
ON TRACK NEWS DECEMBER 2021 ISSUE 61

IN THIS  EDITION

Clinical trials 
safety Definitions 
and grading for 
maternal and fetal 
adverse events 
page 3.

Update Your  
Practice Manual 
rotation of the 
fetus to decrease 
rates of operative 
delivery page 2.

Featured Trial  
The PIPPA  
Tamariki Trial 
page 3.

Australian  
Placental  
Transfusion 
Study (APTS 
Study) Two year 
follow up study is 
published page 4.

SAVE THE DATE 
RANZCOG Symposium 2022 Melbourne 28 Feb-1 Mar 2022 Virtual/physical hybrid https://ranzcog.edu.au 
PSANZ 2022 Congress Adelaide 15-18 May 2022 www.psanz2022.com.au

RESEARCH NEWS 
OBLIGE Trial completes  
recruitment

Congratulations to everyone  
involved with the OBLIGE  
Trial, which has now completed 
recruitment! 1087 women have  

participated in the trial. This is a fantastic achievement and testament to 
the hard work of the recruiting teams on the ground and, most importantly, 
the support and generosity of the women and their whānau who agreed to 
take part. Well done, and thank you to everyone.

CALL FOR ABSTRACTS

The PSANZ 2022 Annual Con-
gress ‘Better Together’ is planned 
to take place in Adelaide from 15-
18th May next year. The call for ab-

stracts has recently opened with a closing date of 15th January 2022. If 
you are interested in submitting an abstract and would like to find out 
more, visit the congress webpage: psanz2022.com.au

Welcome
Ngā mihi o te wā o Hine Raumati, nau mai ngā hua o Rehua

We send you greetings during this time of summer, and we welcome the 
warm months of the Star Antares.

Welcome to the December edition of ON TRACK News. This month in  
Update Your Practice, we look at manual rotation of the fetus to  
reduce the risk of operative delivery. We feature the PIPPA Tamariki Trial, 
report on the APTS 2-year follow-up study, and look at maternal and fetal 
adverse event reporting in clinical trials.



Update Your Practice: Prophylactic manual rotation of the fetus to decrease operative 
delivery: the POP-OUT and PROPOP Trials 
Background Malposition of the fetal head, where the head is looking forwards (posterior) or sideways (transverse), is 
associated with prolonged second stage labour and an increased risk of operative delivery. Studies have shown manual 
rotation performed early in the second stage of labour (prophylactically) to turn the baby’s head to an anterior position 
may prevent the need for operative delivery. A Cochrane Review* published in 2014 identified insufficient evidence to  
determine how effective prophylactic manual rotation (PMR) was to prevent operative delivery. Subsequently, randomised 
controlled trials not included in the original review have been published.  It is anticipated the Cochrane Review will soon 
be updated. In the meantime, we summarise two key trials that have been published very recently and likely to be  
included in the update.        * https://doi.org/10.1002/14651858.CD009298.pub2

• 

Findings POP-OUT: Operative delivery occurred in 79/127 (62%) women in the PMR group versus 90/127 (71%) wom-
en in the sham rotation group (common risk difference, 12; 95% confidence interval, -1.7 to 26; P=.09). Among more 
experienced investigators, operative delivery occurred in 46/74 (62%) women in the PMR group and 52/71 (73%) wom-
en in the sham rotation group (common risk difference, 18; 95% confidence interval, -0.5 to 36; P=.07). There was no 
difference in combined maternal and perinatal adverse outcomes and no difference in the median satisfaction with the
birth score or any of the other follow-up outcomes.

PROPOP: Operative delivery was significantly less frequent in the intervention group 37/126 (29.4%) versus the stand-
ard group 54/131 (41.2%) P=.047; differential [intervention-standard] [95% confidence interval] = -11.8 [-15.7 to -7.9]; 
unadjusted odds ratio [95% confidence interval] = 0.593 [0.353-0.995]). 

Interpretation The authors of the POP-OUT Trial concluded PMR did not reduce rates of operative delivery. However, 
they noted a trend toward fewer instrumental deliveries and concluded that the procedure appears safe, and therefore 
reasonable to offer manual rotation on a case-by-case basis. For PROPOP, the authors concluded PMR during the early 
second stage of labour was associated with a reduced risk of operative delivery.

What do these results mean for New Zealand practice? Findings of both trials in-
dicate prophylactic manual rotation may be considered an option to increase rates of 
spontaneous vaginal birth with malposition. These two trials had a number of similari-
ties but also some differences – most significantly is the inclusion of a sham procedure 
in the POP-OUT trial (reducing potential for bias as women and caregivers remained 
unaware whether a manual rotation had occurred or not) and the inclusion of only  
occiput posterior position for POP-OUT but occiput posterior and transverse positions 
in PROPOP. Furthermore, across both trials, techniques used for manual rotation  
varied, as did practitioner experience. The generalisability of the trial results to our 
setting also needs consideration. 

Future meta-analyses including these trials will further clarify the role of PMR in preventing operative delivery. Any future 
clinical trials should include an evaluation of the impact of practitioner experience. 

POP-OUT doi:10.1016/j.ajogmf.2021.100306

• A double-blind, multicentre, randomised controlled 
clinical trial conducted across four Australian hospitals. 

• Designed to investigate if PMR for occiput posterior 
position decreases the operative delivery rate. 

• Recruitment was between April 2012 and January 
2017. 

• 254 women with a term pregnancy and a baby in the 
occiput posterior position in the second stage of la-
bour were randomly assigned to receive either PMR 
(n=127) or sham rotation (n=127).

• The primary outcome was operative delivery (vacuum, 
forceps and caesarean section deliveries). 

• The intervention was performed when the woman 
had the urge to push, or one hour after full cervical  
dilatation, whichever came first.

• Safety was assessed with follow-up at 6 weeks, 6 
months and 1 year

PROPOP Trial doi: 10.1016/j.ajog.2021.05.020

• An open-label, mulitcentre, randomised controlled clin-
ical trial conducted across four French hospitals.

• Designed to investigate if PMR for occiput posteri-
or and occiput transverse positions decreases the  
operative delivery rate.

• Recruitment was between December 2015 and  
December 2019.

• 257 women with a term pregnancy and a baby in the 
occiput posterior or occiput transverse position in the 
early second stage of labour with epidural analgesia 
were randomly assigned PMR (n=126) or standard 
care (n=131).

• The primary outcome was operative delivery (instru-
mental delivery and/ or caesarean delivery).

• The intervention was performed at full cervical  
dilatation.



Clinical trials recruiting pregnant women: development of standard definitions and 
grading for maternal and fetal adverse events

Pregnant women have often been excluded from clinical trials due to both maternal and 
fetal safety concerns. When it comes to clinical trials research, pregnant women are often 
and sometimes unjustly classified as ‘vulnerable’. Safety concerns often even extend to 
exclude women of child-bearing age from trials of novel therapies. This has led to inequity in  
accessing high-quality evidence in women’s fetal/newborn health. 

To enhance future opportunities to support inclusion of pregnant women in clinical tri-
als research and to strengthen quality of safety reporting in pregnancy trials we need  
high-quality guidance for the monitoring, assessing, and reporting of adverse events (AEs) 
in this population.

An international multidisciplinary group has now standardised how AEs should be reported in clinical trials  
involving pregnant women. The group produced a novel set of definitions and severity grading criteria (MFAET version 
1.0) for a patient public advisory review. The criteria underwent a two-stage international modified Delphi consensus 
process between January 2015 and December 2019. A final set of 12 maternal and 19 fetal AE definitions and severity 
criteria were agreed upon that will:

• Guide investigators and clinicians in assessing the severity of AEs to increase the quality of safety information co-
ming from clinical trials recruiting pregnant women.

• Allow comparison of safety data between clinical trials involving pregnant women.
• Facilitate safe dose escalation in first in human or early phase trials involving pregnant women.
• Allow study of safety in large cohort studies of maternal and fetal interventions.

The group anticipate further refinement and expansion with revised versions of the criteria to be released in the future. 
In the meantime, this terminology fills a vital gap in maternal and fetal translational medicine research, supporting the 
development of therapies for pregnant women through clinical trials research. We should all be aiming to use them.

Paper citation: Spencer RN, Hecher K, Norman G, et al. development of standard definitions and grading for Maternal and Fetal Adverse Event Termi-
nology. Prenat Diagn. 2021;112. doi:10.1002/pd.6047

Featured Trial: Paracetamol and Ibuprofen in Primary Prevention of Asthma  
to determine whether paracetamol compared to ibuprofen for treatment of babies with pain or fever in the first 
year of life increases the risk of asthma at 6 years of age. 

Asthma affects thousands of children each year who often go on to have life-long asthma and other allergic conditions. 
Despite the many advances in the management of asthma, the number of children with asthma in New Zealand re-
mains very high. Paracetamol and ibuprofen are safe and effective for relieving pain and fever in babies, but previous  
observational studies suggest that their use may influence the chance of developing asthma. PIPPA Tamariki will find out 
if rates of asthma at 6 years of age are different in children who take only paracetamol for pain or fever in their first 12 
months, compared to children who take only ibuprofen during this time. 

The trial is a collaboration between Auckland, Counties Manukau, Waitematā, Capital & Coast and Hutt District Health 
Boards as well as Auckland, Otago, Massey and Calgary Universities and the Medical Research Institute of New Zea-
land. Investigators will recruit 3922 babies in total. 2673 babies have been enrolled so far.

To be eligible, babies must:

• Be born in the catchment area of Auckland City, Middlemore, Wellington and Hutt hospitals 
• Be aged less than 8 weeks
• Be born at more than 32 weeks gestation at birth 
• Have had no exposure to paracetamol or ibuprofen since birth 
• Expect to live in NZ for their first 6 years 

For further information contact the research teams directly: 

Wellington and Hutt DHBs: pippatamarikiwgtn@mrinz.ac.nz 
Auckland DHB: pippatamariki@adhb.govt.nz 
Middlemore DHB: pippatamariki@auckland.ac.nz 

Wellington Researchers: 
Judith Riley (L) and  

Kathryn Fernando (R)



New Zealand Trials
New Zealand recruits

PROTECT Me Antenatal melatonin supplementation in fetal growth restriction for fetal  
neuroprotection 9

C*STEROID Corticosteroids before planned caesarean section from 35+0 to 39+6 weeks of  
pregnancy 264

DIAMOND DIfferent Approaches to MOderate & later preterm Nutrition 497

FIIX Trial The Fertility, IVF and Intrauterine Insemination trial in couples with uneXplained 
infertility 356

NeoGluco Neonatal Glucose Care Optimisation Study (I) 53

PIPPA TAMARIKI Paracetamol and Ibuprofen in Primary Prevention of Asthma 2673

PLUSS Preventing Chronic Lund Disease in Extremely Preterm Infants Using  
Surfactant + Steroid 142

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

The Australian Placental Transfusion Study: two-year follow up
The Australian Placental Transfusion Study (APTS Study), run by the University of Sydney and supported by the ON 
TRACK Network, is the largest multi-centre randomised controlled trial of delayed cord clamping ever conducted. Babies 
were randomised into the trial from 25 hospitals in seven countries, including New Zealand (Auckland City, Waikato, 
Wellington, Christchurch, and Dunedin). The trial, open to recruitment between 2010-2017, was designed to investigate 
standard cord clamping versus delayed cord clamping for 60 seconds in babies born less than 30 weeks gestational age.

The lead investigators have now completed two year follow-up of 767 babies randomised to delayed cord clamping (60 
seconds) and 764 randomised to cord clamping <10 seconds after delivery. The study has found that aiming to wait 
60 seconds before clamping the umbilical cord of very premature babies continues to have benefits two years 
on, decreasing the child’s risk of death or significant disability:

• Delaying clamping reduces a child’s relative risk of death or significant disability in early childhood by 17%. This  
included a 30% decrease in mortality before the age of two. 

• 15% fewer infants in the delayed-clamping group required blood transfusions after birth.

The two year follow up study coordinated by the University of Sydney was performed in 
collaboration with the IMPACT Clinical Trials Network of the Perinatal Society of Australia 
and New Zealand and the Australian and New Zealand Neonatal Network. 

For further information, you can access the full study publication:  
https://doi.org/10.1016/S2352-4642(21)00373-4


