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slightly increased from 65.0% to 66.7% (RR 1.03 (95%CI 1.021.04)). Emergency caesarean section rates were 12.8% and 14.4%
respectively (RR 1.12; 95% (CI 1.09-1.16)). Maternal mortality ratio
reduced from 3.5 to 1.2 per 100 000 live births. Perinatal death
reduced from 0.49% to 0.27% (RR 0.54 (95% CI 0.45-0.65)). The
reduction in perinatal mortality over time was greater in women
with hypertension compared to women without hypertensive disorders (Figure 1).
CONCLUSION: HYPITAT I lead to an increased induction of labor rate
in women with a hypertensive pregnancy at term. This was associated with signiﬁcant reductions in maternal morbidity and mortality, and perinatal mortality.
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OBJECTIVE: Many studies have suggested that intrauterine infections

may be a cause of preterm birth. Melatonin exhibits immunomodulatory effects in many inﬂammatory conditions. We hypothesized
that melatonin may decrease the rate of preterm birth and protect
fetal brain through changes in the anti-inﬂammatory and regulatory
milieu.
STUDY DESIGN: A mouse model was used with the following
groups: (1) control; (2) LPS group, inﬂammation by an intraperitoneal(IP) injection of lipopolysaccharide (LPS); and (3) LPS
with melatonin group, IP injection of LPS and pretreatment with
melatonin at E17. Inﬂammation was analyzed in the uterus,
placenta, and fetal brain using real-time RT-qPCR or immunohistochemistry. Immunoﬂuorescent staining was used to examine
the morphological condition of neurons in fetal brain. We performed western blotting to characterize the expression and activity of silent information regulator transcript-1 (SIRT1) and
nuclear factor-erythroid 2-related factor 2 (Nrf2) in uterine
strips.
RESULTS: Melatonin decreased the rate of preterm birth compared
with that in the LPS group (30 vs. 100%, P<0.01). Latency period
from LPS injection to delivery was longer in LPS with melatonin
group than LPS group(42 vs. 10h, P<0.01). Coadministration of
melatonin was associated with decreased proinﬂammatory cytokines in the uterus and placenta. In LPS group, layers of the fetal
brain are indistinguishable (ﬁg. 1C) and polarity of normal
migration of neuroblasts was destroyed. Cortical plate became
thinner and neutrophils were seen (ﬁg. 1D). In LPS with melatonin
group, all layers of the cortex maintain well (ﬁg. 1E). Neuronal
differentiation is accelerated in the cortical plate (ﬁg. 1F). Melatonin inhibited LPS-induced neurotoxicity (ﬁg. 2; cortical neuronal
primary culture). Western blot analysis in the uterine strips showed
that relative integrated densities for SIRT1 and Nrf2 were increased
signiﬁcantly in the melatonin group, compared with other groups
(P<0.05).
CONCLUSION: Maternally administered melatonin appears to
modulate the maternal and fetal immune response to intrauterine
inﬂammation and decreases the frequency of preterm birth and
fetal brain injury. Current results suggest that melatonin could be
a new therapeutic agent to prevent preterm birth and fetal brain
injury.
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operative vaginal delivery. Assuming a mean UA lactate of 3.5 
1.6 mmol/L in patients with Category II FHT, 98 patients were
needed for 90% power to detect non-inferiority with a margin
of 30% and 1-sided alpha of 0.025. We increased the sample size
to 114 patients to accommodate 15% loss to unattainable cord
gases. Noninferiority was declared if the mean difference in
lactate between RA and O2 was <1.0 mmol/L. Analysis was by
intention-to-treat.
RESULTS: Of the 114 patients randomized, 99 with paired cord gases
were included in the intention-to-treat analysis; 48 O2 and 51 RA.
There was no difference in mean UA lactate between patients randomized to O2 and RA (mean [95%CI], 3.4 [3.0, 3.8] vs 3.5 [3.1,
4.0]), P¼0.69). The mean difference in UA lactate was 0.1 mmol/L
(95% CI -0.5, 0.7), which is within the non-inferiority margin
(Figure). There were no differences in other UA gas components,
operative vaginal delivery or cesarean delivery for NRFS between
groups (Table).
CONCLUSION: Among patients with Category II FHT in active labor,
intrauterine resuscitation with RA is not inferior to O2 in improving
UA lactate. (ClinicalTrials.gov number NCT02741284).
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OBJECTIVE: Approximately 2/3 of laboring women receive supplemental oxygen (O2) in an attempt to reverse perceived fetal hypoxemia and prevent acidosis. O2 supplementation is routinely used
in patients with Category II fetal heart tracings (FHT). However, this
liberal use of intrapartum O2 may not be beneﬁcial, particularly
since hyperoxygenation in neonates is harmful. We tested the hypothesis that room air (RA) for Category II FHT is not worse than
O2 in reducing umbilical artery (UA) lactate, a marker of metabolic
acidosis and neonatal morbidity.
STUDY DESIGN: This was a randomized controlled noninferiority
trial conducted from June 2016 to June 2017. Singleton pregnancies  37 weeks with Category II FHT necessitating intrauterine resuscitation in active labor (6cm) were randomized to
RA or 10L/min O2 by face mask until delivery. The primary
outcome was UA lactate measured by cord gases collected at
delivery. Secondary outcomes were other UA gas components,
cesarean delivery for nonreassuring fetal status (NRFS), and

Supplement to JANUARY 2018 American Journal of Obstetrics & Gynecology

S7

