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ON TRACK Network Trial Development Workshop 2021 - REGISTER NOW! 

Registration for our Trial Development Workshop taking place in Auckland on 25/26 February is OPEN and we have some 

great trial concepts for consideration.  If you are interested in shaping clinical trials leading to better maternal and neonatal 

health, you don’t want to miss this opportunity! The workshop will include faculty experts in Māori health, health economics, 

biostatistics, consumer opinion, clinical trial design and funding. As well as developing clinical trial ideas there will be time for 

great discussions and fantastic networking opportunities. It should be fun! 

Feedback from the 2020 workshop:  
 

 

 

To learn more about the workshops visit our website: https://ontrack.perinatalsociety.org.nz/clinical-trial-development/ 
 

Register now for FREE: https://uoaevents.eventsair.com/ontrack2021/on-track 

Kia ora. It’s almost five years since the start of our ON TRACK newsletters and we are very excited to  

welcome you to our 50th edition. This month we introduce the PROTECT Me trial opening across New  

Zealand sites, feature the PLUSS trial celebrating recruitment milestones, and take a look at non-invasive  

ventilation methods for preterm infants in Update Your Practice.  

Assessing Antenatal Maternal Melatonin Supplementation in Fetal 
Growth Restriction to Improve Neurodevelopmental Outcomes 
 

The PROTECT Me trial has recently opened to recruitment at Auckland City Hospital and 

will be opening across other New Zealand sites in the near future. PROTECT Me is the 

first phase III randomised, placebo-controlled trial assessing the use of melatonin, a 

cheap and widely available supplement, in pregnancies complicated by early onset fetal 

growth restriction (FGR) to protect the unborn fetal brain to improve subsequent  

neurodevelopmental outcome. 

The primary aim of the trial is to determine whether neurodevelopment at two years of life is improved among survivors of 

FGR who receive melatonin antenatally compared with those who receive placebo.  
  

Pregnant women with a singleton pregnancy complicated by severe FGR identified at 23+0 to 31+6 weeks’ gestation are eligible 

for the trial. Severe FGR is defined as an abdominal circumference ≤3rd centile for gestational age; or abdominal  

circumference <10th centile in combination with at least one abnormal fetoplacental Doppler study. 
 

You can follow the trial on Twitter @ProtectMeTrial For Auckland City Hospital queries email: laura.mackay@auckland.ac.nz 

“The workshop was  

welcoming, collaborative, 

relevant, interesting,  

informative, and fun”  

“Incredible opportunity to 

seek feedback for poten-

tial research ideas, pro-

jects and opportunities”  

“It was very interesting 

seeing the development 

and transformation of the 

clinical trial concepts” 

“Friendly collaborative 

atmosphere. Excellent 

organisation. Interesting 

speakers and sessions”  

https://uoaevents.eventsair.com/ontrack2021/on-track
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Featured trial: Preventing Lung Disease Using  

Surfactant + Steroid  
The PLUSS trial is an international trial recruiting preterm infants at fifteen sites including hospitals in 
New Zealand.  
 

PLUSS is a two-arm, parallel, double-blind, randomised controlled trial designed to establish if surfactant and budesonide  
given via the trachea compared with surfactant alone, increases survival free of bronchopulmonary dysplasia (BPD) in  
extremely preterm infants. The trial opened in Australia in 2018 with a planned sample size of 1060 infants. With sites now 
actively recruiting across Australia, New Zealand and Canada, recruitment is approximately a third of the way complete with 
just over 300 infants randomised.  
  

In New Zealand the trial is currently active at Middlemore, Auckland City and Wellington hospitals and is due to open soon in 
Waikato and Christchurch hospitals. 25% of the recruits to date are from New Zealand, so well done to all involved so far.  

Milestone recruitment photo opportunities by the 
teams at the Women’s, Melbourne (left) and Royal 
Alexandra, Canada (right). 
  

We expect Middlemore Hospital with 46 babies  

recruited might be next up for a celebration when 

they have reached their 50th baby. 
  

For more information email: 

pluss@thewomens.org.au. You can also follow the 

trial’s latest developments on Twitter @PlussTrial  

Caffeine in pregnancy: is it time to  
implement formal antenatal guid-
ance? https://doi.org/10.1016/j.ejogrb.2020.10.012  
 

Evidence associating caffeine intake with stillbirth is variable but sufficient 
enough for the World Health Organisation (WHO) to recommend reducing 
caffeine intake during pregnancy (www.who.int). 
 

A recent case-control study, a collaboration between UK and New Zealand 
researchers, examined the consumption of caffeine in the last four weeks 
of pregnancy in women who experienced a late stillbirth compared with 
women with ongoing live pregnancies at similar gestations. Cases were 
women recruited across 41 UK maternity units who had a singleton non-
anomalous stillbirth ≥28 weeks’ gestation (n = 290) and controls were 
women with an ongoing pregnancy at the time of interview (n = 729).  
  

Multivariable analysis showed intake of cola (aOR 1.23, 95 % CI 1.03, 
1.48), instant coffee (aOR 1.34, 95 % CI 1.09–1.71) and energy drinks 
(aOR 1.85, 95 % CI 1.11, 3.58) were all independently associated with 
increased risk of stillbirth. For each 100 mg caffeine intake the adjusted 
Odds Ratio (aOR) was 1.27 (95 % Confidence Interval (95 % CI) 1.14, 1.43). 
Caffeine intake greater than 300 mg/day was associated with stillbirth aOR 
2.30 (95 % 1.40−4.24); the population attributable risk associated with this 
level of consumption was 7.4 %.  
 

These findings suggest women should be advised to reduce their caffeine 
intake during pregnancy, something not currently formally recommended 
in New Zealand antenatal guidelines. The WHO recommend keeping levels 
below 300mg/day (e.g. no more than two filter coffees per day at 120.8 
mg/serving). 

COVID-19: counting stillbirths 
Keeping up to date with COVID-19 and pregnan-
cy can be hard with so many new publications, 
however, we thought this opinion piece recently 
published in the Lancet should be of interest to 
you (www.thelancet.com/journals/langlo/
article/PIIS2214-109X(20)30456-3/fulltext#%20). 
The authors highlight the urgent need to track 
and report stillbirths particularly in the context 
of the current pandemic. 
  

Literature to date suggests pregnant women 
with COVID-19 have relatively good pregnancy 
outcomes. However there is growing speculation 
regarding the indirect impacts of COVID-19 such 
as changed behaviours and how these may  
affect pregnancy outcomes 
(www.newsroom.co.nz/podcast-the-detail/
lockdowns-hidden-health-issues). Disruptions in 
healthcare and changes in behaviours due to 
lockdown restrictions may mean that pregnancy 
complications go undetected.  These impacts will 
only come to light over time with collection of 
good quality population data. 
 

Please remember the New Zealand COIVD-19 in 
Pregnancy Registry for any cases of COVID-19 
that have occurred in pregnant women and up 
to six weeks postpartum (www.auckland.ac.nz/
en/liggins/our-research/new-zealand-registry-of-
covid-19-in-pregnancy.html). 

Inclusion criteria:  

• Less than 48 hours of age 

• 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)  

• Clinical decision to treat the infant with exogenous surfactant 

http://www.who.int/reproductivehealth/publications/maternal_perinatal_health/anc-positive-pregnancy-experience/en/
https://www.thelancet.com/journals/langlo/article/PIIS2214-109X(20)30456-3/fulltext#%20
https://www.thelancet.com/journals/langlo/article/PIIS2214-109X(20)30456-3/fulltext#%20
https://www.newsroom.co.nz/podcast-the-detail/lockdowns-hidden-health-issues
https://www.newsroom.co.nz/podcast-the-detail/lockdowns-hidden-health-issues
http://www.auckland.ac.nz/en/liggins/our-research/new-zealand-registry-of-covid-19-in-pregnancy.html
http://www.auckland.ac.nz/en/liggins/our-research/new-zealand-registry-of-covid-19-in-pregnancy.html
http://www.auckland.ac.nz/en/liggins/our-research/new-zealand-registry-of-covid-19-in-pregnancy.html
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UPDATE YOUR PRACTICE: Randomised controlled trial of high-flow nasal cannula in 

preterm infants after extubation DOI: https://doi.org/10.1542/peds.2020-1101  
 

Background: Various methods of non-invasive respiratory support are available 

for preterm infants after extubation. Nasal continuous positive airway pressure 

(NCPAP) and nasal intermittent positive pressure ventilation (NIPPV) have been 

widely used while high-flow nasal cannula (HFNC) is a newer device that  assists 

breathing by delivering warm humidified air through the nose.  
 

Methods: This was a prospective, open-label, randomised trial that took place in 

six Japanese tertiary neonatal intensive care units between 2015 and 2018. The 

trial was designed to test the hypothesis that HFNC would be non-inferior (i.e. the 

same as) to CPAP or NIPPV in preventing treatment failure within seven days of 

extubation. Participants were infants born at <34 weeks’ gestation and who re-

quired non-invasive ventilation after extubation at <36 weeks’ corrected gesta-

tional age. NCPAP and NIPPV were included together in the same control arm be-

cause modern respiratory devices are easily switched from NCPAP to NIPPV or 

vice versa at the treating physician’s discretion. 176 and 196 infants were included in the primary analyses for the HFNC and 

NCPAP/NIPPV groups respectively. The primary outcome was treatment failure, defined as a case in which the infant needed 

to be switched to another mode of ventilation within seven days (168 hours) after extubation.  
 

Results: Treatment failure within 

seven days after extubation  

occurred in 54/176 infants (31%) in 

the HFNC group and 31/196 (16%) 

in the NCPAP/NIPPV group. Infants 

in the HFNC group had a signifi-

cantly higher rate of treatment 

failure than infants in the NCPAP/

NIPPV group (risk difference, 14.9 

percentage points; 95% confidence 

interval [CI], 6.2–23.2). Histologic 

chorioamnionitis, treated patent 

ductus arteriosus, and younger 

corrected gestational age at the 

start of treatment were independ-

ent factors associated with  

treatment failure with HFNC use. 
 

Interpretation: The authors concluded HFNC was associated with a significantly higher rate of treatment failure than NCPAP/

NIPPV ventilation after extubation.  

What do these results mean for New Zealand practice: In this current trial HFNC was found to be similarly effective to that 
reported in a previous trial by Manley et al* with failure rates of 31% versus 34% respectively. Differences reported in the 
current trial compared with Manley et al are in the non-HF control groups: 16% versus 25% failure rates respectively. This 
may be an effect of NIPPV or the fact that babies in this current trial were a little more mature. 
 

The previous study by Manley et al showed HFNC was less effective as post-extubation support in smaller babies and almost 
universally unsuccessful in babies <26 weeks. However, for many HFNC babies “failure” meant switching to CPAP and neither 
trial showed any clinically adverse effects of trying HFNC first (similar reintubation and BPD rates etc). Therefore, from 26 
weeks, approximately 2/3 of babies will be adequately supported by HFNC after extubation, and there does not appear to be 
any disadvantage of switching to CPAP if HFNC fails. The main perceived advantage of HFNC (not directly evaluated in either 
trial) is less nursing burden, but this is may not be the case in the immediate post-extubation period. CPAP can cause nasal 
trauma, but this is highly centre dependent. For units where this is a problem, HFNC may offer an advantage. 
 

*Manley BJ, Owen LS, Doyle LW, Andersen CC, Cartwright DW, Pritchard MA, Donath SM, Davis PG. High-flow nasal cannulae in very pre-

term infants after extubation. N Engl J Med. 2013 Oct 10;369(15):1425-33. doi: 10.1056/NEJMoa1300071. PMID: 24106935. 
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New Zealand Trials 
New Zealand 

recruits 

C*STEROID Corticosteroids before planned caesarean section from 35+0 to 39+6 weeks of pregnancy  103 

DIAMOND DIfferent Approaches to MOderate & late preterm Nutrition 380 

FIIX Trial The Fertility, IVF and Intrauterine Insemination trial in couples with uneXplained infertility  168 

 LATTE  

 Dosage 
The most effective and best tolerated dose of caffeine to reduce intermittent hypoxaemia 131 

Little Eye 

Drop 
Phenylephrine and Cyclopentolate Eye Drops in Neonates  74 

NeoGluco Neonatal Glucose Care Optimisation Study (I)   24 

 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 
912 

 PAEAN 
Preventing Adverse Outcomes of Neonatal Hypoxic Ischaemic Encephalopathy with  

Erythropoietin 
66 

 PIPPA Paracetamol and Ibuprofen in Primary Prevention of Asthma 1911 

 PLUSS Preventing Chronic Lung Disease in Extremely Preterm Infants Using Surfactant + Steroid 88 

 PROTECT IV pentoxifylline as adjunct therapy to improve long-term disability in preterm infants 38 

Recruitment completed - follow up to primary outcome ongoing 

C*STEROID 

Feasibility 
C*STEROID Feasibility: Corticosteroids before planned CS form 35+0 to 39+6 weeks 

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 neu-

rodevelopmental 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 

SAVE THE DATE 

Society for Maternal Fetal Medicine 41st Annual Pregnancy Meeting 2021 - Virtual 

Meeting - 25-30 Jan 2021 - https://www.smfm.org/ 

PSANZ Annual Congress (2020 postponement)  Virtual Meeting 29-31 Mar 2021 - 

https://www.psanz.com.au/ 

RANZCOG 2021 ASM Virtual Meeting 15-18 Feb 2021 - https://ranzcogasm.com.au/ 

ON TRACK Network Trial Development Workshop - Auckland - 25 - 26 Feb 2021 - 

https://ontrack.perinatalsociety.org.nz/ 

RANZCOG 2021 NZ Annual Scientific Meeting (2020 postponement) Wellington - 21 - 22 Jun 2021  - https://

www.nzasm.org.nz/ 

New Zealand College of Midwives 16th Biennial National Conference - Christchurch - 2-4 Sept 2021 - https://

www.midwife.org.nz 

PSNZ 72nd Annual Scientific Meeting 2021 - Rotorua - 2-5 Nov 2021 - https://www.paediatrics.org.nz/ 

https://www.smfm.org/meetings/7-smfms-41st-annual-pregnancy-meeting
https://web.cvent.com/event/71fe9307-c088-46ee-99ed-cc19660a089d/websitePage:0e0389a1-9571-44cd-89bf-9550ddf5a244
https://ranzcogasm.com.au/
https://ontrack.perinatalsociety.org.nz/2021-on-track-network-trial-development-workshop/
https://www.nzasm.org.nz/
https://www.midwife.org.nz/midwives/conference-2021/
https://www.paediatrics.org.nz/

