methods Retrospective case-control study included all neonates
with ductus dependent CHD, who were admitted at the Chil-
dren´s Hospital in Ramat-Gan, Israel, from August 2003 to

August 2017 and developed fever on alprostadil. Cases were
defined as neonates with a positive bacterial culture and con-
trols were defined as neonates with a negative culture. Multi-
variate cox-regression was conducted to identify potential
parameters that may differentiate alprostadil from infectious
fever.
Results Three hundred and four neonates developed fever
under alprostadil. Fifty five (18%) had a positive bacterial cul-
ture and 249 (82%) had a negative culture. In univariate anal-
ysis, the duration of alprostadil infusion was 95 hours (IQR
45–116) in the case group and 72 hours (IQR 49–215) in the
control group (p=0.011). The time between alprostadil initia-
tion and fever was longer for the case group: 14.13 hours
(IQR 6.5–47.5) versus 12.96 (IQR 5–30.51), (p=0.039). In
multivariate cox-regression, a more than 10% increase in neu-
trophil count before fever was significantly associated with an
increased risk for infection (HR 6.14, 95% CI 1.94–19.42). A
trend towards an association was observed with CRP � 10
mg/dl before fever (HR 2.5, 95% CI 0.66–9.47) and in an
increase � 1000 micromol/L in WBC before fever (HR 1.74,
95% CI 0.58–5.21).
Conclusions In neonates with CHD on alprostadil therapy, an
increase in neutrophil count before the appearance of fever is
associated with infection. Full sepsis work-up and is still war-
ranted in neonates who develop fever under alprostadil. Fur-
ther larger studies are needed to fully establish these results.
Disclosure(s) The authors have no conflict of interests to
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Background Little is known about fetal acetaminophen (para-
cetamol) pharmacokinetics and its potential for toxicity, despite
the frequent use of acetaminophen during pregnancy. The aim
of this study was to develop a feto-maternal physiologically
based pharmacokinetic model (f-m PBPK) to predict placental
transfer and PK of acetaminophen and its metabolites in fetus
at term pregnancy.
Methods Previously, a pregnancy PBPK model was developed
for prediction of maternal PK of acetaminophen and its
metabolites. This model was structurally extended with the
fetal liver, and quantitative information on the maturation of
relevant enzymes was integrated. Three different approaches
(ex vivo placenta perfusion experiments, scaling of passive dif-
fusion transfer rates, and the Mobi® default method) to
describe placental drug transfer were tested. Predicted
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