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Abstract

Deferred consent has gained traction in some countries as a possible adjunct to prospective consent for evaluating emergency
therapies in the neonatal population. This form of consent has been shown to increase recruitment of acutely and critically
unwell patients, potentially reduce parent decision-making burden, and provide more robust evidence for clinical treatments
where equipoise exists. However, deferred consent raises complex ethical concerns and guidelines for its use vary across dif-
ferent jurisdictions. The views of all stakeholders, including neonatal providers and parents, are important in determining the
appropriateness of deferred consent in high-risk patients. Deferred consent may be ethically justifiable for assessing various
treatments, particularly those used in emergency medical management. We present a framework based on neonatal deferred
consent trials that assess both non-drug and drug interventions, our experience conducting deferred consent neonatal studies in
Australia, and the views of providers and parents on how to best implement deferred consent in the neonatal research setting.

Key Points

A deferred consent approach for trials investigating drug
interventions used in neonatal medical emergencies can
be considered.

Deferred consent in neonatal trials improves enrolment
and enhances generalizability of results.

Limited evidence shows deferred consent is acceptable
to a majority of parents in certain circumstances.

The balance between maintaining the ethical considera-
tions for parents and infants versus optimizing evidence-
based neonatal care is challenging.

We propose a best-practice approach based on key ethi-
cal principles and provide practical tips for conducting
deferred consent studies in neonates.
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1 Introduction

Advances in neonatal care are underpinned by high qual-
ity randomized controlled trials (RCTs). Traditionally,
participation in such trials requires fulfillment of the ethi-
cal requirement for voluntary informed parental consent,
obtained and documented prospectively [1]. However,
obtaining prospective consent for research in newborns can
be challenging, particularly so for resuscitation research in
the delivery room (DR), or for emergency interventions in
the neonatal intensive care unit (NICU). There may be little
opportunity to prospectively approach parents prior to birth,
and as clinical researchers, we hesitate to approach parents
in stressful situations; during labor, in the DR, or in the first
hours after NICU admission of their baby. Researchers are
mindful of factors such as parents’ emotional state, pain,
and side effects of maternal medication that may erode their
capacity to meaningfully consent to research [2].
Consequently, evidence from clinical trials evaluating
neonatal interventions soon after birth is often lacking, of
poor quality, or may systematically exclude babies whose
mothers present emergently, potentially biasing outcomes.
The ethical and practical barriers to conducting clinical trials
in high-risk newborns, including the need to obtain prospec-
tive consent, are key reasons for the limited number of clini-
cal trials that evaluate new drug or practice interventions
in these high-stress environments. However, in the last two
decades, more neonatal resuscitation research has occurred,
with many studies utilizing alternative forms of consent [2,
3] such as waiver of consent, opt-out consent, and deferred
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consent (also known as retrospective or continuing consent),
as described in Table 1.

The acceptability of each form of consent may vary
between countries and from institution to institution. This
review will focus on the use of deferred consent, more accu-
rately termed ‘research without prior consent’ (RWPC) [4],
within the neonatal setting. RWPC describes the process
whereby consent is sought after the study intervention has
commenced or been completed, and parental permission to
use previously collected data to continue study interventions,
and to continue to collect data, is requested. The term retro-
spective consent, although often used interchangeably, will
hereafter be avoided, as it seems disingenuous to imply that
the participant or proxy agrees that they would have con-
sented had they prospectively had the opportunity to. Rather,
it seems more transparent to acknowledge the limitations
around gaining prospective consent and seeking deferred
consent for ongoing participation in the study.

Regulatory bodies such as the National Health and Medi-
cal Research Council, Australia (NHMRC) [5], European
Commission [6], and the US Department of Health &
Human Services [7] allow deferred consent and/or a waiver
of consent within strict, though not uniform, guidelines [8].
However, given that informed consent can only be obtained
prospectively, the term ‘deferred’ consent is not acceptable
in some jurisdictions including the United States [9]. Rather,
a ‘waiver of consent’ is provided for the intervention and
informed consent is sought for use of the data collected.
However, the ethical considerations are similar to those per-
taining to ‘deferred’ consent. Requirements for deferred con-
sent may include situations in which certain criteria apply.
These include times when prospective consent is not practi-
cable (e.g. medical emergencies), when the research relates
to the presenting condition, when there is potential therapeu-
tic benefit to the child, and when the research undertaken is
of ‘low risk’ (or minimal additional risk) or is ‘justified by
benefit.” The deferred consent process is most often used
in studies investigating care during emergency scenarios
when it is not practicable to obtain prospective consent.
However, the specific requirements differ between countries
and implementation should align with local research ethics
boards and governance. Regulatory bodies typically reiter-
ate the principles outlined in the Declaration of Helsinki,

Table 1 Definitions of alternative forms of consent

including that deferred consent should be obtained as soon
as possible after trial enrolment [1].

Controversies regarding deferred consent exist as regula-
tions rightly seek to protect patients from the potential risks
associated with research. However, the lack of research stud-
ies undertaken in emergency clinical situations in neonatol-
ogy continues to expose vulnerable neonates to the unknown
risks associated with practices that are not evidence-based
[10, 11]. Deferred consent may reduce both the enrolment
bias resulting from exclusion of babies born in emergency
situations and the burden of decision making on parents
[12]. However, ethical and legal concerns arise as we move
beyond the widely accepted standard of prospective con-
sent, to one of approaching parents to obtain permission for
research after the event.

This article aims to provide an informative ‘best practice’
approach for considering the use of deferred consent in neo-
natal trials by reviewing its use in both drug and non-drug
trials in neonatology and reviewing the ethical and practi-
cal aspects of trials using deferred consent with respect to
parental and provider views of conducting deferred consent
studies in neonates.

2 Deferred Consentin Neonatal Research

Several studies have evaluated the use of a deferred consent
process in neonatal research. The impact of reliance on ante-
natal consent and the importance of recruiting a broader neo-
natal population was first suggested by Rich et al. [13, 14],
in relation to the Surfactant Positive Airway Pressure and
Pulse Oximetry Randomized Trial (SUPPORT) in extremely
preterm infants. This trial used prospective antenatal consent
to randomize newborns in the DR. However, many new-
borns were not enrolled in the study because the emergent
presentation of the mother precluded antenatal consent. The
need for antenatal consent resulted in the enrolment of a
disproportionate number of mothers from higher socioeco-
nomic backgrounds, who had more often received antenatal
corticosteroid treatment, compared with the eligible but not
enrolled population [13]. The analysis raised concern over
the potential lack of generalizability of the study results due
to the nature of the recruitment.

Waiver of consent

Opt-out consent

Deferred/retrospective consent

No parental consent is required for the inclusion of their child in the study

Parents are invited to prospectively ‘opt out’ (i.e. decline consent if they
do not want their child to participate in the study), otherwise their child
will be included

Parental consent is obtained ‘as soon as reasonably possible’ after the

child has been enrolled into the study and received the randomly allo-
cated intervention
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A few studies have examined the differences in partici-
pant inclusion and outcomes within neonatal trials where
some infants were recruited using prospective, and others
using deferred consent. The Vermont Oxford Network Heat
Loss Prevention (HeLP) multi-center trial investigated the
effect of polyethylene occlusive wrap on preterm infant mor-
tality in the delivery room using both deferred and prospec-
tive consent [15]. Of the 38 participating centers, four used
deferred consent. One Canadian site allowed any infant born
within the first 24 hours of maternal hospital admission to be
enrolled under deferred consent, and three US sites allowed
deferred consent to be used at any time. Their secondary
analysis compared mothers and infants approached and
recruited by each of the two consent pathways. The authors
reported that mothers of infants enrolled via deferred con-
sent were less likely to have received antenatal corticos-
teroids than mothers of infants enrolled after prospective
consent. There were also important differences in infant
characteristics, including significantly lower Apgar scores
in the infants enrolled via deferred consent [12]. Whilst no
difference was seen in the study primary outcome (mortality
at 36 weeks’ gestation), the differences in participant char-
acteristics suggested that mothers and infants at higher risk
of obstetric and neonatal complications had less opportunity
for prospective consent and were more likely to be enrolled
retrospectively. The authors concluded that deferred consent
should be pursued as a strategy to support inclusion of the
sickest infants, who potentially have the most to gain from
research in the DR and NICU.

Songstad et al. [16] conducted a secondary analysis using
data from the ‘HIPSTER’ Trial (High Flow Nasal Cannulae
as Primary Support in the Treatment of Early Respiratory
Distress), comparing the effect of the availability of prospec-
tive and retrospective consent. The HIPSTER trial was a
comparative effectiveness study that compared two modes of
primary non-invasive respiratory support for preterm infants
following stabilization in the delivery room and admission to
the neonatal unit [17]. Songstad’s secondary analysis com-
pared recruitment over two time periods at a single study
site, where deferred consent was introduced partway through
recruitment. When deferred consent was available, a higher
proportion of eligible infants were recruited and mothers
were less likely to have received sufficient antenatal cor-
ticosteroid treatment compared with the period when only
prospective consent was available. The analysis did not dem-
onstrate any important differences in outcomes [16].

A further analysis, currently published in abstract form
[18], evaluated enrolment and outcomes from the SAIL trial
(Sustained Aeration of Infant Lungs), where extremely pre-
term infants were randomized in the DR to receive standard
DR care or a protocol including one or two sustained lung
inflations [19]. This sub-analysis compared study sites with
access to deferred consent with sites reliant on prospective

(antenatal) consent. Results demonstrated that sites using
deferred consent recruited a higher proportion of eligible
infants, the mothers received less antenatal corticosteroid
treatment, the infants were more likely to be born vaginally,
without intrauterine growth restriction, and were less likely
to be intubated in the DR. There was no difference in study
primary outcome (death or bronchopulmonary dysplasia at
36 weeks’ postmenstrual age) by consent availability. How-
ever, there were higher rates of intraventricular hemorrhage
and necrotizing enterocolitis in infants born at sites with
access to deferred consent, strongly suggesting enrolment
bias away from the highest risk infants when only prospec-
tive consent was used.

It is plausible that the use of deferred consent may
result in more scientifically rigorous research with reduced
research waste, by enabling the recruitment of a more rep-
resentative proportion of the most at-risk neonates. There
are some emergency clinical scenarios that could be con-
sidered for future neonatal research using deferred consent.
These include DR processes, procedures, and medications
for neonatal resuscitation (e.g. adrenaline dosing and deliv-
ery route), the use of drugs in the DR to stimulate breathing
(e.g. caffeine), or the use of drugs in the NICU for emer-
gency procedures (e.g. analgesia or sedation for endotracheal
intubation and/or exogenous surfactant administration for
preterm infants).

3 Ethical Controversies

Informed consent is one of the cornerstones of ethical
research involving human subjects, established by the
Nuremberg code in 1947 [20]. The principles underpin-
ning all research and clinical practice are the four pillars
of medical ethics: autonomy (patient’s right to make their
own decisions), beneficence (physician’s moral duty to act
in the best interests of the patient), non-maleficence (physi-
cian’s obligation to do no harm), and justice (the fair and
equitable treatment of all persons) [21]. These pillars can be
difficult to balance when conducting research that involves
patients highly dependent on medical care, such as new-
born infants, or sick neonates admitted to the NICU. This
group of patients have unique ethical circumstances due to
their developmental vulnerability, informed consent given
by proxy, and potential for interventions to have long-term
effects on growth, development, and health outcomes [22].

High-quality research is necessary to evaluate new thera-
pies, to challenge accepted but untested treatments, and to
assess practice variations between individuals and regions.
Translating the results from studies in older populations
risks harming vulnerable neonates [23]. As deferred consent
trials may increase the participation of acutely and critically
unwell neonates, it upholds the ethical principle of justice,
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allowing for fair distribution and access to the benefits of
research for all neonates. Whilst deferred consent may
provide a balance between the need for unbiased research,
respect for parental autonomy, and protection of patients,
there is still an inherent limitation of parental autonomy
leading to debate on the ethical acceptance of this type of
consent. Therefore, conducting deferred consent studies
must be performed with care, to maintain parental trust in
the medical team and in neonatal research.

Trials typically suited to a deferred consent approach have
often been comparative effectiveness treatments, rather than
assessments of novel medications or interventions. This may
be because researchers and research ethics committees feel
more comfortable that studies comparing two clinically
accepted practices places participants at ‘minimal risk’,
which may be a formal requirement for the use of deferred
consent in some jurisdictions [24]. However, defining what
constitutes ‘minimal risk’ in research is challenging when
the population of interest is already at high risk of morbidity
and mortality by the very nature of their underlying dis-
ease or condition, such as in the case of extremely preterm
infants [25]. There are several recent examples in neonatol-
ogy, where one practice has ultimately proven inferior to
the other, with important clinical implications. One example
is the PREMOD trial that assessed umbilical cord milking
in preterm infants compared with delayed cord clamping,
which aimed to increase neonatal blood volume and improve
outcomes. This large RCT, using deferred consent, recently
ceased recruitment in the lowest gestational age stratum
following unanticipated findings of higher rates of intra-
ventricular hemorrhage in those exposed to cord milking
[26]. The SAIL trial also ceased recruitment early after a
safety review found higher rates of early death in the small-
est infants exposed to the intervention [18, 19].

Researchers and research ethics committees may be
understandably hesitant to utilize a deferred consent
approach due to the ethical and legal implications in the
event that unforeseen additional risks are associated with a
clinical pathway. The controversy following the SUPPORT
trial suggested that deferred consent could be more problem-
atic as parents have not provided informed consent for any
reasonably foreseeable risks prior to their infant’s participa-
tion in the study [27]. Furthermore, given that some jurisdic-
tions have traditionally used healthy children as the compar-
ator when considering ‘minimal risk’ [28], even comparative
effectiveness trials assessing two commonly used practices
will not consistently be considered ‘low risk’ and thus not be
ethically acceptable under those definitions in some jurisdic-
tions [28, 29]. The concept of ‘minimal additional risk’ may
need to instead be applied [30]. ‘Minimal additional risk’
acknowledges that the judgment of the magnitude of the
risk of trial participation is not significantly higher than the
participants existing risks, due to their baseline vulnerability.
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It requires careful consideration as to whether a risk should
be attributed to the disease process or the trial intervention.
US pediatric research regulations consider a similar con-
cept called ‘minor increase over minimal risk’ for research
participants enrolled in non-beneficial research interven-
tions or procedures to ensure that the research undertaken
is important and ethically defensible [29]. When there is a
foreseeable additional risk, the scientific merit of the study
must be assessed to ensure that the potential for improving
the care of future neonates (benefits) sufficiently outweighs
the risks of the intervention [31]. On the other hand, it may
be equally ethically unjustifiable to continue the routine use
of untested clinical treatments without supportive evidence.
For instance, the widespread, accepted use of early postna-
tal corticosteroids in preterm infants, to assist with wean-
ing from mechanical ventilation, was eventually challenged
when clinical trials demonstrated a significantly increased
risk of adverse long-term neurodevelopmental outcome [32].

Although deferred consent trials generally have higher
consent rates and therefore the ability to rapidly yield robust
evidence for comparative effectiveness studies, it is impor-
tant to consider the effect of withdrawal of data after the
intervention has occurred, if parents decline consent. Par-
ents may decline deferred consent for various reasons, such
as experiencing an adverse event, infant deterioration or
death, or for unrelated reasons or desire not to participate in
research. Exclusion of infant data within a deferred consent
approach may result in an inaccurate representation of the
sample population exposed to the intervention, potentially
affecting trial efficacy. Whilst this premise cannot provide an
argument for violating the principle of parental autonomy,
the aim must also be to conduct research for the benefit of
patients. Consultation with an appropriate consumer group
that includes recent and prospective parents, during the
early stages of trial planning, may assist with formulating
an acceptable consent process and understanding the percep-
tion of risk in the broader community.

3.1 Ethical Issues for Drug Trials

Studies evaluating new drugs or those with limited evidence
carry additional risks for our most vulnerable patients and
result in increased parental concerns. Efficacy and safety of
medications for newborns cannot reliably be derived from
adult data as pharmacokinetics and pharmacodynamics vary
substantially with age [33]. However, very few pharmaco-
logical interventions have been appropriately studied in the
neonatal population, meaning many drugs are used ‘off-
label’, potentially leading to unintended and undocumented
harm. The principle of justice and ensuring vulnerable popu-
lations are not denied the benefits of research is therefore
particularly relevant to drug trials in the neonatal population.
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Whilst there are no studies to our knowledge that have
specifically addressed the ethical challenges of conducting
drug trials using deferred consent in neonates, principles
of conducting this type of research in the pediatric inten-
sive care setting may be applied. Despite many medica-
tions being routinely used beyond their authorized clinical
indications, formally trialing off-label medications may not
be perceived as ‘low’ risk by parents or clinicians. Some
providers may be concerned that obtaining deferred con-
sent from parents for drug-related research may result in
parental feelings that their child was used in ‘experimental’
research. Additionally, researchers may argue that drug trials
in the NICU are not typically time sensitive enough to justify
the use of deferred consent over the traditional prospective
approach. It may be more ethically acceptable to include
deferred consent in medication trials investigating medica-
tions given in an emergency, such as during resuscitation
or stabilization after birth, whether that comparison is of
drug dosage regimens, administration routes (intravenous
versus oral), or conventional versus novel therapy, rather
than for elective medication administration in the NICU.
However, deferred consent may remove enrolment bias and
burden of decision making for parents who may contemplate
whether their participation in a drug trial could benefit their
sick infant’s condition. Discussion of drug trials with par-
ents should emphasis the safeguarding processes in place by
research ethics committees such as auditing of clinical trials,
and requirement that trials be ceased early if the treatment
benefit of one pathway is shown to be superior to the other.

Due to the complex ethical nature of drug trials in neo-
nates, and the lack of stakeholder opinions on this issue,
we would recommend the use of prospective consent where
possible. However, in medical emergencies such as drugs for
neonatal resuscitation where prospective consent cannot be
obtained and there is a desperate need for evidence-based
practice, deferred consent should be considered.

3.2 Seeking Deferred Consent from Bereaved
Parents

The inclusion of all eligible patients, including those who
experience a serious adverse event or death during a study,
is critical to the integrity of any study and to avoid selec-
tion bias. This is relevant for some countries (e.g. Australia)
where data from a deceased infant cannot be used without
parental consent or prior ethical approval [34]. However,
finding an appropriate time to seek parental consent to use
participant data when adverse events have already occurred
can be challenging. Although essential, this is even more
fraught when an adverse event is potentially attributable to
the intervention or inclusion in the trial. Gamble et al. [35]
surveyed bereaved parents whose child received emergency
care prior to their consent, and reported that the majority

would rather researchers disclosed their child’s participation
in a trial even after their death. Situational context and tim-
ing of discussion for deferred consent is important to avoid
exacerbating the distress of grieving parents. Due to the
intensive medical environment and vulnerability of neonatal
patients, consideration of whether some parents may prefer
non-disclosure if their infant death is unrelated to their inclu-
sion in the trial needs to be investigated. One of the most
difficult conundrums for researchers may be determining
whether infant death is unrelated and whether non-disclosure
would risk loss of transparency and trust for parents. Ide-
ally, researchers should seek deferred consent from parents
soon after the intervention is administered. It is critical to
involve the treating clinical team in ascertaining the best
time for this approach in order that the consent process is
sensitive to the family’s circumstances. A management plan
should be considered for circumstances where ascertaining
deferred consent is considered no longer feasible (e.g. the
family have refused contact with the hospital following a
death). Prospectively seeking ethics approval for use of an
anonymized minimal data set may assist in maintaining data
integrity and respecting family wishes under such difficult
circumstances [2]. An anonymized minimal data set captur-
ing serious adverse events or mortality should also be con-
sidered for patients where deferred consent was declined in
order to prevent introduction of bias and enable an accurate
analysis of patient safety. Anonymity of data protects the
patient’s privacy and prevents further potential harms [36].

4 Deferred Consent from a Provider
Perspective

One reason for slow recruitment in neonatal studies is the
reluctance from researchers to approach families of poten-
tial research participants, known as ‘gate-keeping,” an atti-
tude that may be due to the researchers’ fear of placing an
excessive burden on parents [33], and their assessment that
it might be ethically inappropriate to approach the family.
Providers perceive that true informed parental consent is
difficult to obtain in the highly stressful NICU environment,
and in the immediate antenatal period. This perception is
further exacerbated in situations of imminent premature
birth, or emergency resuscitation at birth, where research-
ers do not have adequate time to approach parents and allow
them time to make an informed decision [8]. The inability to
approach parents at such times results in systematic exclu-
sion of mothers and infants presenting precipitously, sup-
porting equity in treatment and the scientific argument to
utilize deferred consent. However, providers and researchers
may have similar misgivings in regard to research without
prior consent, fearing that families may be unhappy with
the process.
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Insights into providers’ perspectives of first-hand experi-
ence in conducting neonatal deferred consent studies are
limited. Woolfall et al. [37] conducted the first UK study
exploring the views and acceptability of deferred consent
amongst 17 research recruiters with first-hand experience of
this alternative consent process in the pediatric emergency
setting. They described initial hesitation amongst some staff
members, due to concern for parents’ feelings. Others wel-
comed the process, as they perceived that it enabled more
evidence-based practice, noting that this approach is not dis-
similar to standard clinical care where parents are not always
informed of treatments used for their child in urgent settings,
and that they may be untested interventions.

Similarly, den Boer et al. [38] reported neonatal care
providers’ perceptions of deferred consent in the DR and
attributed their positive experiences to appropriate com-
munication and timing of approaching parents for consent.
General acceptability for minimal risk observational stud-
ies and comparative effectiveness studies is seen amongst
neonatal resuscitation researchers and may be within pre-
conditions set by research and ethics committees, including
that the intervention does not add risk, pain or discomfort
[24]. Concerns reported by providers include the potential
damage to the therapeutic relationship bred by mistrust that
interventions are conducted before parental knowledge, and
subtle coercion if parents feel they cannot refuse [2, 38].
Educating providers on the scope of research consent modes
and the ethical and practical uses is important in optimizing
neonatal research. This would support discussion regarding
provider concerns, balanced with parental perspectives for
the implementation of trials using deferred consent. Parents,
and the general public, should be reassured (by providers)
that all clinical trials are approved by clinicians and research
ethics committees and that interventions are specific to cer-
tain medical scenarios, for patients who meet strict eligibil-
ity criteria, whilst understanding that many routine practices
are evidence-free.

5 Deferred Consent from a Parental
Perspective

Parents who have participated in neonatal research studies
provide valuable insights into how to best conduct deferred
consent trials. Parents and providers involved in the CON-
NECT (CONsent methods in childreN's emergEncy medi-
cine and urgent Care Trials) study expressed that despite
initial concerns about deferred consent, both groups sup-
ported deferred consent in the pediatric emergency setting if
the interventions were already used in clinical practice [37].

Few studies have examined the opinions of parents of
newborns regarding alternative consent processes. Burgess
et al. [39] conducted a survey of 29 parents whose newborns
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had been prospectively enrolled into NICU-based research
studies. The majority favored prospective consent, reporting
their desire for parental autonomy when faced with a hypo-
thetical scenario of deferred consent. A more recent, larger
study by McCarthy et al. [40] surveyed 600 parents regarding
consent in neonatal research. Of those, 101 had previously
consented to participate in a neonatal research study. How-
ever, the type of consent process was not reported. Over-
all, 40% of parents surveyed thought neonates involved in
research received better overall care, 1% thought care would
be worse whilst 59% were unsure. More respondents (51%)
were accepting of a deferred consent approach for studies
assessing urgent interventions such as neonatal resuscitation,
rather than for a non-urgent feeding study (27%). However,
only 53% were sure they would not feel pressure to consent
prospectively in an emergency scenario. Almost 70% of par-
ents completed the survey during an antenatal visit, and it is
possible that their responses would differ after experience
of the stressful NICU environment. Parents’ desire to be
part of the research process for less time-restrictive studies
should be an important consideration when determining the
suitability of a trial for deferred consent.

Forty-nine parents who participated in the PREMOD
trial (umbilical cord milking versus delayed cord clamp-
ing in premature infants) were asked for their opinion of
the deferred consent process. No parent expressed negative
feelings towards the process. The majority (71%) had a posi-
tive response towards their newborn’s participation and 69%
felt that their participation had a positive impact on their
baby’s health [41]. A larger study conducted in parents who
had participated in neonatal research where their baby had
been recruited using deferred consent was recently reported
by Sloss et al. [3]. They explored the views of 100 parents
and found that 89% felt deferred consent was a satisfactory
approach, mostly as they felt it to be practical and timely,
and because it removed some of the decision-making bur-
den. Parents reported a preference for having more time to
make decisions at a less stressful period. However, a few
parents also expressed concerns regarding their loss of
autonomy. Clear explanation of the reasons deferred consent
is used in research may ease potential reservations for some
parents. Further education of alternative consent options and
research investigating parental views is required to deter-
mine the best approach for trial design and the language and
timing used in deferred consent processes.

6 BestPractice

We offer advice for the implementation of a deferred con-
sent approach based on previous deferred consent neonatal
trials and our own experiences shaped by Australian legis-
lation and national ethics standards for conducting human
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Table 2 Approach for deferred consent studies in neonates

A. Indications for deferred consent
Consider whether the indication, risk profile, and timing of the intervention fulfill local criteria for deferred consent
Ensure the trial design is appropriate (e.g. observational studies or comparative effectiveness studies of acceptable clinical pathways)
B. Consult parents during trial design
Acceptability of alternative consent approach
Appropriate trial procedures such as timing of when to approach for deferred consent
Plan an approach for seeking consent from bereaved parents whose babies died before an approach for consent has been made
C. Minimizing bias
Seek ethical approval for an anonymized minimal data set (serious adverse events or mortality) for infants who die or have an adverse event
before an approach for consent has occurred, and in those where deferred consent is declined

Consider under which circumstances deferred consent is appropriate whilst balancing potential enrolment bias (e.g. all participants versus only
those whose mothers have presented very shortly before birth)

Plan prospectively how to report the flow of participants in the trial if deferred consent leads to (unbalanced) attrition, and what analytical deci-
sions were made

D. Considerations during trial conduct
Provide open disclosure with parents of study purpose, intervention, and procedure
Include evidence of previous use of deferred consent in neonatal trials in parent information and consent forms

Approach parents at an appropriate time soon after trial enrolment, balancing early disclosure with clinical stability and parental distress (based
on parental input to the trial design)

Liaise closely with the clinical team regarding appropriate timing for approaching for parental consent (e.g. avoid approaching during parent’s
first NICU visit and during parent—infant interactions such as skin-to-skin contact or feeding time and ensure parents have had a recent clini-
cal update about their child’s condition)

Discuss difficult scenarios with clinical teams using a case-by-case approach for seeking consent from bereaved parents
Pursue ongoing discussions with research ethics committees, providers, and parents

Fig. 1 Framework for conduct-
ing deferred consent trials in
neonates

Seek parental
consent during
an appropriate
time

Maintain parental

autonomy and
therapeutic
relationships

Ethics support for
minimal data set
when consent is not
available

Analysis
and
reporting

Include parents
in trial design

Appropriate trial
and setting for the
use of deferred
consent

TRIAL CONCEPTION
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research (Table 2). Country-specific legislation and prac-
tice will determine how these principles might be applied
in other jurisdictions.

The goals are to maximize parental autonomy and pre-
serve therapeutic relationships, and most importantly to
protect our vulnerable patients. Parents who have been pre-
viously approached to participate in a deferred consent trial
and potential parents should be involved from the outset of
trial design and play an integral part in planning the consent
processes to be used (Fig. 1).

During the trial, parents should be approached at a suit-
able time after their child’s enrolment and provided with
adequate information regarding the clinical research study
and explanation of the reasons for deferred consent for that
particular study. Parents should be reassured that providing
any consent for research is not a binding decision and that
they are free to change their mind and withdraw their child
from the study at any stage.

We acknowledge that understanding and balancing the
ethical tensions of deferred consent within different juris-
dictions can be confronting and challenging. Education and
open dialog between all stakeholders (clinicians, researchers,
ethics boards, parents) is required. The design and impact
of deferred consent trials in neonatal research should be the
subject of ongoing evaluation.

7 Conclusions

Whilst a deferred consent approach may offer a solution
for improved scientific validity in neonatal medicine, the
acceptability and practicality of deferred consent for drug
research in the NICU is unclear. Input from all stakeholders,
particularly parents, may help determine the appropriate-
ness of deferred consent, carefully balancing concerns of
parental autonomy, patient care, optimal trial design, and
implementation.
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