ON TRACK NEWS

)

ON TRACK NETWORK

BETTER HEALTH FOR MOTHERS AND BABIES
Te Awhi Rito

TOGETHER WE CAN ACHIEVE BETTER HEALTH FOR MOTHERS AND BABIES

Welcome

Welcome to the October edition of ON TRACK News
Kia ora, this month, we look at the recently published My Baby’s
Movements Trial and take a look at metformin for the treatment of pre-ec-
lampsia in Update Your Practice. Let us know if you have any feedback or
want to share your maternal and perinatal clinical trials news.

TRIALS NEWS

The C*STEROID Trial is now open
to recruitment at Wellington. While
recruitment is paused at Auckland
City Hospital during COVID Alert Lev-
el 3, the trial is continuing to recruit at
Whangarei, Tauranga, Waikato (where
feasible), and Christchurch  hospi-
tals, with 243 mothers and 257 ba-
bies now recruited. Well-done teams.

C*STEROID

facebook.com/csteroidtrial/
www.liggins.auckland.ac.nz/csteroid

®blige

https://oblige.auckland.ac.nz/

The OBLIGE Trial is now on the last
leg of recruitment. If your site is par-
ticipating in OBLIGE, it is all systems
go to recruit the final 50 mums. Sites
are open to recruitment during lock-
downs so please keep going — every-
one can help to meet the recruitment

target.

SAVE THE DATE

Paediatric Society NZ 72" Annual Scientific Meeting 2021 Virtual 2-4 Nov
2021 www.psnzconference.org.nz

RANZCOG Symposium 2021 Melbourne 8/9 Nov 2021 Virtual/physical hybrid
https://ranzcog.edu.au

Australian Clinical Trials Alliance 2021 Annual Scientific Meeting (ACTA
ASM) Virtual 10-12 Nov 2021 https://clinicaltrialsalliance.org.au/events/

ON TRACK Network Trial Development Workshop Auckland 24/25 Feb-
ruary 2022 https://ontrack.perinatalsociety.org.nz/2022-on-track-network-tri-
al-development-workshop/

PSANZ 2022 Congress Adelaide 15-18 May 2022 www.psanz2022.com.au
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Does using a multifaceted awareness package to manage

The My Baby’s Movements Trial: a stepped-
«1 wedge cluster-randomised controlled trial

o, - . S
3! o
of a fetal movement awareness interven-
LASELE WVETGEERUUE LR IGEIUM tion to reduce stillbirths

Wide variation in practice across New Zealand and Australia for women reporting decreased fetal movements (DFM)
led to the implementation of the 2010 bi-national guidelines for healthcare professionals (https://sanda.psanz.com.au/
assets/Uploads/FINAL-DFM-guideline-Ed1V1-1-16Sept2010.pdf) and information resources for women. Despite this,
concerns remained about low awareness of the importance of fetal movements and suboptimal management for women
with DFM. The MBM trial was therefore designed to assess whether a package of interventions to increase DFM
awareness for women and clinicians (in addition to ‘routine’ care) could reduce stillbirths 228 weeks’ gestation.
MBM was regularly featured in the ON TRACK Network newsletter and included three New Zealand hospitals (Auckland

City, Christchurch Women’s and Middlemore hospitals).

The MBM intervention was sequentially introduced to eight clusters of 3-5 hospitals at four-monthly intervals from August
2016 to May 2019. Participants were women with a singleton pregnancy at 228 weeks’ gestation attending for antenatal
care. Women with a lethal fetal congenital anomaly or pregnancy termination were not included. ‘Routine’ care given
in the ‘control’ period prior to the introduction of the MBM intervention was considered to be the provision of a DFM
brochure to all women and management of DFM according to the bi-national DFM guidelines. The additional MBM inter-
vention consisted of:

o offer of access to a free mobile phone app (or SMS messages) for women Aoe S
e MBM education package for clinical site teams for ongoing in-service education to S .qv
raise MBM awareness and management of women with DFM j )',5

awareness-raising materials for antenatal clinics, including posters and pens
an eLearning program for maternity care staff

The primary outcome was the rate of stillbirth 228 weeks’ gestation.

In total, 26 maternity units in Australia and New Zealand participated in MBM. The MBM intervention went live at New
Zealand sites in June 2018. During the study period, there were 304,850 births across the 26 participating sites. 290,105
births met the inclusion criteria: 150,053 in the control period and 140,052 in the intervention period.

The uptake of the MBM app by women during the intervention period was low. Although 75,351 women were registered
by participating hospitals to receive the app, just 13,780 (18.3%) downloaded it after receiving a text message to prompt
them at 27 weeks’ gestation. Conversely, there was good uptake of the DFM eLearning program, which due to demand,
was made available to maternity services outside the trial 12 months after MBM started.

Over the duration of the study, the unadjusted stillbirth rate >28 weeks’ gestation was lower in the intervention compared
to the control group: 2.2/1000 versus 2.4/1000 (odds ratio [OR] 0.91, 95% confidence interval [Cl] 0.78-1.06; p=0.22).

Interestingly, the data showed the stillbirth rate reduced over calendar time during the trial: first 18 months (August 2016—
December 2017) 2.7/1000 births versus the last 18 months (January 2018-May 2019) 2.0/1000 births. This reduction in
the stillbirth rate over time was unanticipated. Prior to the MBM ftrial, average annual reduction rates for late gestation
stillbirth had barely changed (2000 to 2015 reduction rates were 1.4% for Australia and 2.8% for New Zealand). The
authors suggested several reasons for the findings, including increased attention to stillbirth prevention with ongoing
concomitant improvements in pregnancy care (Hawthorn effect) during the trial period and growing public awareness of
DFM campaigns.

The MBM investigators concluded that the MBM intervention did not reduce stillbirths beyond the downward
trend over time. They noted that due to the low uptake of the MBM app, the role of the intervention remains unclear,

though the downward trend across time suggests some benefit in lowering the stillbirth rate.

The full MBM publication is available online: doi: 10.1111/1471-0528.16944
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Update Your Practice: Use of metformin to prolong gestation

in preterm pre-eclampsia: a randomised, double-blind, place-
bo-controlled trial o nitps://doi.org/10.1136/6mj.n2103

BACKGROUND Pre-eclampsia is a leading cause of maternal and neonatal morbidity and mortality. The condition com-
plicates 3 to 8% of pregnancies in New Zealand. Preterm pre-eclampsia (26-32 weeks’ gestation), although rarer, is as-
sociated with substantially higher maternal and neonatal morbidity and mortality than pre-eclampsia at term. With limited
treatment for pre-eclampsia, antenatal care focuses on detection and monitoring with delivery of the baby and placenta
being the only ‘cure’. Management is aimed at optimising timing of birth to prevent maternal complications while minimis-
ing neonatal morbidity and mortality. If a safe treatment was available that delayed the progression of the disease, babies
could be born when more mature, reducing neonatal morbidity and mortality.

Metformin, a drug commonly prescribed for the treatment of gestational diabetes, has been identified in pre-clinical studies
as a candidate for treating pre-eclampsia. Clinical trialists in South Africa worked with a University of Melbourne team to
evaluate whether extended-release metformin can prolong gestation among women diagnosed with preterm pre-eclamp-
sia.

METHODS A double-blind, placebo-controlled clinical trial assessing prolongation of gestation among women with pre-
term pre-eclampsia at 26+0 to 31+6 weeks’ gestation. Women were recruited at Tygerberg Hospital in Cape Town, South
Africa, between February 2018 and March 2020. Eligible women were those deemed suitable for expectant management
(no clinical indication for immediate delivery), able to provide informed consent, not currently using metformin, and with a
fetus without structural anomalies. A total of 180 women were recruited; 90 women were randomised to receive metformin
and 90 to receive placebo.

=3

— verom WWomen initially received one trial tablet three times a day, with the dose in-

Pacebo | creased to two tablets three times a day as tolerated. If side effects developed,

Hazardratio 08295% Cl061 10111 the dose could be decreased to one tablet twice a day and then increased if

symptoms improved, to a maximum of 3000 mg/day. The primary outcome was

prolongation of gestation, measured from the first dose of the trial drug until
delivery in days and hours.
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S 5°Timi°PosZindof:isaﬁi‘r"(d;y"s‘; RESULTS One woman delivered before taking any trial drug; 179 women were
R included in the analysis. The median time from randomisation to delivery was

8 ss 40 20 13 7 3 3 1 1 o 17.7 days (interquartile range (IQR) 5.4-29.4) in the metformin group and 10.1
P 4 33 16 12 8 4 1 o o o days(IQR 3.7-24.1)in the placebo group, median difference of 7.6 days (ge-
ometric mean ratio 1.39, 95% CI 0.99 to 1.95; p=0.057). Among those who
continued the trial drug at any dose, the median prolongation of gestation in the
metformin group was 17.5 days (IQR 5.4-28.7; n=76) compared with 7.9 days
(3.0-22.2; n=74) in the placebo group, a median difference of 9.6 days (geomet-
ric mean ratio 1.67, 95% CI 1.16 to 2.42). Among those who took the full dos-
age, the median prolongation of gestation in the metformin group was 16.3 days
(IQR 4.8-28.8; n=40) compared with 4.8 days (2.5-15.4; n=61) in the placebo
group, median difference of 11.5 days (geometric mean ratio 1.85, 95% CI1.14
to 2.88). Among exploratory outcomes, the total length of admission in any ne-
08 onatal unit was also non-significantly shorter in the metformin arm than placebo
arm (18 days v 30 days; a difference of 12 days, geometric mean ratio 0.82,

0.57 to 1.18). No serious adverse events related to trial drug were identified.

02 INTERPRETATION The authors concluded extended-release metformin
o may prolong gestation in women with preterm pre-eclampsia. However, they
0 10 20 30 40 50 60 70 80 90 100 N N o N . g
Time post-randomisation daye  dCKNOWIledge the difference in the primary outcome did not reach statistical
significance and further trials are needed.
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WHAT DO THESE RESULTS MEAN FOR NEW ZEALAND PRACTICE?

Treatment for pre-eclampsia other than the delivery of the baby and placenta is needed in New Zealand. Excitingly,
this South African trial has demonstrated that extended-release metformin for women with preterm pre-eclampsia,

prolonged pregnancy gestation by one week and may result in shorter neonatal unit admission. Further, adequately
powered trials, including in settings more similar to New Zealand, are needed before we can consider the introduction
of metformin as a standard of care for women with preterm pre-eclampsia.
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ON TRACK Network Trial Development Workshop 2022

r / = The ON TRACK Network Trial Development Workshop 2022 will take place in
' ‘ : 1 Auckland on 24" & 25" February. If you have an idea for a clinical trial in mater-
~ nal, perinatal, or neonatal health, why not submit it as a concept to be developed
during the workshop? We are accepting submissions now.

All you need to do is complete the proforma available on our website or by email-
ing ontracknetwork@auckland.ac.nz. Then pull your team together, get the dates
in your diaries and prepare for an informative, enjoyable, and enlightening experi-
ence — that’'s what our previous concept lead investigators tell us.

We welcome concepts in any area of maternal, perinatal, and neonatal health for clinical trials intended to take place
across multiple New Zealand sites and will also be considering trial ideas identified by the ON TRACK Network Research
Prioritisation project (https://ontrack.perinatalsociety.org.nz/research-prioritisation/).

We hope to hold a physical meeting but will run it as a virtual/hybrid meeting if COVID restrictions apply. We will keep
you posted. In the meantime, please save the date and forward your trial concept to us — we can’t wait to see your ideas!

New Zealand Trials New Zealand recruits

Protect Me Antenatal melatonin supplementation in fetal growth restriction for fetal neuro- 9
protection

C*STEROID Corticosteroids before planned caesarean section from 35 to 39*¢ weeks of 243
pregnancy

DIAMOND Different Approaches to MOderate & later preterm Nutrition 471

FlIX Trial The Fertility, IVF and Intrauterine Insemination trial in couples with uneX- 342
plained infertility

NeoGluco Neonatal Glucose Care Optimisation Study (1) 50

OBLIGE Comparing two methods of starting an induction of labour in pregnant women 1066
(balloon at home versus hormone gel in hopsital)

PIPPA Paracetamol and Ibuprofen in Primary Prevention of Asthma 2543

PLUSS Preventing Chronic Lund Disease in Extremely Preterm Infants Using 140
Surfactant + Steroid

PROTECT IV pentoxifylline as adjunct therapy to improve long-term disability in preterm 61
infants

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 Hypoglycaemia Prevention in newborns with Oral Dextrose
Study
TARGET Follow-up Study Optimal glycaemic target for women with gestational diabetes: the randomised trial
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