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Welcome to the April edition of ON TRACK News
Kia ora. This month we look at antenatal corticosteroids for late preterm
birth in Update Your Practice with the ACTION II Trial. We look at the
recently published two year follow up of the hPOD Trial, and we provide the
latest recruitment accruals for clinical trials recruiting across Aotearoa New
Zealand.

LATEST NEWS
Welcome to new members of the ON TRACK Network National
Executive Committee (NEC)
We put out a call, and you did not disappoint – thank you. Having
completed two terms on the ON TRACK Network NEC a few members
stepped down at the end of 2021. This has given us the opportunity to
invite new members with fresh ideas and new perspectives to guide the
ongoing work of the NEC. We are very excited to welcome our new members representing the diverse groups and geography of perinatal care
across Aotearoa New Zealand.
Hapai Selby-Law Consumer Liaison, Midcentral DHB
Jane Alsweiler Associate Professor, University of Auckland & Consultant
Neonatologist, Auckland DHB
Jordan Tewhaiti-Smith O&G Senior House Officer, Canterbury DHB &
Junior Research Fellow, Medical Research Institute of New Zealand
Maria Saito-Benz Neonatologist, Capital & Coast DHB
Puja Ramkumar Core Midwife, Counties Manukau DHB
You can learn a little more about our new members on our website. We
look forward to working together over the coming years.
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We sadly say farewell to our national ON TRACK Network Manager
Gill Vernon joined us at the start of 2019. She has been a huge asset to the Network, providing
a friendly and knowledgeable central point of contact for all. She set up the Network’s Forum
for Women & Whānau and has done a great job maintaining visibility of all of our Network
activities, as well as, so smoothly running our trial development workshops and site visits. Here
is what Gill had to say about her experience:
“My time with the ON TRACK Network has flown by. I have thoroughly enjoyed my role and
know that with enthusiasm across New Zealand to improve health outcomes for mothers and
babies through clinical trials research and the fantastic dedication and leadership from those I
have been fortunate to work with, the future of the Network is looking very exciting. I will miss
working with you all.”
Thank you so much for all your work to support the Network. We will miss you, but wish you all the very best in your new
(and quite different!) venture.

UPDATE YOUR PRACTICE: Antenatal dexamethasone for late preterm birth: A
multicentre, two-arm, parallel, double-blind, placebo-controlled, randomised trial
(ACTION-II) https://www.thelancet.com/journals/eclinm/article/PIIS2589-5370(22)00015-3/fulltext
BACKGROUND Compared to babies born at term, pre-term babies
have higher rates of respiratory and neurological morbidities. The risk
of these morbidities increases with earlier gestation. However, babies
born in the late preterm period (34 to <37 weeks) still experience a
significantly higher morbidity and mortality rate than those born at term.
Antenatal corticosteroids (ACS) accelerate fetal lung maturation in
babies born preterm, with clinical trials showing a reduction in
morbidity and mortality. Due to limited evidence concerning ACS for
late preterm infants, the World Health Organisation (WHO) and ANZ
guidelines currently only recommend ACS use for pregnant women at
risk of preterm birth up to 34-35 weeks’ gestation. The WHO also recommend ACS should only be used in settings with accurate gestational
age assessment and adequate maternity and preterm newborn care.
The WHO identified that further efficacy trials in low-resource countries on ACS use in early and late preterm populations were a high research priority. The WHO ACTION (Antenatal CorticosTeroids for Improving Outcomes in preterm
Newborn) Trials collaboration was therefore established. Results of the ACTION-I trial on the efficacy of dexamethasone
in the early preterm period have previously been reported (WHO ACTION Trials Collaborators, 2019). This recently published ACTION II Trial is the largest efficacy trial of ACS conducted in the late preterm period (≥ 34 weeks’ gestation) in
a low-resource country setting.
DESIGN An international, multicentre, randomised, parallel-group, double-blind, placebo-controlled trial that was planned
to take place across sites in Bangladesh, India, Kenya, Nigeria and Pakistan. The ACTION-II trial was planned to run
concurrently with ACTION-I (early preterm) across all sites. However, due to logistical challenges with the concurrent
set-up of two trials, only four hospitals in India participated in ACTION-II. Women with singleton or multiple pregnancies
at risk of preterm birth between 34+0 and 36+0 were invited to participate. Women were eligible if delivery was planned
or expected in the next 48 hours, following preterm prelabour rupture of membranes, spontaneous labour, or a decision
for provider-initiated preterm birth.
Women who consented to participate were randomised 1:1 to receive the intervention or placebo. The intervention was a
single course of intramuscular dexamethasone. Women received a 6 mg injection of either dexamethasone or placebo,
every 12 hours, to a maximum of four doses, or until hospital discharge or birth (whichever came first). Primary outcomes were neonatal death, any baby death (stillbirth or neonatal death), severe neonatal respiratory distress
and possible maternal bacterial infection. Women were recruited between December 2017 and May 2020. Seven
hundred eighty-two women were randomised, with 391 women and their 417 babies receiving dexamethasone and 391
women and their 432 babies receiving placebo.
FINDINGS Neonatal death occurred in 11/412 (2.7%) in the dexamethasone group and 12/425 (2.8%) in the placebo
group (RR 0.95; 95% CI 0.42−2.12). Any baby death occurred in 16/417 (3.8%) infants in the dexamethasone group
and 19/432 (4.4%) infants in the placebo group (RR 0.87; 95% CI 0.45−1.67). Severe neonatal respiratory distress was
infrequent in both groups (0.8% vs 0.5%; RR 1.56; 95% CI 0.26−9.29). Possible maternal bacterial infection did not differ
between groups (2.3% vs. 3.8%, RR 0.60; 95% CI 0.27−1.35). Fewer neonates in the dexamethasone group required
resuscitation at birth (RR 0.38, CI 0.15−0.97). Other secondary outcomes were similar in the two arms. The trial was
stopped due to the prevalence of primary outcomes being lower than anticipated, and due to slow recruitment.
INTERPRETATION The authors concluded that antenatal dexamethasone did not reduce neonatal death, stillbirth or
neonatal death, or severe neonatal respiratory distress. The overall trend of effects suggests that the potential benefit of
dexamethasone in late preterm cannot be excluded, but further trials are needed.
WHAT DO THESE RESULTS MEAN FOR NEW ZEALAND PRACTICE? Although ACTION-II was in a low
income-setting, the results may be generalisable to middle and high-income countries, but further research is required. The
C*STEROID trial investigating ACS use prior to planned caesarean section also includes later preterm gestations. It is
currently recruiting across New Zealand and will soon open to sites in Australia. Once completed, the C*STEROID trial
will add to the evidence base to help inform best practice concerning the use of ACS for late preterm birth in our local
setting.

Prophylactic Oral Dextrose Gel and Neurosensory Impairment at
2-Year Follow-up of Participants in the hPOD Randomised Trial
JAMA. 2022;327(12):1149-1157. doi:10.1001/jama.2022.2363

The ON TRACK Network supported the Hypoglycaemia Prevention with Oral Dextrose (hPOD) Trial, which recruited infants from 18 Australian and New Zealand hospitals between January 2015 and May 2019. For late preterm and
term infants born at risk of neonatal hypoglycemia, the trial showed prophylactic oral dextrose gel reduces neonatal
hypoglycemia, but later benefits or harms remain unclear. A prospective two-year follow up of infants who participated in
the hPOD Trial has recently been published.
The follow-up study assessed children at two years’ corrected age to further determine the effect of prophylactic buccal
40% dextrose gel given to infants born at risk of neonatal hypoglycemia on later development. The hypothesis was that
there would be no differences in neurocognitive, health, and growth outcomes between infants randomised to dextrose
versus placebo gel. The primary outcome was neurosensory impairment.
Infants randomised in 9 New Zealand centres (n = 1,359) were included and followed up between January 2017 and
July 2021. The follow-up assessments included neurologic examination, parent-reported medical questionnaire, Bayley
Scales, performance-based executive function, Behaviour Rating Inventory of Executive Function–Preschool, motion
coherence thresholds, growth, and body composition.
So, what did the investigator team find? Primary outcome data were available for 1,194 children. Analysis of the data
showed that in late preterm and term infants born at risk of neonatal hypoglycemia, prophylactic oral 40% dextrose gel
at 1 hour of age, compared with placebo, resulted in no significant difference in the risk of neurosensory impairment at
two years’ corrected age. However, the 95% CI for the primary outcome could include up to a 7% difference in neurosensory impairment with dextrose gel versus placebo, which may or may not be clinically important. The study may have
been underpowered to detect a small but potentially clinically important difference in risk, and further research, including
longer-term follow-up, is required. Introduction into practice of prophylactic dextrose gel should be delayed pending the
findings of follow-up at 6-8 years which is currently in progress.

Featured Trial: Preventing Lung Disease Using Surfactant + Steroid - The PLUSS Trial
Bronchopulmonary dysplasia (BPD) remains the most common chronic lung disease of infancy, with adverse effects on
the lungs and neurodevelopment extending to adulthood. Despite many advances in perinatal care, the incidence of BPD
remains unchanged. Early and persistent inflammation of the developing lung contributes to the evolution of BPD, and
early therapeutic interventions to interrupt the inflammatory process may be beneficial. The PLUSS trial is a multicentre,
two-arm, parallel, double-blind, randomised controlled trial designed to answer if, in extremely preterm infants
does, surfactant and budesonide given via the trachea compared with surfactant alone increase survival free of
BPD? The primary outcome is survival free of physiological BPD at 36 weeks’ postmenstrual age.
Inclusion criteria:
Extremely preterm infants 22-27+6 weeks gestation who are less than 48 hours of age, AND
receiving mechanical ventilation via an endotracheal tube, OR infants receiving non-invasive
respiratory support including continuous positive airway pressure (CPAP), non-invasive intermittent positive pressure ventilation (NIPPV) or nasal high flow (HF), AND a clinical decision
to treat the infant with exogenous surfactant. Prospective, written, informed parental/guardian
consent obtained
Investigators plan to recruit 1,060 infants from hospitals in Australia, New Zealand, Canada and Singapore. Recruitment
has been going well, with over 760 infants already randomised. Furthermore, the trial has just been awarded a grant
by Thrasher Research Fund and Cure Kids to support the longer-term assessment of PLUSS trial participants at
two years’ corrected age.
Recruitment takes place across New Zealand including Middlemore, Auckland City, Wellington and Christchurch
Hospitals.
For more information about the study, please get in touch with pluss@thewomens.org.au.
Trial Coordinator Dr Jennifer Dawson jennifer.dawson@thewomens.org.au

SAVE THE DATE
Pediatric Academic Society PAS 2022 Denver 21-25 April 2022
www.pas-meeting.org/pas-2022/
The LATTE Trial Development Meeting Auckland/Zoom 6 May 2022
For details email: ontracknetwork@auckland.ac.nz
The PSANZ 2022 Congress Adelaide 15-18 May 2022
www.psanz.com.au/
RANZCOG Aotearoa New Zealand 2022 ASM 22-23 Aug 2022 Christchurch
www. nzasm.org.nz
Paediatric Society NZ 73rd Annual Scientific Meeting 2022 New Plymouth 1-3 Nov 2022
www.psnzconference.org.nz
10th Biennial Joan Donley Midwifery Research Forum Tauranga 18 Nov 2022
www.midwife.org.nz

New Zealand Trials

New Zealand recruits

PROTECT Me

Antenatal melatonin supplementation in fetal growth restriction for fetal
neuroprotection

12

C*STEROID

Corticosteroids before planned caesarean section from 35+0 to 39+6 weeks of
pregnancy

296

DIAMOND

DIfferent Approaches to MOderate & later preterm Nutrition

531

FIIX Trial

The Fertility, IVF and Intrauterine Insemination trial in couples with uneXplained
infertility

399

NeoGluco

Neonatal Glucose Care Optimisation Study (I)

59

PIPPA TAMARIKI

Paracetamol and Ibuprofen in Primary Prevention of Asthma

2875

PLUSS

Preventing Chronic Lund Disease in Extremely Preterm Infants Using
Surfactant + Steroid

161

PROTECT

IV pentoxifylline as adjunct therapy to improve long-term disability in preterm infants

66

Recruitment Completed - follow up to primary outcome and/or data analysis ongoing
LATTE Dosage

The most effective and best tolerated dose of caffeine to reduce intermittent
hypoxaemia

GEMS

Gestational Diabetes Mellitus of Diagnostic Detection Threshold

MAGENTA

Magnesium Sulphate at 30 to 34 weeks’ gestational age: Neuroprotection Trial

PROVIDE

Higher IV protein intake for extremely low birthweight babies in the first week after birth on
survival free from neurodevelopmental disability at 2 years’ corrected age

Childhood outcome studies
hPOD@2YR
Follow-up Study

Hypoglycaemia Prevention in newborns with Oral Dextrose

TARGET Follow-up
Study

Optimal glycaemic target for women with gestational diabetes: the randomised trial

