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Background

Medication use and lack of trials in pregnancy and neonates

Investigator-initiated clinical trials are crucial for improving quality of care for children and pregnant women as
they are often excluded from industry-initiated trials and are therefore under-represented. (1)

Recruitment of pregnant women and neonates to clinical trials is challenging due to strict eligibility criteria in
trial protocols excluding these two groups from participation for ethical reasons (1)

In 2014, a worldwide web-based study showed 81.2% of pregnant women reported use of at least one
medication (prescribed or over-the-counter) (2) and more locally, an Irish study showed 46.8% of
pregnancies were prescribed at least one medication. (3)

Despite the widespread use of medication in pregnancy, a PubMed review showed only about 1% of early
phase clinical trials between 1960-2013 testing the safety, tolerance and activity of medicines in the body
were carried out in pregnant women, (4) and a 2020 study found just 1.7% of COVID-19 research was
pregnancy related. (5)

A 2017 review of NIH trials showed exclusion of pregnant women was 68% and 75.7% for children. (6)




Background

Recent EMA workshop concluded that the current approach of
systematically excluding pregnant and breastfeeding women from clinical
trials is too rigid and that a different approach is required for developing and
approving new medicines for use in pregnant women and informing decision
making around the treatment of this patient population. (7)

Many medicines are being prescribed “off label” to treat neonates due to the
lack of trials involving this patient population and subsequent lack of
information available on the safety and efficacy of medications in the
neonate (8,9) this results in increased risk of adverse drug reactions,
medication errors and misuse (8,10)




*No
specific
guidance
published
by the EMA
for the use
of
medicinal
productsin
pregnancy
trials.

Reqgulations

International Conference on Harmonization S5
(R3) guideline on reproductive toxicology:
Detection of Toxicity to Reproduction for Human
Pharmaceuticals (11)

EMA Guideline on the exposure to medicinal
products during pregnancy: need for post-
authorisation data (12)

EMA Guideline on good pharmacovigilance
practices (GVP) product or population-specific
considerations Ill: pregnant and breastfeeding
women (13)

EMA Guideline on risk assessment of medicinal
products on human reproduction and lactation:
from data to labelling (14)

Regulation (EC) No 1901/2006 (the “Paediatric
Regulation”) (15)

Guideline on the investigation of medicinal
products in the term and preterm neonate (16)

ICH E11 Clinical Investigation of Medicinal
Products in the Paediatric Population
CPMP/ICH/2711/99 (17)

New CTR
may bring
less
stringent
rules for
‘low-
Intervention
clinical trials”
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Aims of the Research

« To explore the most common facilitators and barriers to consent
and recruitment of pregnant women and neonates to clinical
trials from the perspective of clinical investigators working in a
large Irish urban maternity hospital

« To illustrate improvements needed in the recruitment of
pregnant women and neonates to clinical trials in an Irish
maternity hospital setting.




Methodology

Study Design

Semi-structured interviews were conducted using a purposive
(non-probability) sample of 8 clinical investigators working in one
large urban Irish maternity hospital who had experience of
recruiting pregnant women and/or neonates to clinical trials.

The semi-structured interviews were determined most appropriate
for this research project as they consisted of open-ended
qguestions that defined the area to be explored but allowed the
interviewer or interviewee to diverge to pursue a perspective or
view in more detail through follow-up questions and comments.
(43)




Methodology

Ethics Approval

-Ethics approval was granted for the study by the School of Medicine
Research Ethics Committee, Trinity College Dublin

-Interview schedule, participant information leaflet and consent form were
approved by the Ethics Committee prior to distribution and use

-A gatekeeper was used to distribute the participant information leaflet
-All 8 participants gave full written informed consent following

dissemination of verbal and written study information and before any
interviews were booked with the researcher.




Methodology

Inclusion Criteria Exclusion Criteria
 Investigators working in an * Investigators not
Irish Maternity Hospital. involved in pregnancy
or neonatal clinical
« Experience of at least 2 trials

clinical trials involving
either pregnant women or
neonates.

Six of the 8 participants were registered medical
doctors working in maternal medicine and 2 of the 8
participants were registered medical doctors working

in neonatology.




Methodology

Semi-structured Interviews & data collection

«  Eight individual interviews with clinical investigators were carried out on Microsoft Teams and
each interview was recorded to allow for transcription

* Each interview was downloaded from Microsoft Teams and transcribed for analysis with
anonymisation.

« Transcribed data was analysed by thematic analysis using Braun & Clarke’s framework. (44)
o Firstly, the accuracy of the transcribed data was verified by reading each transcript twice
while listening to the audio of the recorded interviews.

o [Each transcript was then re-read several times for data familiarisation and the transcripts
were coded to generate an initial pool of codes.

o A search for themes was performed and codes were collated into potential themes with
continuous consideration of the research question.

o Differentiation of themes enabled a hierarchical structure of overarching superordinate
themes and sub-ordinate themes to emerge that were based on the interview transcripts 2
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o The most relevant illustrative quotations were extracted to reflect each theme identified



Reflexivity and Quality Assurance

* Due to my professional role as a Quality and Regulatory Affairs Manager
overseeing clinical trials in the areas of Obstetrics & Gynaecology as well as
Neonatology for 5 years, | have witnessed the barriers reported by clinical
investigators when recruiting for trials with pregnant women and neonates.

« Therefore, prior beliefs existed about the complexity and interdependency of
factors which impact the recruitment of pregnant women and neonates to clinical

trials.

«  When considering how my own views and opinions of clinical trial recruitment in
these patients may influence the interpretation of the findings, it was decided to
employ a quality assurance step using an independent qualitative researcher
who performed a review of all codes extracted during data analysis to reduce
bias.
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Results

Facilitators to recruitment of pregnant women and neonates to clinical

Superordinate Meaning Subordinate Themes Illustrative Quote
Themes

Rl S| The belief of investigators that
pregnant women and parents
of neonates participate in
trials due to some perceived
benefit

The belief of investigators that
the consent process can
positively affect participation
in clinical trials

2. Consent process

The belief of investigators that
the person and manner in
and trust which a trial is communicated
to pregnant women and
parents of neonates can
positively affect participation

3. Communication

The belief of investigators that
interest and information
population motivates pregnant women to
participate in clinical trials

4. Informed

trials

(a) Benefit for future pregnant
women/babies

(b) Benefit for own
pregnancy/baby

(a) Adequate time
(b) Alternative consent methods

(a) Communication style/method
(b) Trust between subject and
recruiter

“Parents of sick babies recognise the
importance of high tech medicine and recognise
the importance of pushing things forward and
learning and developing and progress, so are
more likely to participate” (Participant 2)

“Ideally, if you're able to approach the parents
before the baby is delivered and give them time
to assimilate the information, but obviously just
the nature of the field that we work in is often
very acute, very spontaneous” (Participant 7)

“I do believe that mothers generally don't mind
being enrolled if the risks versus benefits are
well explained to them” (Participant 3)

“I think that women of childbearing age tend to
be super informed actually even and sometimes
surprisingly so” (Participant 8)
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Results

Barriers to recruitment of pregnant women and neonates to clinical
trials

Superordinate Subordinate Themes lllustrative Quote
Themes

1. Trial Impact

The belief of investigators that pregnant (a) Pain/discomfort of intervention  “/ think there is a baseline anxiety and

women and parents of neonates (b) Side effects of intervention nervousness about the health of the fetus that

participate decline participation in trials  (c) Experimental nature of is commonly the first thing that’s said. That is

due to the perceived impact of the trial  intervention probably the overarching concern, a theoretic
(d) Conservatism or potential that any intervention or treatment
(e) Fear of the unknown they might take, could it possibly affect the

fetus” (Participant 2)

i The belief of investigators that pregnant (a) Influence of family/partner “The role of the investigator or the recruiting
2. Third party . e e L . o ; :
_ women decline participation in trials due (b) Influence of clinician/recruiter ~ person is | think the biggest barrier probably.
influence to the influence of third parties Kind of equipoise or sort of apathy on the part
(family/partner/clinician) of the recruiting person who might not feel as

strongly as they should do about the
importance of recruitment” (Participant 8)

SHEEIIERD TS The belief of investigators that the “A lot of studies actually exclude mothers who

I IR Elo] [ERSTTIO) [N routine exclusion of pregnant women are pregnant from studies, which is, | think is

in clinical trials and neonates from clinical trials is a the wrong thing to do. I think it's it stems from
barrier to recruitment and hinders the fear of medical legal issues, kind of
research in this area coming down the line, but | think we're

disadvantaging those mothers and that they
end up being excluded from the therapeutic
interventions” (Participant 3)




Summary of Results

It was evident from the results that the most commonly cited facilitator
was perceived benefit, with all 8 participants mentioning this as a

facilitator and the least common facilitator that was cited was pregnant
women being an informed population who are particularly interested in

research.

With regard to barriers to recruitment, the most commonly cited barrier to
recruitment was trial impact with all 8 participants citing this as a motivator
for pregnant women and parents of neonates to decline trial participation.
The themes of third party influence and routine exclusion of vulnerable
subjects were cited equally by participants.




Discussion

New insights into the facilitators and barriers to recruitment of pregnant women and neonates to
clinical trials suggested that altruism and personal benefit are strong on the facilitator side, while the
barriers related to the themes of trial impact, third party influence and routine exclusion, with trial
impact being the most commonly cited barrier.

Since pregnant women and neonates are under-represented in clinical trials, it is not surprising that
perceived benefit emerged as a prominent facilitator in this research project and that the altruism of
pregnant women and parents of neonates for future generations is strong.

The themes found in the results of this research study are comparable to the existing European and
International literature from the perspective of pregnant women, parents of neonates, as well as trial
recruiters.

Investigators interviewed advocated for inclusion of pregnant women and neonates into clinical
trials at the protocol design stage but the existing clinical trial directive creates difficulty with
inclusion of these subjects (1)

New EU clinical trial regulation that is planned for implementation in January 2022 adopts a wider
understanding of vulnerable participants than the current clinical trial directive, (45) and offers less
stringent rules for low-intervention clinical trials.

RCS|
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Discussion-lrish Context

Unique themes emerged in an Irish context such as communication and trust being an
important facilitator in Ireland perhaps due to the unique doctor-patient relationship (46,
47)

This relationship also acted as a barrier to recruitment as many patients are heavily
influenced by their clinicians who may be reluctant to encourage trial participation due
to a protective sentiment or fear of litigation.

The importance of the consent process itself was cited as a facilitator to recruitment,
however, alternative consent methods suggested by participants of this research
project and in supporting EEA literature would be challenging in Ireland due to the
stringent interpretation of GDPR in the Health Research Regulations 2018 (48)

When compared with other countries in the EEA, Ireland does not have the same
flexibility to consider alternative consent approaches such as deferred consent in trials
involving neonates and pregnant women but may consider antenatal approaches to
consent, once explicit consent is obtained. (49)
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Strengths & Limitations

Strengths

-Quialitative study in Ireland that
explored solely the experience of
medical doctors in consenting and
recruiting pregnant women and
neonates to clinical trials (limited
research in this area)

-Purposive sampling ensured a
knowledgeable sample of
interviewees & high quality data
set

Limitations

-Single site study meaning findings from this
research project could not easily be
generalised to a larger population of clinical
investigators or other healthcare
professionals involved in trial recruitment

-Did not include perspectives of midwives
and neonatal nurses whose experience may
have offered additional insights

-Sample was known to the researcher (may
have enhanced communication)




Conclusion and Recommendations

Cognisance of the facilitators and barriers to recruitment of
pregnant women and neonates to clinical trials will enable
researchers to improve future recruitment strategies, improving
recruitment rates and attrition.

Further research in this area across multiple sites would be
helpful to increase the scope and reliability of the research and
to assess the impact of the new clinical trial regulation on
recruitment in these patient populations.
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