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Welcome to our March ON TRACK Network newsletter

Kia ora. In this edition we catch up with the Waitemata team to find out more about their Network roles, provide information on

two new exciting clinical trials opening soon, take a look at clinical practice guidelines for perinatal bereavement care, and we profile

the HypoEXIT trial in update your practice. Enjoy this comprehensive edition of ON TRACK Network news!

ON TRACK News

Trial Development Workshop The
fourth ON TRACK Network Trial Develop-
ment Workshop took place in February
and we are very pleased to be receiving
lots of positive feedback. Thank you to
our concept lead investigators and their
teams, our facilitators, our mock review
panel and all those who came along. We
will stay in touch with investigator teams
and report ongoing progress with their
trial concepts in future newsletters.

Research Prioritisation is one of the
objectives of the Network’s Strategic
Plan. The Network will bring together
health professionals, consumers, re-
searchers, policy makers, funders and
other stakeholders to identify gaps in our
knowledge and to prioritise which peri-
natal and maternal research is needed.
Our prioritisation project research team
includes Clara Mossinger (left), a regis-
tered midwife with a master’s degree in
public health, who will complete her PhD
with the University of Auckland, and Jody
Lawrence, who has a background in pub-
lic health, who recently joined the Net-
work team as research prioritisation pro-
ject team leader. They will soon be send-
ing out questionnaires and organising
discussion groups for the project. Every-
one and anyone with an interest in peri-
natal and maternal research will be wel-
come and encouraged to participate.
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Featured trial - OBLIGE Trial

0 Bal I Ge
@ b ‘ I q e Outpatient Balloon versus Inpatient Gel
Induction of labour (IOL) in New Zealand is common and there are mechanical
methods and pharmacological methods readily available for use in hospital. Most
women in New Zealand have IOL using pharmacological methods (prostaglandin
gel). The OBLIGE trial is designed to determine clinical effectiveness, safety and
cost effectiveness for mothers and babies who are allowed to go home after

commencing I0OL with balloon, versus remaining in hospital after commencing
I0L with prostaglandin gel.

Outpatient balloon IOL has the potential to give women more choice and improve
satisfaction, and to save on health care costs, while maintaining safe outcomes
for mothers and babies. Trials such as OBLIGE are needed to determine the safety
and effectiveness of outpatient induction with balloon catheter.

The primary outcome of OBLIGE is rate of caesarean section birth. A total of
1,552 women will be recruited to this randomised trial in which half of the wom-
en will be assigned to prostaglandin gel and stay in hospital, and the other half
will be assigned to receive the balloon and go home for the first 18-24 hours.

Women with a live, singleton, cephalic presentation planning IOL at 37 weeks’
gestation or more are potentially eligible for the OBLIGE trial.

The trial is currently recruiting across 11 New Zealand sites and more sites are
welcome to come on board. Recruitment is just halfway through so there is
plenty of opportunity for your site to contribute to this fantastic trial! Sites cur-
rently recruiting are: Auckland, Dunedin, Hawke's Bay, Hutt Valley, North Shore,
Taranaki, Tauranga, Waikato, Waitakere, Wellington and Whakatane.
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The trial has a video available on its website for prospective participants (https://
oblige.auckland.ac.nz/). If you haven’t seen this already we strongly recommend
taking a look. It’s a really good example for providing trial information to women
and their whanau. If you are interested in finding out more about this trial con-
tact Mariska Oakes-ter Bals ( OBLIGE Clinical Trial Manager) on 021 173 0115.
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Update your practice - The HypoEXIT Trial: Hypoglycaemia Expectant
Monitoring versus Intensive Treatment po:: 10.1056/NEiMoa1905593

Background: Hypoglycaemia is the most common metabolic complication in newborn babies and can lead to persistent
brain injury. It is often asymptomatic, and globally many newborns who are deemed to be at risk i.e. those who are preterm,
small or large for gestational age, or born to mothers with diabetes, are screened with the goal of preventing brain injury.
However, there is no consensus on a treatment threshold that protects the health of babies but also avoids overtreatment.

Methods: Investigators undertook a multicentre, randomised, non-inferiority trial that recruited 689 otherwise healthy in-
fants born at 35 weeks gestation or later, who were identified as being at risk of hypoglycaemia. Infants were recruited from
17 teaching hospitals in the Netherlands between October 2007 through April 2011. The aim of the trial was to determine
whether using a lower management threshold concentration (glucose concentration of <36 mg per decilitre [2.0 mmol per
litre]) would be non inferior to a traditional threshold (treatment at a glucose concentration of <47 mg per decilitre [2.6 mmol
per litre]). The primary outcome was psychomotor development at 18 months measured by the Bayley Scales (Bayley-IlI-NL).

Results: Of 2024 eligible newborns whose parents provided informed consent, 722 (35.7%) had moderate hypoglycaemia;
of those, 689 infants (born to 682 mothers) were included in the trial. Bayley-IlI-NL scores were assessed in 287 of the 348
children (82.5%) in the lower-threshold group and in 295 of the 341 children (86.5%) in the traditional-threshold group. Cogni-
tive and motor outcome scores were similar in the two groups. The pre-specified inferiority limit was not crossed. The mean
glucose concentration was 57 + 0.4 mg per decilitre (3.2 + 0.02 mmol per litre) in the lower-threshold group and 61 + 0.5 mg
per decilitre (3.4 £ 0.03 mmol per litre) in the traditional-threshold group. Fewer and less severe hypoglycaemic episodes oc-
curred in the traditional-threshold group, but that group had more invasive diagnostic and treatment interventions. Serious
adverse events in the lower-threshold group included convulsions (during normoglycaemia) in one newborn and one death.

Lower threshold group Traditional threshold group  Mean difference (97.5% Cl)

Primary outcome
Total trial population tested—no./total no. (%) 287/348 (82.5) 295/341 (86.5)
Bayley Il NL cognitive score 102.9+0.7 102.2+0.7 0.7(-1.5t0 2.9)
Missing data—no.(%) 61 (18) 46(13)
Bayley IIl NL motor score—no. (%) 104.6x0.7 104.9+0.7 -0.3(-2.4t0 1.8)
Missing data—no. (%) 64 (18) 51 (15)
Secondary outcomes

VELEL Lower threshold group Traditional threshold group Mean difference

(N =348) (N =341) (95% ClI)

No. of glucose measurements 6.4+0.1 7.0£0.2 -0.7 (1.0 to -0.3)
Missing data—no. (%) 3(0.9) 4(1.2)

Glucose concertation—mg/dI 57+0.4 61£0.5 -4.4 (-5.6 to 3.1)
Missing data—no. (%) 3(0.9) 4(1.2)

Infants with hypoglycaemic episode after randomisa- 197 (57) 160 (47) 9.7 (2.2t0 17.0)
tion—no. (%)

No. of hypoglycaemic episodes—no. (%) -

Oor1l 244 (70) 280 (82) 12 (-18.2to -5.6)
20r3 73 (21) 54 (16) 5.1(-0.7 to 10.9)

4 or more 31(9) 7(2) 6.9 (3.5to0 10.5)
Severity of hypoglycaemia—no. (%)

No hypoglycaemia 151 (43) 181 (53) -9.7(-17.0t0-2.2)
Moderate 164 (47) 142 (42) 5.5(-1.9t0 12.8)
Severe or both moderate and severe 33 (10) 18 (5) 4.2 (0.3t08.2)
Infants who received supplemental oral feeding—no. (%) 275 (79) 332(97) -18.3 (-23.1to —-13.8)
Missing data—no (%) 5(1.4) 4(1.2)

Authors conclusions: The authors concluded using a lower glucose threshold to start treatment for asymptomatic moderate
hypoglycaemia did not lead to worse psychomotor development at 18 months than using a traditional (higher) threshold.

This is a potentially valuable study, but there are some
important details to keep in mind. (1) Babies whose hypoglycaemia was severe (<1.9mmol/l) or early (<3 hours) were exclud-
ed, not all measurements were done using an accurate method, and the study was not blinded. (2) Not surprisingly, babies
who were not treated until their glucose concentrations were <2.0mmol/I received fewer blood tests and less treatment,
including less supplemental feeding and less intravenous glucose, than those treated at our current threshold of 2.6mmol/I,
although breastfeeding was not affected. However, it is concerning that those treated at the lower threshold had more fre-
quent, repeated and severe hypoglycaemia. This is important, because there is some evidence that repeated and severe hy-
poglycaemia is associated with worse developmental outcomes. (3) Neonatal hypoglycaemia does not affect Bayley motor or
cognitive scores in pre-school children (doi: 10.1159/000492859) so the study finding that these scores are similar in babies
treated at the lower threshold does not provide any reassurance that their more repeated and severe hypoglycaemia will not
result in worse neurodevelopmental outcomes in the future.
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Meet our Waitemata ON TRACK Network Team

We like to give a shout out to our Site Network Leaders and Site Network
Coordinators for their fabulous support of clinical trials and ON TRACK Network
activities across their respective DHBs. This month we caught up with Karien
Mannering (left) Site Network Coordinator at Waitemata who works alongside
Wendy Burgess (right), their Site Network Leader.

Tell us about clinical trials at your site and what you do in your role to encour-
age and support them? Clinical trials recruiting at WDHB are the DIAMOND,
EcoBabe and Latte Dosage trials. My role as Site Network Coordinator is to pro-
mote these and new trials along with our Site Network Leader, Wendy Burgess.
| do this by disseminating the ON TRACK Network monthly newsletters to all perinatal areas at North Shore and Waitakere
Hospitals. | leave copies of the newsletters in the communication books, on notice boards, in team offices and in tearooms. |
also engage in conversations with staff across several disciplines regarding trials opportunities and other opportunities provid-
ed by the OTN, for example the annual trial development workshops, online information, resources and educational site visits.
| also support ongoing recruitment to clinical trials supported by the OTN (I’'m also the DIAMOND study research nurse). | en-
courage staff and work alongside them to offer women and their whanau the opportunity to participate in trials.

What attracted you to working in your Site Network Coordinator role? The role interested me because | have always been
interested in the research process. | understand how research translates into evidence based guidelines for good clinical
practice for better outcomes for pregnant women and newborns. The most significant, important and rewarding part of being
WDHB Site Network Coordinator and research nurse is engaging with families who have consented to participate in clinical
trials.

What do you think makes your team successful in being involved with clinical trials? Success with trials at WDHB is largely
due to the commitment of the research nurses, Principal Investigators and the WDHB teams being proactive and supportive of
clinical trials, not to mention those parents who agree for their babies to participate in clinical research. We are very grateful
to them.

Spotlight on guidelines Clinical practice guidelines for perinatal bereavement care

The Perinatal Society of Australia and New Zealand/Stillbirth Centre of Research Excellence have published a guideline for
perinatal bereavement care. The guideline aims to provide clear guidance for maternity health care providers and their
services to support the provision of care that meets the needs of bereaved parents.

The Guideline for Respectful and Supportive Perinatal Bereavement Care presents 49 recommendations for health care pro-
fessionals and maternity care facilities that bring together research, parents’ lived experiences and maternity care providers’
insights.

An overview of the updated guideline has recently been published in Women and Birth (https://doi.org/10.1016/
j.wombi.2019.01.008). The authors concluded
the recommendations are implementable and
that by incorporating current research combined
with extensive stakeholder consultation includ-
ing parents, the guidelines help practitioners to
address the needs of bereaved parents.

Good
communication

] . RESPECTFUL
A broad scope of practice framework is shown Shared AND Recognition of
here. It sets out the four overarch.mg goaI:s of decision making SUPPORTIVE parenthood
care. The framework reinforces specific practices CARE

and actions do not occur in isolation but contrib-
ute to the overall goals and experience of care.
Similarly, the care provided by health care pro-
fessionals is inextricably related to organisational Effective support
responses, the fifth element of the framework.

The full guideline is available here: https://
www.stillbirthcre.org.au/resources/clinical-
practice-guidelines/.

Organisational response

Save the date
NZ College of Midwives Conference Christchurch 15™-17" Oct 2020 https://www.midwife.org.nz/midwives/conference-2020/
Nga Maia National Hui/AGM 2020 Waikato 30" Nov-2" Dec 2020 https://www.ngamaia.co.nz/copy-of-national-hui-agm-2020

E ontracknetwork@auckland.ac.nz W ontrack.perinatalsociety.org.nz/ ’ @ONTRACKNetwork1l



https://doi.org/10.1016/j.wombi.2019.01.008
https://doi.org/10.1016/j.wombi.2019.01.008
https://www.stillbirthcre.org.au/resources/clinical-practice-guidelines/
https://www.stillbirthcre.org.au/resources/clinical-practice-guidelines/
https://www.stillbirthcre.org.au/resources/clinical-practice-guidelines/

Edition 41 March 2020

Coming up - Clinical trials opening for recruitment across New Zealand soon!

Diazoxide for babies with severe or recurrent low blood glucose: The Neonatal Glucose

NEO GLU C O care Optimisation (NeoGluCO) Study. This trial is investigating if early treatment of severe

Neonatel Glucose Care Opimiaton SUY or recurrent neonatal hypoglycaemia (low blood glucose) with oral diazoxide reduces time to

successful neonatal metabolic transition. This is defined as achieving glucose stability (blood

glucose in the target range of 2.6 to 5.0 mmol/L), full enteral bolus feeds, and stopping of intravenous fluids. Investigators

hypothesise that early diazoxide therapy will improve glycaemic stability, allowing earlier weaning off intravenous fluids and

establishment of full feeds. If effective, such a treatment could have major benefits for neonates with severe or recurrent

hypoglycaemia, including reduced length of admission and separation of mother and baby, reduced use of formula and facili-

tation of earlier establishment of breastfeeding, reduced number of heel pricks for blood glucose testing, and better long-term
neurodevelopmental outcomes. This trial is expected to open at Auckland City and Middlemore hospitals soon.

P Re :{T E C T PROTECT Me: Assessing Antenatal Maternal Melatonin Supplementation in Fetal
Growth Restriction to Improve Neurodevelopmental Outcomes. Fetal growth re-
striction (FGR) complicates over 30 million pregnancies globally. It significantly in-

creases the risk of stillbirth, preterm birth and is a recognised causal pathway to the neurodevelopmental injury underlying
subsequent cognitive and behavioural impairment and cerebral palsy. This is the first phase Ill randomised, placebo-controlled
trial assessing the use of melatonin, a cheap and widely available supplement, in pregnancies complicated by early onset FGR
to protect the unborn fetal brain and improve subsequent neurodevelopmental outcomes. The trial is going through New
Zealand research approvals and is anticipated to open across various New Zealand sites shortly.

Recruiting Trials

Currently Recruiting New Zealand

recruits

C*STEROID 0. s

o C*STEROID Feasibility: Corticosteroids before planned CS form 35 to 39" weeks 84
Feasibility
DIAMOND |DIfferent Approaches to MOderate & late preterm Nutrition 314
ECOBABe |The ECOBABe study (Early Colonisation with Bacteria After Birth) 55
FliX trial  |The Fertility, IVF and Intrauterine Insemination trial in couples with uneXplained infertility 55
LATTE : : . . .
Dosage The most effective and best tolerated dose of caffeine to reduce intermittent hypoxaemia 86
Little Eye i . . ) .
Drop Microdrop Administration of Phenylephrine and Cyclopentolate Eye Drops in Neonates 24

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

Preventing Adverse Outcomes of Neonatal Hypoxic Ischaemic Encephalopathy with
PAEAN 57

Erythropoietin

PIPPA Paracetamol and Ibuprofen in Primary Prevention of Asthma 1457
PLUSS Preventing Chronic Lung Disease in Extremely Preterm Infants Using Surfactant + Steroid 47
PROTECT |IV pentoxifylline as adjunct therapy to improve long-term disability in preterm infants 24

Recruitment completed - follow up to primary outcome ongoing

GEMS Gestational Diabetes Mellitus Trial of Diagnostic Detection Thresholds

MAGENTA|Magnesium Sulphate at 30 to 34 weeks' gestational age: Neuroprotection Trial

SR Higher IV protein intake for extremely low birthweight babies in the first week after birth on survival free from neu-
rodevelopmental disability at 2 years' corrected age

Childhood outcome studies

hPOD@2YR Follow-up Study Hypoglycaemia Prevention in newborns with Oral Dextrose

STRIDER NZAus Childhood Outcome

_— Sildenafil TheRapy In Dismal prognosis Early onset fetal growth Restriction (2-3 years)
tudy

TARGET Follow up Study Optimal glycaemic targets for women with gestational diabetes: the randomised trial
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