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STUDY TITLE: Probio6cs and the neurodevelopment of the extreme premature infant <32 weeks 
and <1500g 
PROMOTOR: Benjamin J Baucells, Giorgia Sebas6ana and Òscar García-Algar 
PRINCIPAL INVESTIGATOR: Benjamin J Baucells, Neonatology service BCNatal Hospital, phone 
932275400 extension 7503 (secretaria del servicio de Neonatos) 
CENTRE: Hospital Clínic seu Maternitat  
 
INTRODUCTION 
The researchers are addressing to the par0cipant to inform them of a research study to which 
they have been invited to par0cipate. The study has been approved by the Ethics Commi;ee, in 
accordance with current legisla0on, Order SAS/3470/2009, of 16th December, that contain 
directorates about studies post authorisa0on of an observa0onal nature for drugs used in 
humans.  
 
The inten0on of the researchers is that you receive the correct and adequate informa0on for the 
par0cipant to evaluate and judge if they want to par0cipate or not. For that reason, please read 
this informa0on leaflet with special care and the inves0gators will answer any queries aOer the 
explana0on. Moreover, the par0cipant can seek advice to any person they consider.  
 
VOLUNTARY PARTICIPATION 
The par0cipant must know that enrolment in this study is voluntarily, and they can decide to 
par0cipate or decide otherwise and revoke consent at any point, without it having any impact in 
their rela0onship with the clinicians or being detrimental to their treatment.   
 
GENERAL DESCRIPTION OF THE STUDY:  
It is know that the extreme premature infant (under 32 weeks gesta0on) or low weight ( under 
1500g) has an increased risk of neurodevelopment impairment, linked to immaturity paired with 
the challenges in the neonatal unit and the neonatal period, as opposed to the full term neonate. 
For those circumstances, during their admission in the neonatal and later on during infancy, the 
premature infant will receive interven0ons that aim to diminish and palliate the impact of 
prematurity in their development. Although premature infants are assessed during their early 
life, there is current evidence that shows that some of the neurodevelopment impairment is not 
seen un0l the start of school and even in adulthood.  
 
As per probio0cs, they were defined by the WHO as those microorganisms that when 
administered in adequate amounts, confer a health benefit for the host. Different studies in 
premature infants have brought forth the theory that when probio0cs are given rou0nely to 
neonates less than 32 weeks gesta0onal age they can contribute to reducing the risk of 
necro0sing enterocoli0s (an intes0nal disease that tends to affect premature infants and can 
entail gut destruc0on and high mortality) and therefore the risk of death. Following this line of 
thought, at BCNatal Hospital Clinic there was the administra0on of rou0ne probio0cs 



Lactobacillus acidophilus  and Bifidobacterium bifidum, in the premature infants under 32 weeks 
gesta0onal age and less than 1500g during the years 2014-2016.  
 
The aim of this study is to assess the ability of probio0cs to impact the neurodevelopment of the 
premature infant <32 weeks gesta0on that were treated at BCNatal Hospital Clinic, comparing 
them to those that did not receive probio0cs. The researchers will proceed to collect data and to 
prac0ce neurodevelopment assessment tests at 24 months corrected age (Bayley test) and a 
further assessment at 6 years of age, evalua0ng intelligence (WISC-V test) and evalua0ng 
behaviour and social interac0on (CBCL-6 and BRIEF-2). Addi0onally, the inves0gators would 
collect results from the Cerebral magne0c resonance of any pa0ent that might have received one. 
Finally, the researchers also intend to collect plasma samples (blood test) to study biological 
biomarkers of neuronal plas0city and neurodevelopment.  
 
The inten0on of the researchers is to try and recruit a total of 150 pa0ents and follow them up at 
24 months corrected age (rou0ne follow-up for any premature infant <32 weeks and <1500g) and 
another follow-up check at 6 years in a global assessment in one visit, less than 1 hour dura0on.  
 
During the study, the par0cipant or any of the legal guardians can contact the researchers to 
no0fy any incidence in the neurodevelopment of the par0cipant (new diagnose, behaviour 
problems at school or at home, etc.).  
 
BENEFICITS AND RISKS OF THE PARTICIPATION IN THE STUDY 
 
The results of the study will allow to determine the paper of probio0c administra0on, 
interven0on with very low reported risks, in the neurodevelopment of premature infants. 
Nevertheless, the iden0fica0on of biomarkers will help iden0fy those pa0ents that may require 
posterior follow-up and neurolodevelopmental support to enhance their performance. There is 
also the possibility of not finding any benefit from the administra0on of probio0cs. 
 
Poten0al risks associated to the par0cipa0on in the study are derived from blood sampling, in 
general mild, that could entail pain during extrac0on and in the site of extrac0on, as well as a 
haematoma from the procedure that self-resolve in a few days.  
 
 CONFIDENCIALITY 
El  

The Hospital Clinic of Barcelona, with CIF 0802070C, as the responsible ins0tu0on for the 
treatment of your data, informs you that the treatment, communica0on and cession of personal 
iden0fiable data will be done in accordance to the EU Ruling 2016/679 of the European 
Parliament and the Council of the 27th of April 2016, related to the protec0on of physical people, 
and the treatment of their personal data and free circula0on of data, being of mandatory 
compliance by the 25th of May 2018. The legal frame that jus0fies the  treatment of your data and 
consent to this act are in accordance to what has been established in ar0cle number 9 of the EU 
Ruling 2016/679.  



 

All data collected will be iden0fied with a code and will not contain any data that allows the 
iden0fica0on of par0cipants. Only the clinician and their collaborators with specific permission 
will be granted access to your clinical history.  

Your iden0ty or any personal data will not be made available to any third party unless legal 
requirement or medical emergency. Health authori0es, Ethics Commi;ee and authorised 
personnel may access your data if it is necessary for data quality check and review of study 
procedures, always ensuring preserva0on of confiden0ality in accordance with exis0ng law.  

Only codified deiden0fied data will be made available to third par0es if required for the purpose 
of the study and always ensuring confiden0ality. Personal data such as name, ini0als, date of 
birth, hospital iden0fica0on number, address, etc.  will never be made available to third par0es. 

If any data is to be transferred out of the European Union, whether it is to related bodies to the 
Health Centre where you were cared for, or other healthcare providers or researchers in 
collabora0on with the current project, it will be protected by contract and any other adequate 
mechanisms established by data protec0on authori0es.  

A part from the aforemen0oned rights (access, modifica0on, denial and cancella0on and 
suppression of data following the new Ruling) the par0cipant will be able to limit the use of data 
that is incorrect, request a copy and transfer of any data to a third party that the par0cipant 
wishes. To be able to carry out these rights, or to clarify any doubts about confiden0ality, the 
inves0gators encourage the par0cipant to contact the Principal Inves0gator or the delegate of 
Data Protec0on of BCNatal Hospital Clinic through the email protecciodades@clinic.cat. The 
par0cipant is also en0tled to contact the Data Protec0on Agency if they are unsa0sfied.  

Collected data will not be eliminated, even if you abandon the study, to guarantee the internal 
validity of the study and to ensure compliance with legal requirements of drug research 
regulators. However, no new data will be collected if the par0cipant stop par0cipa0ng. 

The researcher and the promotor are obliged to preserve collected data for the study for up to 5 
years aOer finalisa0on. AOerwards, personal informa0on will only be stored by the Healthcare 
provider to care for the par0cipant and by the promotor for other scien0fic research purposes if 
the par0cipant has given consent, and current legisla0on allows it 

 
ECONOMIC COMPENSATION 
The par0cipa0on in the study will not incur in any costs for the par0cipant and their family with 
the excep0on of the costs to a;end the appointments at the Centre for their assessment given 
that it is a limited budget study, and the majority of pa0ents live in the catchment area of the 
centre. The assessments will aim to coordinate efforts to minimise the impact of the study in the 
legal guardian´s work and private life.  
 



 
OBTENTION AND USE OF BIOLOGICAL SAMPLES 
 
Par0cipa0on in the study entails the collec0on of plasma samples. In accordance to the 
established prac0ses in Law 14/2007 for biomedical research and the Royal Decree 1716/2011 
that regulates the use of biological samples for research, the par0cipant agrees by signing this 
document to the use of any biological samples for the purpose of this study.  
 
The biological samples will be stored in the laboratory of the Ins0tut d’Inves0gacions 
Biomèdiques August Pi I Sunyer (IDIBAPS) un0l the use for the purpose of the study. Once 
finalised, the samples will be destroyed. 
 
A code will be used to iden0fy the biological samples without any data that may reveal the 
par0cipants´ iden0ty. Only the clinician of the study and the collaborators will be able to relate 
that sample to the par0cipant. 
 
Any data obtained from the processing of the samples will be treated in the same mode as the 
rest of collected data for the study.  
 
The cession of biological samples for this study is free of cost and voluntary. That means the 
par0cipant will not have any rights to commercial benefits of the discoveries thqt could derive 
from the biomedical research.  
 
If relevant informa0on that could impact the health of the par0cipants or family members is 
obtained, they will be no0fied. In the circumstance that contact is required, contact data from 
your clinical history will be used. However, if the par0cipant decides not to be informed of the 
results, this will be respected, please fulfil the necessary box in this form.  
 
If any gene0c results are obtained, the par0cipant nor their doctor will be informed. If they wish 
to know the results, they may get in contact with the promotor of the study. Taking into account 
that these are exploratory studies, said informa0on cannot be used for guiding treatment or 
diagnos0cs.   
 
OTHER RELEVANT INFORMATION 
 
Any new informa0on relevant to the treatment used in the study, that can affect the par0cipants 
involvement in the study, discovered aOer enrolment, will be communicated as soon as possible 
by the researchers.  
 
If the par0cipant wishes to withdraw consent to par0cipant in the study, no new data will be 
added to the database, and any iden0fiable samples obtained can be destroyed to prevent new 
analyses.  
 



The par0cipant must also be informed that they may be excluded from the study if the promotor 
or researchers find it adequate, may it be for security, or any other side effect related to the 
medica0on being studied o if they deem there has been a breech in protocol. Under any 
circumstance the par0cipant will be informed of the withdrawal and the reason behind it.  
 
Once signing the consent form, the par0cipant agrees to fulfil all the procedures expressed in this 
leaflet and communicated to them.  
 
Once par0cipa0on has ended, the par0cipant will receive the most adequate available treatment 
and that their clinician deems appropriate to treat their illness, although con0nuing the 
medica0on of the study may not be possible. Therefore, neither the researchers nor the promotor 
have a legal requirement to con0nue the treatment out of the study.  
  



CONSENT FOR PARENTS OR LEGAL GUARDIANS OF UNDER AGED PARTICIPANTS 
 
Title of the study: “Probiotics in the neurodevelopment of the premature infant under 32 weeks 
and less than 1500g” 
 
I, (name and surname of participant)   
as …………………………………………. of ………………………………………………………………….……. 

      (tutor, parent or legal guardian)                                      (name of minor) 
 

- I have read the informa0on leaflet that I have been handed in about the study.  
- I have been able to ask ques0ons about the study.  
- I have received sufficient informa0on about the study 
- I have spoken to (researcher name) ……………………………………………………………… 
- I understand the voluntary role 
- I understand I can withdraw from the study:  

o Whenever I want 
o Without giving explana0ons 
o It will not impact the medical care. 

 
In line with what has been established in the 2016/679 EU Ruling of the European Parliament and 
the counsel of 26th April 2016 in rela0onship to the protec0on of physical people, data circula0on 
and data treatment, I declare I have been informed of the existence of a file o treatment of 
personal iden0fying data, of the need to compile these and the uses of such informa0on.  
 
I hereby accept that ……………………………………………… participates in the study                                                                   
                                                       (name of minor) 

⎕ Boths parents  

Father signature 
Date……./……../……………… Signature: ………………………………………………. 
 
Mother signature 
Date……./……../……………… Signature: ………………………………………………. 
 

In the situation where only one of the parents gives authorisation, the necessary requirements 
have to be fulfilled:  

⎕ I confirm that the other parent does not oppose to the inclusion of our child in the study  

Signature of the parent (specifiy mother or father) 
Date……./……../……………… Signature: ………………………………………………. 
 

 



⎕ I am the sole legal tutor 

Signature of legal tutor 
Date……./……../……………… Signature: ………………………………………………. 
 

 
 
Researcher signature 
Date……./……../……………… Signature: ………………………………………………. 

 
 


