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Welcome
Welcome to the April edition of ON TRACK News
Kia ora, this month we catch up with another of our Concept Lead Investigators from our recent Trial Development Workshop and we feature a recent
meta-analysis of progestogens for prevention of preterm birth in Update
Your Practice. If you have any feedback or would like to share any of your
maternal and perinatal clinical trials news, please do get in touch.
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LATEST TRIALS NEWS

IN THIS EDITION

DIAMOND is officially the biggest trial investigating nutrition for
moderate to late preterm babies
Celebrations have been taking place
across sites recruiting to the
DIAMOND trial, which has now
reached a significant milestone with
over 400 babies recruited. Palmerston
North Hospital had the honour of recruiting the 400th participant making
the trial officially the largest investigating nutrition for moderate to late
Team celebrations at Palmerston North preterm babies.

Educational site visits
Where next? We are
organising educational site visits, which
provide great learning
opportunities across
the country. Find out
more on page 4

Supporting Māori health research
We had the privilege
of hosting a hui to
begin kōrero on this
important topic. Read
more on page 3

The PIPPA Tamariki study has exceeded 50% planned recruitment
PIPPA Tamariki is investigating
rates of asthma in 6-year olds
who received just paracetamol
versus just ibuprofen when they
were unwell in their first 12
months of life. The study is open
to recruitment at Auckland City, Middlemore and Wellington hospitals.
2,124 babies have been recruited which is over 50% planned recruitment.
This is a fantastic achievement and another milestone worth
celebrating. Well done team.

Public lecture - Mothers & babies health:
Celebrating International Clinical Trials Day

Trial concept update
Dr Lynn Sadler & Dr
Meghan Hill provide
an update on the trial
proposal they brought
to our latest Trial Development Workshop
on page 3
Access the ON TRACK Network website:

This lecture on the 18th May will be a celebration of the annual international clinical trials
day featuring stories of trial participants and
trials successes in Aotearoa New Zealand; our
past, our present and our future.
REGISTER HERE: eventbrite.co.nz
ontracknetwork@auckland.ac.nz
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Update Your Practice

Evaluating Progestogens for Preventing Preterm birth

International Collaborative (EPPPIC): meta-analysis of individual participant data from randomised
controlled trials

https://www.thelancet.com/journals/lancet/article/PIIS0140-6736(21)00217-8/fulltext

BACKGROUND Preterm
birth is a leading cause
of neonatal morbidity
and mortality globally.
Progesterone is important for maintaining
pregnancy and its withdrawal has a role in the
onset of labour. Hence,
administering progesterone or a progestogen
(progesterone-like compounds such as 17hydroxyprogesterone
caproate, 17-OHPC) to
asymptomatic women who are at high risk of preterm birth
may reduce the risk of preterm birth.
Meta-analyses of progesterone trials to date have focussed
on trial level data and single forms of progestogen in specific
at-risk populations. This meta-analysis aimed to use participant-level data from all completed randomised controlled
trials (RCTs) across different at-risk groups.
METHODS The individual participant data (IPD) meta-analysis
protocol was published in advance of analysis (DOI: 10.1186/
s13643-017-0600-x). Published and unpublished trials were
included where primary data collection was completed before July 31, 2016. MEDLINE, Embase, CINAHL, the Maternity
and Infant Care Database and relevant trial registries were
searched with trialists also invited to identify additional trials.
RCTs that compared progestogen with placebo or standard
care, or with other forms of progestogen in asymptomatic
women at risk of preterm birth were included. Trials where
progestogens were given to prevent early miscarriage or to
treat symptomatic women showing signs of threatening preterm labour were excluded. Participant-level data was
requested for all eligible trials from the trial investigators.
Outcomes included preterm birth (birth before 37 weeks’
gestation), early preterm birth (birth before 34 weeks’ gestation) and mid-trimester birth (birth before 28 weeks’ gestation). Maternal and neonatal outcomes were composites of
serious complications for mothers and babies.
47 eligible RCTs were initially identified and IPD were
obtained for 30. An additional trial completed after the meta
-analysis timeframe was included in 2020 because of its size
and potential impact (PROLONG Trial). IPD data were
therefore analysed for 31 RCTs including data for 11,644
women and 16,185 babies.
FINDINGS RCTs in singleton pregnancies included mostly
women with previous spontaneous preterm birth or short
cervix. Preterm birth before 34 weeks was reduced in these
women receiving vaginal progesterone (nine trials, 3,769
ontracknetwork@auckland.ac.nz

women; relative risk [RR] 0·78, 95% CI 0·68–0·90), 17-OHPC
(five trials, 3,053 women; 0·83, 0·68–1·01), and oral progesterone (two trials, 181 women; 0·60, 0·40–0·90). These
reductions in preterm birth did not result in significant reductions in perinatal death or a composite of serious neonatal
complications, although results were consistently favourable
towards treatment.
RCTs in multiple pregnancies largely included women without
additional preterm birth risk factors. For twins, vaginal progesterone did not reduce preterm birth before 34 weeks
(eight trials, 2,046 women: RR 1·01, 95% CI 0·84–1·20) neither did 17-OHPC for twins or triplets (eight trials, 2,253
women: 1·04, 0·92–1·18). Preterm prelabour rupture of
membranes was increased with 17-OHPC in multiples
(rupture <34 weeks RR 1·59, 95% CI 1·15–2·22), but the
authors found no consistent evidence of benefit or harm for
other outcomes with either vaginal progesterone or 17OHPC.
INTERPRETATION The authors concluded vaginal progesterone and 17-OHPC both reduced birth before 34 weeks' gestation in high-risk singleton pregnancies. Absolute risk reduction was found to be greater for women with a short cervix,
and so the authors highlighted treatment might be most beneficial for this subpopulation of women. Evidence for oral
progesterone was found to be insufficient to support its
routine use in this indication. Treatment of unselected multiple pregnancies with a progestogen was not supported by
the evidence.
WHAT DO THESE RESULTS MEAN FOR NEW ZEALAND
PRACTICE AND FUTURE RESEARCH?

The findings of this meta-analysis support the current
RANZCOG position (July 2017) recommending vaginal
progesterone for asymptomatic women with a short
cervix (<25mm) and consideration of its use for women
with singleton pregnancies who have a history of
spontaneous preterm singleton birth.
Although the findings support the use of 17-OHPC in this
same population, this preparation is not currently available in New Zealand. If it were available, extra considerations for intramuscular progesterone would include additional healthcare costs and patient visits associated with
regular injections, and injection site pain and it does not
appear to offer any benefits over vaginal progesterone.
In terms of future research, this meta-analysis found
maternal adverse outcomes were possibly increased
with exposure to progestogens such as 17-OHPC indicating a need for further clinical trials research to investigate safety. Although no adverse outcomes have been
observed in neonates the longer-term outcomes through
childhood and beyond should also be considered.
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ON TRACK Network Trial Development Workshop:
Concept Update
We hosted our fifth annual Trial Development Workshop in February. The workshops provide networking, collaboration and learning with the aim of developing clinical trial concepts
into proposals suitable for competitive grant funding. Dr Lynn Sadler (pictured left), Epidemiologist (Auckland DHB) & Honorary Senior Lecturer (University of Auckland), and Dr Meghan
Hill (pictured right), Senior Lecturer in Obstetrics & Gynaecology (University of Auckland)
developed their trial proposal at our latest Workshop. Here is what they said about their
experience.
“We came to the workshop with a concept for a trial of a head elevation device for preventing maternal (and potentially newborn) injury at full dilatation caesarean section and proceeded to pick through its strengths and limitations with guidance from
our facilitators. Taking our own proposal for a trial forward to be workshopped was a more reinforcing and uplifting experience than expected. It brought a wide range of perspectives and we welcomed the ready access to consumers, statistical
advisors, and clinicians, all of whom were willing and generous with their time and constructive ideas.
We will mention a couple of stand-out moments. The first was the realisation that we had missed a key step in explaining the
basics of our intervention and what we were trying to prevent (our primary outcome). We have since gone back to basics in
carefully describing the study for non-obstetricians. We also realised that we were talking about a product, the trade name of
which bears little resemblance to its function. This realisation led to our renaming the study ‘The HEAD (Head ElevAtion Device) Trial’.
We have several areas to improve upon following the workshop, some new collaborators, and a sense that attendees and reviewers at the ON TRACK Network workshop felt the study was worthwhile. We would like to thank everyone involved in organising and executing this useful workshop, and all those who participated. “

Supporting māmā and pēpi Māori health research
Identifying and prioritising clinical research that leads to improved equity in mothers and babies health in Aotearoa New
Zealand is a key focus for the Network. Through our soon to
be reported ON TRACK Network Research Prioritisation Project we found that 18 of the top 20 research priorities were
specific to wahine Māori, their pepi and whanau. We therefore used the opportunity of the ON TRACK Network Trial
Development Workshop in February to start to bring together Māori clinicians, researchers and consumers to consider the identified research priorities and how the Network
may support development of these research ideas that
should lead to improved and more equitable health outcomes for Māori. The research question put forward for initial discussion was ‘Design, implement and evaluate an effective model of pregnancy care for Māori and assess the impact
on preterm birth and other health outcomes’.
The forum of the Trial Development Workshop provided a
supported environment for this first hui including the opportunity for those unable to travel to Auckland to join via Zoom.
Helen Wihongi, Director Māori Health Research, Auckland
and Waitemata DHB, led the korero that took place. It became clear that before a specific research question can be
answered the wider picture of research about pregnancy and
pregnancy care that meets the needs of Māori must be considered. To do this effectively and to plan for the future it was
agreed that a national māmā and pēpi Māori health research
group should be established aiming to identify current practice, research to date and research underway, prioritisation
of research important to Māori for the future, and support
for the development of the Māori health and health research
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workforce. Members of the group have agreed to move this
proposal forward and Felicity Ware, Kaniwa KupengaTamarama and Wendy Burgess have convened a zui and are
considering funding applications to support the formal development of the group.
The Network will not lead this mahi but hopes to support its
development. In the future there will be opportunity to use
the Network’s connections, resources and research skills to
enable some high-quality research that we expect to drive
change in the future. The Network will continue to play its
part in facilitating Māori clinicians, researchers and consumers to come together to ensure all research in this area is
Māori focused and led and kaupapa Māori based. Hosting the
first hui on this topic was a privilege and we are pleased to
have contributed to the korero. If you are interested in learning more or getting involved with this developing group
please contact us and we can put you in touch with the group
(ontracknetwork@auckland.ac.nz).
We are grateful to the Hugo Charitable Trust that supported
travel for Māori clinicians, researchers and consumers to attend the workshop.

Ontrack.perinatalsociety.org.nz/

@ONTRACKNetwork1

@ontracknetwork

ON TRACK NEWS Issue 53

Educational site visits: where next?
The ON TRACK Network started educational site visits in 2019
as an opportunity for shared learning, where Network
members present the latest clinical trials evidence and local
multidisciplinary teams can discuss the implications for their
local practice.
These visits provide a great opportunity to sites. We always
receive fantastic feedback and requests for further visits. We
provide your choice of speakers, help organise and promote
the meeting, you just need to book a venue and bring along
the attendees.
We are aiming for nationwide uptake of the visits as we
ultimately want to help achieve consistent and optimal care
for all mothers and babies across all of Aotearoa New Zealand
by sharing latest high-quality evidence from clinical trials
research.
To date we have visited 10 sites from Auckland to Dunedin
and we are currently planning educational site
visits for Taranaki and Hawkes Bay.

Taranaki 30th April
• Associate Professor Katie Groom “Predicting and preventing spontaneous preterm birth, an update on current evidence and best practice”
• Professor Frank Bloomfield “Moderate- and late-preterm
birth and its consequences for long-term health.”

Hawkes Bay 6th July
• Dr Michelle Wise “Induction of labour – implementing
the national guideline and filling the evidence gaps”
• Dr Jane Alsweiler “Prevention and treatment of neonatal
hypoglycaemia”
Sessions may also include further talks from local investigators. If you would like to learn more about these great opportunities speak with your Site Network Leader or email us
directly: ontracknetwork@auckland.ac.nz

New Zealand
recruits

New Zealand Trials
Protect Me

Antenatal melatonin supplementation in fetal growth restriction for fetal neuroprotection

3

C*STEROID

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

162

DIAMOND

DIfferent Approaches to MOderate & late preterm Nutrition

416

FIIX Trial

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

252

Little Eye
Drop

Phenylephrine and Cyclopentolate Eye Drops in Neonates

96

NeoGluco

Neonatal Glucose Care Optimisation Study (I)

33

OBLIGE

Comparing two methods of starting an induction of labour in pregnant women (balloon at
home versus hormone gel in hospital) to assess chance of vaginal birth

PAEAN

Preventing Adverse Outcomes of Neonatal Hypoxic Ischaemic Encephalopathy with
Erythropoietin Recruitment now closed

PIPPA

Paracetamol and Ibuprofen in Primary Prevention of Asthma

2124

PLUSS

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

106

PROTECT

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

41

1000
72

Recruitment completed - follow up to primary outcome and/or data analysis ongoing
ECOBABe

The ECOBABe study (Early Colonisation with Bacteria After Birth)

GEMS

Gestational Diabetes Mellitus Trial 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 targets for women with gestational diabetes: the randomised trial
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