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Welcome

Welcome to the June edition of ON TRACK News

Kia ora, this month we take a look at ‘Kangaroo Mother Care’ for low birth
weight infants in Update Your Practice, and feature the Little Eye Drop
Study. If you have any feedback or would like to share any of your maternal
and perinatal clinical trials news, let us know.

LATEST TRIALS NEWS
The PLUSS Trial has now recruited 5oo infants

Well done to everyone involved with recruiting to
the PLUSS Trial, which has now recruited 500 in-
fants. 109 babies have been recruited in New Zea-
land, with Christchurch getting off to a flying start
recruiting their first baby on the same day they
opened the trial - well done Christchurch! Planned
recruitment is 1,060 babies, so there is plenty of
opportunity for more recruiting. If you would like
to learn more about the trial, contact:
Pluss@thewomens.org.au

The PLUSS Trial - Preventing Lung
Disease Using Surfactant + Steroid

CONGRATULATIONS TO
EVERYONE

% 500 %

RECRUITS TO THE PLUSS Trial

RESEARCH NEWS Enhancing New Zealand Clinical Trials Project

Research on making clinical trials in Aotearoa New Zealand more accessible,
equitable, and sustainable is underway. As part of the first phase, a survey
about current New Zealand clinical trial practices has been launched.

As a network, we often hear from clinicians about how difficult it is to get
involved in clinical trials, so this is an exciting opportunity for you to have a
say and help direct the future.

You will have to hurry though as the survey closes at 5 pm 11" June. Take
the survey here. If you have any questions about the survey, contact:
jennifer.kane@auckland.ac.nz

SAVE THE DATE
RANZCOG 2021 NZ Annual Scientific Meeting
Wellington - 21 - 22 Jun 2021 - https://www.nzasm.org.nz/

New Zealand Medical Sciences Congress - Queenstown - 1-2 Sept 2021 -
www.queenstownresearchweek.org

PSNZ 72nd Annual Scientific Meeting 2021 - Rotorua - 2-5 Nov 2021 -
www.psnzconference.org.nz

New Zealand College of Midwives 16th Biennial National Conference -
Christchurch - 5-6 Nov 2021 - https://www.midwife.org.nz

The PSANZ 2022 Congress - Adelaide - 27-30 Mar 2022 www.psanz.com.au/

ISSUE 55

JUNE 2021

IN THIS EDITION
Featured Trial - Little Eye Drop Study

The Little Eye Drop
Study is a randomised
controlled trial of micro-
drop administration of
phenylephrine and cyclo-
pentolate eye drops in
neonates. Read more on
page2

Update Your Practice

L

In this month's Update
Your Practice, we look at
Kangaroo Mother Care
and its implications for
New Zealand practice.
Read more on page 3

International Clinical Trials Day

We  celebrated last
month’s International
 Clinical Trials Day by co-
hosting a public lecture
with the Liggins Institute.
Read more on page 2
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Featured Trial: Little Eye Drop Study

The main aim of the Little Eye Drop study is to
investigate the efficacy and safety of phe-
nylephrine and cyclopentolate microdrop eye
drops. These mydriatic eye drops dilate the
pupil during retinopathy of prematurity (ROP)
eye examinations. Although they are used for
diagnostic purposes, if systemic absorption
occurs, these eye drops have been associated
with potentially avoidable complications (e.g.,
apnoea, increased blood pressure, necrotising
enterocolitis).

Following a survey of neonatal staff in 2017,
Lisa Kremer (PhD Candidate, University of Ota-
go) and the team discovered a wide variety of
mydriatic regimens in use across Aotearoa and
Australia. Further research reviewing the pub-
lished literature* both from efficacy and safety
perspectives, showed there are no sufficiently
Little Eye Drop participant baby Adeline with mum Katie Seddon, Ph.D. candidate Lisa kremer, POwered clinical trials investigating the safety

and her supervisors Roland Broadbent, Natalie Medlicott, and David Reith and efficacy of mydriatic eye drops in premature

infants for ROP.

This finding led the team to design and implement a pilot study in Dunedin’s Neonatal Intensive Care Unit (NICU), which has
resulted in the Cure Kids funded multicentre randomised controlled trial. Dunedin, Christchurch, Wellington, and Auckland
City NICUs are collaborating to investigate if phenylephrine 0.5% and cyclopentolate 0.1% microdrops are non-inferior to (the
same as) phenylephrine 1% and cyclopentolate 0.2%. Respiratory, gastrointestinal, and cardiovascular safety monitoring is
being recorded.

It is anticipated that with recruitment currently going well, a complete data set consisting of 150 premature infants will be
completed by the end of the year.

Anyone interested in learning more about this multicentre trial, please contact the Project Lead, Lisa Kremer
(lisa.kremer@otago.ac.nz).

*Ref: http://dx.doi.org/10.1136/bmijpo-2019-000448

Mothers and Babies Health: Celebrating = RS

G

LIGGINS

INSTITUTE

International Clinical Trials Day 2021

The 20" of May was International Clinical Trials Day, and to celebrate, we co-
hosted a public lecture with the Liggins Institute.

Those who attended heard from New Zealand researchers, who are leading some
of the most prominent clinical trials in Aotearoa New Zealand including Professor
Frank Bloomfield, Associate Professor Katie Groom, and Distinguished Professor
cYth’:leetl_Mil%gri‘:\sInstltuteand Dame Jane Harding. These speakers talked us through the past, the present and

future of clinical trials in New Zealand.

Co-hosteq
the on TR/:J

There was also a fascinating talk from a mum whose baby participated in the DIA-
MOND trial and who has close family links to the original Mont Liggins steroid trial,

research that continues to save the lives of millions of babies worldwide. An en-
gaging video from a mum who had participated in the hPOD trial presented her aspirations for her whanau and future genera-
tions to benefit from the clinical trials she and her pépi have participated in.

We highly recommend you access the recorded lecture here (https://www.youtube.com/watch?v=9GRDrHfVwOo). We would
love to hear your thoughts on the lecture and if you have any suggestions for future events (email us: ontracknet-
work@auckland.ac.nz).
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Update Your Practice: Immediate “Kangaroo Mother Care” and
Survival of Infants with Low Birth Weight

https://www.nejm.org/doi/full/10.1056/NEJM0a2026486

BACKGROUND Low birth weight (LBW) infants born premature and/or are
small for their gestational age account for 70% of all neonatal deaths, de-
spite only accounting for 15% of all births worldwide. Reducing mortality
among these infants is of paramount importance. Kangaroo mother care
(KMC) is continuous skin-to-skin contact of the infant with the mother's
chest (or another caregiver if not possible with mother) and feeding exclu-
sively with breastmilk. KMC is one of the most effective interventions for
preventing death in LBW infants when initiated after the infant is stable, but
most deaths happen before stabilisation. The safety and efficacy of KMC
started soon after birth with LBW infants are uncertain.

METHODS A randomised, controlled trial in five hospitals in Ghana, India, Malawi, Nigeria ad Tanzania. Infants were eligible
for recruitment if they weighed between 1.0 and 1.799kg regardless of gestational age, mode of delivery, or singleton or twin
birth (higher multiples were excluded). Eligible infants were randomly assigned to receive immediate KMC (intervention) or
conventional care in an incubator or a radiant warmer until their condition stabilised and KMC after that (control). The primary
outcomes were death in the neonatal period (the first 28 days of life) and in the first 72 hours of life.

Infants receiving KMC were secured firmly to the Risk Ratio, Hazard Ratio,

. . Intervention Control or Difference
mother's chest with a binder that ensured a patent | outcome (N=1609] (N=1602) (95% C P Value
airway. All care of mother and infant was provided | primary
while skin-to-skin contact was maintained, if possible Death between enroll. 1911596 (12.0) 2491587 (15.7) 0.75 (0.64-0.89) 0.001
. X A 4 ’ ment and 28 days —
and all interruptions in KMC were documented. In- no.ftotal no. (%)
Death between enroll- 741606 (4.6) 92/1599 (5.8) 0.77 (0.58-1.04) 0.09

fants assigned to the control group were transferred

ment and 72 hr after
birth — no./total

to the NICU without their mother, in accordance with
standard practice. Mothers provided expressed breast
milk and participated in brief sessions of KMC when
their infant began to recover from preterm birth com-
plications and was at least 24 hours old.

RESULTS 2,944 mothers and 3,211 infants were ran-
domised in total. One thousand four hundred seventy
mothers and 1,609 infants were assigned to immedi-
ate KMC, and 1,474 mothers and 1,602 infants were
assigned to conventional care, including KMC, after
stabilisation.

From enrolment to 28 days of age, 191/1,609 infants
(12.0%) in the intervention group and 249/1,602 in-
fants (15.7%) in the control group died (risk ratio,
0.75; 95% confidence interval [CI], 0.64 to 0.89;
P=0.001). The number needed to treat to prevent one
death was 27 (95% ClI, 17 to 77). From enrolment to
72 hours of age, 74/1,609 infants (4.6%) in the inter-

no. (%)
Secondaryi

Exclusive breast-feeding
at end of neonatal
period — no. [total
no. (%)

Fully breast-fed (i.e., by
suckling) at hospital
discharge — no./
total no. (%)

Hypothermia — no. [
total no. (%)§

Median time to clinical
stabilization — hr
(1QR)

Suspected sepsis —
no.ftotal no. (36)**

Hypoglycernia at any
time between 0 and
36 hr after birth —
no.ftotal no. (%)11

Mean duration of hospi-
tal stay — daysii
Mean score for maternal

satisfaction{§

Maternal depression —
no.ftotal no. (%6)] |

1208/1401 (86.2)

62/1435 (4.3)

90/1609 (5.6)

73.8 (26.8-138.5)

3611575 (22.9)

82/799 (10.3)

14.9:0.2

9.2+1.0

2/1276 (0.2)

1140/1336 (85.3)

55/1376 (4.0)

133/1602 (8.3)

74.8 (25.3-140.6)

4341561 (27.8)

66/651 (10.1)

15.2:0.2

9.1£1.2

7/1231 (0.6)

101 (0.98-1.05)

1.06 (0.73-153)

0.65 (0.51-0.83)

0.98 (0.90-1.07)|

0.82 (0.73-0.93)

1.15 (0.85-1.56)

1.07 (0.99-1.16)|

0.11 (0.03-0.19)'

0.23 (0.05-1.14)

vention group and 92/1,602 infants (5.8%) in the control group died (risk ratio for death, 0.77; 95% Cl, 0.58 to 1.04; P=0.09).

The data and safety monitoring board (DSMB) conducted interim analyses when 50% and 75% of the participants had been
enrolled. After the second interim analysis (75% of participants) the DMSB recommended stopping the trial because of the
clear benefit in neonatal survival in the infants receiving immediate KMC.

INTERPRETATION The authors concluded continuous KMC initiated immediately after birth in infants with a birth weight be-
tween 1.0 and 1.799 kg resulted in a significantly lower risk of neonatal death than the current World Health Organisation rec-
ommended initiation of KMC after stabilisation.

WHAT DO THESE RESULTS MEAN FOR NEW ZEALAND PRACTICE?

The benefits of KMC for medically stable infants have been described, and kangaroo care is encouraged in this setting in
New Zealand (Starship Clinical Guidelines: https://www.starship.org.nz/guidelines/kangaroo-care/). However, the safety
and efficacy of KMC before the infant is stabilised are not known. Although this trial was in a low income-setting, the results
may be generalisable to middle and high-income countries, but further research is required.
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Oral dextrose gel

to prevent hypoglycaemia

in at-risk

Neonates nips://doi.org/10.1002/14651858.cD012152.pub3

An updated Cochrane Re-

view includes the ON
TRACK Network-supported
hPOD trial investigating

hypoglycacmia Prevention oral dextrose gel -

: gel to pre

witty vent hypoglycaemia in at-
risk infants.

Background: Neonatal hypoglycaemia is associated with
brain injury. Some evidence suggests that even one episode
of low blood glucose or undetected episodes can contribute
to problems with academic achievement and development
during childhood. Current practice is to identify at-risk in-
fants (e.g., infants of mothers with diabetes or infants small
or large for gestational age) and treat prophylactically feed-
ing formula milk or admit them to the neonatal unit. This
practice can impair breastfeeding. An alternative treatment
is to rub dextrose gel inside the infant's mouth, which is non-
invasive and inexpensive. The objective of the current review
was to assess the effectiveness and safety of dextrose gel
given to newborn infants at risk of hypoglycaemia.

Methods: A standard Cochrane search strategy identified
studies comparing dextrose gel versus placebo, no interven-

New Zealand Trials

tion, or other therapies for preventing neonatal hypoglycae-
mia. Two studies were included in the updated review.

Results: Oral dextrose gel reduces the risk of hypoglycaemia
(risk ratio (RR) 0.87, 95% confidence interval (Cl) 0.79 to 0.95;
risk difference (RD) -0.06, 95% Cl -0.10 to -0.02; 2548 infants;
high certainty evidence).

Meta-analysis of the studies also showed that there is proba-
bly little or no difference in the risk of adverse events in in-
fants who receive oral dextrose gel compared to placebo gel
(RR 1.22, 95% Cl 0.64 to 2.33; two studies, 2510 infants;
moderate certainty evidence).

Conclusions: The authors concluded that giving prophylactic
oral dextrose gel to 100 at-risk late preterm and term in-
fants will prevent approximately six cases of neonatal hypo-
glycaemia and probably prevent five instances of major
neurological disability at two years' corrected age without
increasing the risk of adverse events.

The authors also commented future research should include
low- and middle-income countries, preterm infants, using
other dextrose gel preparations and comparators other than
a placebo gel.

New Zealand

recruits
Protect Me | Antenatal melatonin supplementation in fetal growth restriction for fetal neuroprotection 3
C*STEROID | Corticosteroids before planned caesarean section from 35 to 39" weeks of pregnancy 192
DIAMOND | Dlfferent Approaches to MOderate & late preterm Nutrition 433
FIIX Trial The Fertility, IVF and Intrauterine Insemination trial in couples with uneXplained infertility 280
Little Eye . .
5 Phenylephrine and Cyclopentolate Eye Drops in Neonates 120
rop
NeoGluco Neonatal Glucose Care Optimisation Study (1) 42
SR Comparing two methods of starting an induction of labour in pregnant women (balloon at o
home versus hormone gel in hospital) to assess chance of vaginal birth
PIPPA Paracetamol and Ibuprofen in Primary Prevention of Asthma 2270
PLUSS Preventing Chronic Lung Disease in Extremely Preterm Infants Using Surfactant + Steroid 109
PROTECT IV pentoxifylline as adjunct therapy to improve long-term disability in preterm infants 47

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

GEMS Gestational Diabetes Mellitus Trial of Diagnostic Detection Threshold

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
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

®0ntracknetwork@aUckland.ac.nz www Ontrack.perinatalsociety.org.nz/ 0 @ONTRACKNetwork:Lc @ontracknetwork



