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Respiratory Health in Childhood (RHIO) 
Long-term follow-up questionnaire for Baby 
Biome Study participants  
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DECLARATIONS 
The undersigned confirm that the following protocol has been agreed and accepted and that 





!"#$!"#%&'()(&*)+,-./&012)2324&5.674().8&9.1/-2:&;<=8&=>$=;$?=?;&
!"#%$!"#&@2-:)&A./.(13B&CDD-3.&

 
!"#$%&'()'&*+*,-. &/01234%&56+++*%&7809:&;4<8<=<>%&?34@A</&*B,%&,*C6



!"#$!"#%&'()(&*)+,-./&012)2324&5.674().8&9.1/-2:&;<=8&=>$=;$?=?;&
!"#%$!"#&@2-:)&A./.(13B&CDD-3.&

 
!"#$%&'()'&*+*,-. &/01234%&56+++*%&7809:&;4<8<=<>%&?34@A</&*B,%&,*C6DC,6,,  Page 6 of 27 
!

KEY ROLES AND RESPONSIBILITIES 
 

This study will be undertaken by Cristina Garcia-Mauriño Alcazar, paediatrician and 
epidemiologist, who is part of the BBS team and is undertaking her PhD, under the 
supervision of Professor Nigel Field and Professor Alison Rodger. All study team members 
have been involved in the development of the questionnaire and supplementary material 
(dissemination letter, consent form etc) including this protocol. Dr Ada Miltz (statistician) is 
on maternity leave and will re-join the supervisory team in May. The statistical plans 
described in this protocol have been reviewed by Dr Fiona Lampe.  
Cristina will manage the data and send out the letters to participants. She will monitor 
recruitment as well as being responsible for sending out all SMS. She will close the 
questionnaire two months after sending out the letters, and will download the data, de-
identify the dataset and perform the described analyses. Regarding dissemination of 
findings, Cristina and her supervisory team will be responsible for sharing study findings in 
conferences and generating papers for publication in scientific journals. 
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1. INTRODUCTION 
 
Background: Mode of delivery is a key factor affecting the developing neonatal microbiota 
composition. However, it is still not well understood how differences in the gut microbiota 
might impact health during the first years of life.  
Baby Biome study (BBS): BBS is a large birth-cohort study which enrolled 3,476 mother-
baby pairs in three UK hospitals between 2016 and 2017. Clinical information on study 
participants was collected at delivery and stool samples were collected from mothers and 
babies during the first month of life. These stool samples were sequenced to explore the gut 
microbiota composition using shotgun metagenomic sequencing. As part of the informed 
consent of BBS, mothers agreed to long-term follow-up for them and their babies. 
Aim: The aim of Respiratory Health in Childhood (RHIO) is to follow-up children enrolled in 
BBS to understand their respiratory health in the first 4-6 years of life, and to explore 
whether early gut microbiota composition is associated with childhood respiratory diseases.   
Study design: This is a cross-sectional self-administered electronic follow-up questionnaire, 
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45.1% 371 22% 35% 13% 1.59 
32.8% 270 20% 35% 15% 1.75 
22.4% 184 17% 35% 18% 2.06 
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7. PATIENT AND PUBLIC INVOLVEMENT (PPI) 
BBS PPI work 
We will build on the public and patient involvement/engagement (PPI/E) activities already 
established for BBS dissemination of the study findings. These activities included a series of 
interactive Q&A sessions with over 300 citizen science parents, which we undertook in 
collaboration with the Wellcome Trust-funded Parenting Science Gang. We took part in a 
three-part BBC Radio 4 documentary about the human microbiome, called ‘The Second 
Genome’, and we have developed a study website with links to study information and FAQs 
written for a lay audience. We have also worked with the press teams from UCL, The 
Wellcome Trust Sanger Institute, University of Birmingham and with the Royal College of 
Obstetricians and Gynaecologists to disseminate findings from our recent Nature paper 
(Shao et al 2019), including through a Science Media Centre briefing. The findings were 
reported in over 800 different media stories around the world. 
PPI plans for RHIO  
Given the sensitive nature of findings that relate to childbirth and early life, we anticipate 
undertaking similar proactive dissemination activities for the current work to ensure that 
results are reported with appropriate context and caveats as the ones used for BBS findings 
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data-protection@ucl.ac.uk. The data processor 
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Given the time that has elapsed since original enrolment, we appreciate some families may 
not want to be contacted any further. We have been clear about this in the participant-
facing materials and explained to families about how to communicate this to the study team 
and request their withdrawal from the study.  
Ethical risks and mitigation 
The main ethical risks we identify for RHIO include:  
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Personal data breaches will be immediately reported to the UCL Information Security Group 
(ISG) and the UCL Data Protection Officer [data-protection@ucl.ac.uk], (as per form and 
guidance: https://www.ucl.ac.uk/legal-services/guidance/reporting-loss-personal-data), and 
to the Sponsor via the UCL REDCAP incident reporting form 
(https://redcap.slms.ucl.ac.uk/surveys/?s=NE5dypTdFo). The following information will be 
provided: full details as to the nature of the breach, an indication as to the volume of material 
involved, and the sensitivity of the breach (and any timeframes that apply). Sites will 
additionally follow their Trust incident reporting mechanisms and will document this within 
their TMF/ISFs. 
 
 Protocol deviations and notification of protocol violations 
A deviation is usually an unintended departure from the expected conduct of the study 
protocol/SOPs, which does not 
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Complaints Manager at the Trust where the recruitment and study procedures was 
undertaken. Complaints from NHS patients are handled under NHS complaints policies and 
procedures, with involvement from PALS the Sponsor where necessary. 

12. MONITORING AND AUDITING 
The Chief Investigator will ensure there are adequate quality and number of monitoring 
activities conducted by the study team. This will include adherence to the protocol, 
procedures for consenting /obtaining and using data as per the CAG application and approval/ 
and ensure adequate data quality.  
 
The Chief Investigator will inform the sponsor should he have concerns which have arisen 
from monitoring activities, and/or if there are problems with oversight/monitoring 
procedures. 
 
  
13. TRAINING 
The Chief Investigator will review and provide assurances of the training and experience of all 
staff working on this study.  Appropriate training records will be maintained. 
 

14. INTELLECTUAL PROPERTY 
All background intellectual property rights (including licences) and know-how used in 
connection with the study shall remain the property of the party introducing the same and 
the exercise of such rights for purposes of the study shall not infringe any third party’s rights.  
 

15. INDEMNITY ARRANGEMENTS 
 
University College London holds insurance against claims from participants for harm caused 
by their participation in this study. Participants may be able to claim compensation if they can 
prove that UCL has been negligent  
 
Participants may also be able to claim compensation for injury caused by participation in this 
study without the need to prove negligence on the part of University College London or 
another party. Participants who sustain injury and wish to make a claim for compensation 
should be advised to do so in writing in the first instance to the Chief Investigator, who will 
pass the claim to the Sponsor’s Insurers, via the Sponsor’s office. 
 

17. ARCHIVING 
UCL recognizes that there is an obligation to archive study-related documents at the end of 
the study (as such end is defined within this protocol). The Chief Investigator confirms that he 
will archive the study master file at UCL data safe haven for the period stipulated in the 
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