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Article 29(8)

“This Regulation is without prejudice to national law 
requiring that, in addition to the informed consent given 
by the legally designated representative, a minor who is 

capable of forming an opinion and assessing the 
information given to him or her, shall also assent in 

order to participate in a clinical trial!”*

Child assent: 
“The affirmative agreement of a child to 

participate in research or to undergo a medical 
intervention. Lack or absence of expression of 

agreement or disagreement must not be 
interpreted as assent”

Informed Consent

“When a potential research subject 
who is deemed incapable of giving 

informed consent is able to give assent 
to decisions about participation in 

research, the physician must seek that 
assent in addition to the consent of 

the legally authorised representative.
The potential subject’s dissent should 

be respected.”

INFORMED ASSENT



The minors MUST receive information in a way adapted to their 

age and mental maturity and from investigators or members of 

the investigating team who are trained or experienced in working 

with children - Article 32 (1b)

The explicit wish of a minor who is capable of forming an opinion 

to refuse participation in, or to withdraw from, the clinical trial at 

any time MUST be respected by the investigator - Article 32 (1c)

INFORMED ASSENT

*REGULATION (EU) No 536/2014 was adopted and entered into force in 2014, but the timing of its application 
depends on confirmation of full functionality of Clinical Trial Information System through an independent 
audit, estimated at the end of 2020



“Over the course of a clinical study, it may be necessary to reassess 
the assent of a child in recognition of their advancing age, 

evolving maturity and competency, especially for long-term 
studies or studies that may require sample retention.”

… HOWEVER

“If during a clinical trial the minor reaches the age of 
legal competence to give informed consent as defined 
in the law of the Member State concerned, his or her 
express informed consent shall be obtained before that 
subject can continue to participate in the clinical 
trial”(REGULATION (EU) No 536/2014 - Article 32 (3))

INFORMED ASSENT

<a href="https://it.freepik.com/foto-vettori-gratuito/persone">Persone foto creata da pressfoto -
it.freepik.com</a>



Participation and agreement/assent according to age groups

Newborns
and infants 
(from birth 

to 2 years of 
age)

Pre-
schoolers 

(2-5 years of 
age)

Schoolers 

(6-9 years of 
age)

Adolescents
(10-18 years 

of age)

Only consent from 
parent(s)/legal 

representative(s)

Assent and consent 
from parent(s)/legal 

representative(s)

Only consent from 
parent(s)/legal 

representative(s)

This group is treated 
differently across 
Member States….



✓Newborns and infants (from birth to 2 years)

In this age group, it is not possible to obtain agreement, 
and understanding of research is not expected. Providing 
information to the child is mostly aimed at preparing the 
child for the procedures to come. Although these children 

are not able to raise verbal objections, any signs of 
resistance or protest should be identified and discussed 
with the parents/legally designated representative to 

analyse whether the behaviour is merely an expression of 
the anticipated but acceptable burden or is reason for 

concern on research continuation

Age groups and level of maturity

Ethical considerations for clinical trials on medicinal products conducted with minors. Recommendations of the expert group on clinical trials for the implementation of 
Regulation (EU) No 536/2014 on clinical trials on medicinal products for human use. 2017

Only consent from 
parent(s)/legal 

representative(s)



✓Pre-schoolers (2-5 years)

Young children have the emergent capacity 

to provide agreement but the need to 

provide information in a different way (e.g. 

videos, pictograms, cartoons or drawings, in 

color if possible). 

The young children are not mature enough to 

express their assent to participate in the CT. 

However, expressions of resistance should be 

valued and discussed with both the child and 

the parents/legally designated 

representative. When the analysis concludes 

that these are expressions of dissent, this 

should be respected.

Age groups and level of maturity

The DEEP project has received research funding from the European Union 
under the 7th Framework Programm (https://www.deepproject.eu/)

TEDDY - European Network of Excellence for Paediatric Clinical Research 
(https://www.teddynetwork.net/clinical-trials-in-children-an-empowered-
partecipation/)

Ethical considerations for clinical trials on medicinal products conducted with minors. Recommendations of the expert group on clinical trials for the implementation of 
Regulation (EU) No 536/2014 on clinical trials on medicinal products for human use. 2017

Only consent from 
parent(s)/legal 

representative(s)

https://www.deepproject.eu/
https://www.teddynetwork.net/clinical-trials-in-children-an-empowered-partecipation/


✓Schoolers (6-9 years)

The school children have a growing capacity to provide agreement.

Even though they are able to read and write, understanding can be enhanced by making 

use of visuals, such as videos, pictograms, cartoons and drawings. Children of this age 

group should be well informed, and agreement obtained preferably in writing. Their 

dissent should be respected, as they are capable of forming an opinion of their own

Age groups and level of maturity

GAPP project has received funding 
from the European Union’s 7th FP 

(https://www.pediatricpain.eu/).

The DEEP project has received research funding 
from the European Union under the 7th Framework 
Programm (https://www.deepproject.eu/)

Ethical considerations for clinical trials on medicinal products conducted with minors. Recommendations of the expert group on clinical trials for the implementation of 
Regulation (EU) No 536/2014 on clinical trials on medicinal products for human use. 2017

Assent and consent 
from parent(s)/legal 

representative(s)

https://www.pediatricpain.eu/
https://www.deepproject.eu/


✓Adolescents (10-18 years)

This is considered a very sensitive group since it is treated 

differently across Member States.

The adolescents belong to the paediatric age group, although 

they may have the capacity to make adult decisions or 

independent judgments in many other areas of life. Therefore, 

information should be provided, and agreement from an 

adolescent who is still a minor should be sought and respected. 

However, this does not suppress the need for informed consent 

from the parents/legally designated representative

Age groups and level of maturity

https://mrctcenter.org/blog/resources/covid-19-clinical-research-flyers/

Ethical considerations for clinical trials on medicinal products conducted with minors. Recommendations of the expert group on clinical trials for the implementation of 
Regulation (EU) No 536/2014 on clinical trials on medicinal products for human use. 2017

https://mrctcenter.org/blog/resources/covid-19-clinical-research-flyers/


Adolescence participation and agreement/assent

“Once an adolescent is no longer a minor, or when he or she is an 
“emancipated minor”, he or she should be asked to provide written 
informed consent as soon as practically reasonable, as for any adult 

capable of giving consent. Informed consent is no longer required from the 
parents/legally designated representative. Adolescents who are legally 
able to give informed consent should be given the same information as 

adults. However, such adolescents may still have some elements of 
vulnerability. In practice, these adolescents may decide to involve their 

parent(s) in the informed consent process.”

Some Member States consider that adolescents 
above a certain age are no longer minors, and 
have the legal competence to give informed 
consent on research participation. 
In other Member States, national law requires 
assent from all or part of this group…

Minors can become “emancipated” 
through certain actions, such as marriage



EnprEMA WG on ETHICS

➢ Informed consent for paediatric clinical trails in Europe…

https://adc.bmj.com/content/archdischild/101/11/1017.full.pdf

Example from non-EU countries…

https://nhrec.net/policy-statement-regarding-enrollment-of-children-in-research-in-nigeria/

https://adc.bmj.com/content/archdischild/101/11/1017.full.pdf
https://nhrec.net/policy-statement-regarding-enrollment-of-children-in-research-in-nigeria/


Even though agreement is not legally required, it is 
recommended to request agreement from the minor 

even when not mandated by national law….

INFORMED ASSENT

<a href="https://it.freepik.com/foto-vettori-gratuito/evento">Evento foto creata da freepik - it.freepik.com</a>



“Every effort should be made to understand and respect differences of opinion 
between the minor and his/her parents/legally designated representative. 

Objections from the minor should be respected. If a minor wishes to participate 
while the parents/legally designated representative oppose, the will and 

motives of the minor should be taken seriously. The investigator should aim to 
reconcile the differences of opinion in order to do justice to the (growing) 

capacity of the child to make adult-like decisions. If, after reasonable efforts to 
reach consensus, the minor and parents/legally designated representative are 

still in disagreement on participation, the dissent of either party is decisive”

What happens when differences of opinion occur? 

A minor’s agreement is not sufficient to allow participation, 
as it should always be supplemented by the informed 
consent of the parents/legally designated representative



✓ Age-appropriate information should be 
adapted to the language skills and 
understanding of the child

✓ The use of visual startegies is encouraged 
(drawings, pictures, cartoons), but also 
other media and formats may be used

✓ Cultural differences should be considered
✓ Where appropriate, the investigator 

should arrange for translation

INFORMED ASSENT – features 

Ethical considerations for clinical trials on medicinal products conducted with minors, 2017 - ANNEX 2: Information for informed consent and assent/agreement 
(https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-10/2017_09_18_ethical_consid_ct_with_minors.pdf)

What are we 
doing?

Why participate?

How long is the 
study going to 

take? 

Your health is 
private!

What will 
happen to you if 
you take part? 

You can  choose 
not to be in the 

research

You can talk to  
or ask questions  

anytime!

You can change 
your mind 
anytime!

https://www.who.int/ethics/review-committee/informed_consent/en/

https://ec.europa.eu/health/sites/health/files/files/eudralex/vol-10/2017_09_18_ethical_consid_ct_with_minors.pdf
https://www.who.int/ethics/review-committee/informed_consent/en/


Privacy notices for children should be set up in a clear and appropriate language or in 

a friendly way with diagrams, cartoons, graphics and videos, icons and symbols by 

explaining them why personal data are required to be processed, what will be done 

with them, what rights they have over their personal data and what type of 

safeguards measures will be adopted to prevent risks inherent in the processing

<a href="https://it.freepik.com/foto-vettori-gratuito/scuola">Scuola foto creata da freepik - it.freepik.com</a>

INFORMED ASSENT – children and privacy

REGULATION (EU) 2016/679 OF THE EUROPEAN 
PARLIAMENT AND OF THE COUNCIL - Article 13



A section for illiterate subject should be included in the assent form where a 
literate witness must sign the consent and the subject should include the 
thumbprint. 

The witness should be a person who is independent from the research team or 
any team member and who was not involved in obtaining consent.

INFORMED ASSENT – children unable to read and write 



• DO use easy to read front and sizes (Examples in pt. 14) 

• DO use bullet points when appropriate

• DO keep your explanations short and concise; avoid use of 
complex descriptions unless necessary

• DO make your consent clean looking and less cluttered. 

SIMPLICITY and CLARITY! You 
should try to make your consent 

as simple and short as possible to 
enhance attention and 

understanding

• DO use simple and lay terms
• DO NOT use a lot of technical terms 
• DO use a positive spin to show you are passionate about your 
research topic

Get COMFORTABLE! This can 
help make your participants be 
more engaged in the informed 

consent process 

• DO BOLD or UNDERLINE headlines and important information

• DO use visual aids and charts to describe your study 

EMPHASIZE! Emphasizing the 
important information can help 
the subjects to focus on what 

they need to know most

INFORMED ASSENT – useful tips
Critical points to be considered when drafting informed assent form and informative material for children

https://www.chp.edu/-/media/chp/research/documents/center-for-excellence/tips-for-consent-forms.pdf

https://www.chp.edu/-/media/chp/research/documents/center-for-excellence/tips-for-consent-forms.pdf


• DO use pictures if you are doing any complicated or technical 
medical procedures for your study. Using pictures can help decrease 
worry and stress about the procedure

• DO use maps or pictures of your study’s building to show your 
study’s physical location! 

Can they PICTURE it? When 
appropriate, using pictures about 

your study can help your 
participants understand what they 

are actually going to be doing in 
your study 

• DO choose bold and basic colors.  RED, GREEN, and BLUE are great 
choices for EMPHASIZING important sections on your consent such 
as headlines. 

• DO use lighter colors for accents and borders. This will allow you to 
use more colors without making it seem too distracting. 

• Avoid color combinations

Show your true COLORS! This can 
help encourage the subjects to 

read the consent form more 
thoroughly

INFORMED ASSENT – useful tips
Critical points to be considered when drafting informed assent form and informative material for children

https://www.chp.edu/-/media/chp/research/documents/center-for-excellence/tips-for-consent-forms.pdf

Seek advice from children 
or Young Persons' 
Advisory Groups!!

https://www.chp.edu/-/media/chp/research/documents/center-for-excellence/tips-for-consent-forms.pdf


✓6-10 YEARS

Page 1 Page 2

INFORMED ASSENT FORM - ARISE templates

https://fgbenzi-my.sharepoint.com/:p:/g/personal/fb_fgbenzi_onmicrosoft_com/EWlTtvXyYBRJsk9bD3B-51sBvwTVC93bUkh29EKrLbI83g?e=6FJXzr

https://fgbenzi-my.sharepoint.com/:p:/g/personal/fb_fgbenzi_onmicrosoft_com/EWlTtvXyYBRJsk9bD3B-51sBvwTVC93bUkh29EKrLbI83g?e=6FJXzr


Page 1 Page 2

INFORMED ASSENT FORM - ARISE templates

https://fgbenzi-my.sharepoint.com/:p:/g/personal/fb_fgbenzi_onmicrosoft_com/EdWYsKX3qCxDma9dykop4kkBr1iSEWag6dck5CWu7A_eIg?e=uylDhj

✓11-18 YEARS

https://fgbenzi-my.sharepoint.com/:p:/g/personal/fb_fgbenzi_onmicrosoft_com/EdWYsKX3qCxDma9dykop4kkBr1iSEWag6dck5CWu7A_eIg?e=uylDhj


✓2-5 YEARS

INFORMATIVE MATERIAL - examples 

✓6-10 YEARS ✓11-18 YEARS



Is it mandatory to re-consent participants if they reach 
the national age of legal competence during their 

participation in a study? 

What have you learnt?

YES NO 



YES: Correct answer

NO: Wrong answer

What have you learnt?

• CT Regulation – Article 32: “If during a clinical trial the minor reaches the age of legal competence to
give informed consent as defined in the law of the Member State concerned, his or her express informed
consent shall be obtained before that subject can continue to participate in the clinical trial.”

• Ethical Considerations, 2017: “Once an adolescent is no longer a minor, or when he or she is an
“emancipated minor”, he or she should be asked to provide written informed consent as soon as
practically reasonable, as for any adult capable of giving consent. Informed consent is no longer
required from the parents/legally designated representative. The withdrawal of informed consent by the
adolescent, in line with Article 28(2) of the Regulation, shall not affect the activities already carried out
and the use of data obtained based on informed consent before its withdrawal. Adolescents who are
legally able to give informed consent should be given the same information as adults. However, such
adolescents may still have some elements of vulnerability. In practice, these adolescents may decide to
involve their parent(s) in the informed consent process.”



• https://www.deepproject.eu/information-booklets/

• https://www.teddynetwork.net/clinical-trials-in-children-an-empowered-partecipation/

• https://www.pediatricpain.eu/patients-and-families/

• https://mrctcenter.org/blog/resources/covid-19-clinical-research-flyers/

• https://www.who.int/ethics/review-committee/informed_consent/en/

• https://www.rit.edu/research/hsro/assent_tips

• https://www.chp.edu/-/media/chp/research/documents/center-for-excellence/tips-for-consent-forms.pdf

• http://www.hra-decisiontools.org.uk/consent/docs/MRCN%20YPAG%20-
%20Guidance%20for%20Researchers%20designing%20Patient%20Information%20Leaflets.pdf

• https://fgbenzi-my.sharepoint.com/:p:/g/personal/fb_fgbenzi_onmicrosoft_com/EWlTtvXyYBRJsk9bD3B-
51sBvwTVC93bUkh29EKrLbI83g?e=6FJXzr

• https://fgbenzi-
my.sharepoint.com/:p:/g/personal/fb_fgbenzi_onmicrosoft_com/EdWYsKX3qCxDma9dykop4kkBr1iSEWag6d
ck5CWu7A_eIg?e=uylDhj

Useful material

https://www.deepproject.eu/information-booklets/
https://www.teddynetwork.net/clinical-trials-in-children-an-empowered-partecipation/
https://www.pediatricpain.eu/patients-and-families/
https://mrctcenter.org/blog/resources/covid-19-clinical-research-flyers/
https://www.who.int/ethics/review-committee/informed_consent/en/
https://www.rit.edu/research/hsro/assent_tips
https://www.chp.edu/-/media/chp/research/documents/center-for-excellence/tips-for-consent-forms.pdf
http://www.hra-decisiontools.org.uk/consent/docs/MRCN%20YPAG%20-%20Guidance%20for%20Researchers%20designing%20Patient%20Information%20Leaflets.pdf
https://fgbenzi-my.sharepoint.com/:p:/g/personal/fb_fgbenzi_onmicrosoft_com/EWlTtvXyYBRJsk9bD3B-51sBvwTVC93bUkh29EKrLbI83g?e=6FJXzr
https://fgbenzi-my.sharepoint.com/:p:/g/personal/fb_fgbenzi_onmicrosoft_com/EdWYsKX3qCxDma9dykop4kkBr1iSEWag6dck5CWu7A_eIg?e=uylDhj


Thank you for the attention!

Antonella Didio, Fondazione per la Ricerca Farmacologica Gianni Benzi Onlus - ad@benzifoundation.org

<a href="https://it.freepik.com/foto-vettori-gratuito/cuore">Cuore foto creata da freepik - it.freepik.com</a>

mailto:al@benzifoundation.org
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responsible for any use that may be made of the 

information it contains.
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