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Clinical Trials in Newborns and Children:  
Why Long-Term Follow-Up Matters

“When a baby takes part in a clinical trial in the neonatal unit, it is 
important to continue follow-up after they go home. Follow-up visits 
are necessary, because they help doctors and researchers understand 
how treatments impact your child‘s long-term health, growth, and 
development.”
Silke Mader
Chairwoman of the Executive Board and Member of the Trustee Board (GFCNI)

Background

Clinical trials in newborns come with many unique challenges. Babies, especially those born preterm, are very vulnerable.

Babies can only take part in research studies if the parents or caregivers give their permission. However, parents are often asked 
to make important decisions very quickly, while they are already feeling stressed. This makes it difficult to find enough babies 
to join these important studies. As a result, there is often not enough information on how medicines work in babies born too 
soon. This means that doctors sometimes have to use medicines in ways that were not specifically tested for newborns (see 
“Off-label” use*).

Putting a focus on aspects that matter most to parents is essential for designing effective long-term follow-up programs.  
By structuring research goals around parents’ wishes and needs, follow-up care becomes more helpful and can lead to better 
trust and cooperation between families and healthcare staff.

Words marked with a * are explained in the definition table at the end of the factsheet. 

To learn more about the challenges and possible solutions to this topic and find out about the  
TREOCAPA trial, a finalized clinical trial in newborns investigating the use of acetaminophen in the first 
few days after birth to close the patent ductus arteriosus* without major morbidities, please visit 
factsheet ‘Clinical trials in Newborns’.

Key Takeaways:

Projects like LIFT-UP Preterm develop online tools and platforms to make the collection of  
follow-up data from families easier.

Long-term follow-up after clinical trials with newborns shows whether early treatments are 
safe and helpful not only immediately, but months and years later – helping protect individual 
children and improving care for future babies.

https://www.gfcni.org/fileadmin/www.gfcni.org/Research/TREOCAPA/Clinical_Trials_in_Newborns_Factsheet_English.pdf


www.gfcni.org2

Why Follow-Up Studies Matter

Medical treatments given to babies during their first days or weeks of life may have long-lasting effects on their growth, 
development, and overall health. Without structured follow-up studies, the chances of understanding long-term benefits, 
negative effects, as well as the opportunity for early interventions are missed. 

Follow-up studies can provide insights into, for example:

To collect meaningful data about a specific topic, results from multiple studies should be compared. When using similar 
methods across hospitals, regions, or countries, researchers can use pooled information to learn from multiple study 
groups. Standardized protocols* are an important way to build long-lasting knowledge and improve care.

Developmental  
outcomes

Cognitive abilities,  
movement,  

or language skills.

Limited tracking of long-term 
outcomes: 

If information is only collec-
ted during the hospital stay, 
important effects (positive or 
negative) that only appear later 
on may be missed. Follow-up 
after participation in clinical 
studies is essential: It helps 
researchers understand not only 
if a treatment works right away, 
but also if the treatment remains 
safe and effective later in life. In 
some cases, treatments that are 
effective in the newborn period 
may show negative effects later 
on, so follow-up is vital to ensure 
it does not cause harm. Similarly, 
positive effects of treatment may 
only appear after some time and 
can be missed without proper 
follow-up measures.

Dropout over time: 

Children and families may stop 
taking part in the research over 
time, which means the outcomes 
may not show the full picture 
(biased study results*). Direct 
contact between researchers and 
parents is often limited to the 
duration of the medical interven-
tions and drops once the baby 
leaves the hospital.

Maintaining family  
engagement: 

Keeping parents informed, explai-
ning why follow-up is important, 
and building trust helps families 
stay involved and motivated. This 
connection between families 
and researchers is vital to make 
sure families continue taking part 
in follow-up research, so that 
important information does not 
get lost.

Variation between studies: 

Different ages, definitions, and 
tests are used across studies, 
making comparison or pooling 
of data difficult.

Growth and physical  
health outcomes

Weight, height,  
or chronic conditions.

Learning and  
social life

School performance,  
participation in daily  

activities and behavior.

Quality of life

Emotional wellbeing and 
quality of life of the child 

and their family.

Challenges in Clinical Trials with Newborns 

Clinical trials  
with newborns face 

many challenges that 
make long-term  

follow-up essential
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Investing in follow-up studies helps us understand how treatments given early in life can affect a child‘s 
long-term health, growth, and overall quality of life as they grow up. This gives us a perspective beyond 
the fact whether a treatment is safe and effective at the time it is given to a newborn. 

Coordinated, systematic data collection and ongoing family involvement increase transparency and participation. 
Long-term programs need funding, infrastructure, and coordination, which are often not part of standard neonatal care 
budgets.

Involvement of Parents and Families

Public and Patient Involvement (PPI) is an important part of any research with newborns and children. Because 
newborns cannot speak for themselves, the involvement of parents and patient representatives is vital. Including them 
from the study design stage to follow-up makes sure that the patients' needs and wishes are considered. Additionally, 
observations from parents can be a great source of information for research in this age group, as they can provide unique 
insights into the child’s development: Parents notice everyday behaviors, feeding, sleep, language, and play – things 
that clinic tests can miss. Parental reports (short questionnaires filled out by a parent or primary caregiver) are validated 
tools* for discovering developmental delays.

Families who feel valued and included are more likely to actively participate in long-term or follow-up studies, so actively 
including them early on is an investment in long-term research.

TREOCAPA-LT: an Example of a European Follow-Up Study 

The TREOCAPA trial investigated the preventive use of paracetamol (acetaminophen) in babies born 
preterm to help close the patent ductus arteriosus (PDA)*. The medical treatment (paracetamol) 
was given within the first 5 days of life, aiming to reduce serious health problems (morbidity*) often 
connected to preterm birth as well as risk of death (mortality*).

The TREOCAPA-LT follow-up study now tracks the same children, who have already taken part in the 
original TREOCAPA trial, until the age of 2. The children are tested via a questionnaire completed by 
their parents, which reviews aspects like motor skills, cognitive function, and language development.
The main goal of TREOCAPA-LT is to see whether the original treatment given to the children has shown 
any additional effects in the two years following their birth and treatment.  

This follow-up study is part of the bigger LIFT-UP Preterm project, which aims to create new tools and 
methods to establish better long-term care for newborns. LIFT-UP Preterm uses existing data stored 
on a European platform. By building on information collected through other studies, LIFT-UP Preterm 
is able to make effective use of data and build structures for more sustainable research for newborn 
populations. 

Please see https://treocapa.inserm.fr for more information.
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About GFCNI 

The Global Foundation for the Care of Newborn Infants (GFCNI) is the first global organization and network to unite  
patients, families, healthcare professionals, medical staff, and scientists from different disciplines, fields, and countries  
– all with the joint goal of advancing the health and quality of care for newborns and their families across the globe.  
We envision a future where every baby born receives the right care, at the right time, in the right place!

For more information, please visit www.gfcni.org.

Definitions

Using  
medicines 
‘off-label’

Patent  
ductus  

arteriosus  
(PDA)

Biased study 
results

Standardized 
protocols

Validated  
tools

Morbidity

Mortality

Off-label use means a doctor prescribes a medicine in a different way than officially approved.  
This could mean using it for another illness, in a different age group, for a different length of time,  
or in another form (like a pill instead of an injection). Doctors sometimes do this when evidence or 
experience shows the medicine can still help, even if it’s not approved for that exact use.

The ductus arteriosus is a blood vessel that connects the body’s main artery (which carries oxy-
gen-rich blood) to the artery, which transports blood from the heart to the lungs, while the baby is 
still in the womb. Normally, the ductus arteriosus closes shortly after birth. However, in about 60% of 
preterm infants this vessel remains open: a condition called patent ductus arteriosus (PDA). When the 
ductus arteriosus does not close, it can lead to serious complications involving the lungs, brain, and 
gastrointestinal system of the baby. 

A systematic error that causes findings to deviate from the true effect or relationship, leading to 
results that are distorted and not showing the real situation.

In research, ‘standardized protocols’ describe clear and consistent steps that studies should take to  
create a basis for comparability. If different studies all follow the same rules, their results can be  
compared between eachother and may give a bigger picture of the topic at hand. 

Tests or measures that have been carefully checked to make sure they give accurate and reliable 
results are called ‘validated tools’. Using these pre-tested tools helps researchers trust that the  
information they collect is correct.

Morbidity means the health problems or complications that can happen because of a disease or  
medical condition. Researchers look at morbidity to understand how a condition affects a person’s 
health, not just whether they survive, but how sick they become or what challenges they may face.

Mortality describes death caused by a disease or medical condition. Researchers measure mortality to 
understand how often a condition leads to death and whether a treatment can help reduce that risk.

https://www.gfcni.org/fileadmin/www.gfcni.org/Research/TREOCAPA/Clinical_Trials_in_Newborns_Factsheet_English.pdf
https://www.gfcni.org/fileadmin/www.gfcni.org/Research/TREOCAPA/Clinical_Trials_in_Newborns_Factsheet_English.pdf

