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Background: Children are vulnerable study subjects, especially in non-therapeutic research. Nowadays more attention is paid to the children's voice in both decision-making on participation and their experience of clinical research procedures.

Methods: We share our experiences from a long-term, cross-sectional, non-therapeutic follow-up study in the offspring of mothers who participated in scientific research during their pregnancy.

Results: During the data collection process, different strategies were developed to achieve a satisfactory participation rate with a focus on the involvement of the children. All study documents and measurements were assembled into a superhero framework. This theme is flexible and attracts children of a wide age-span. In order to inform the children before the study visit, a visually attractive assent was created as well as a superhero video. During the study visit, a sticker diploma was used with similar visuals from the assent. The toddlers received a superhero-cape. The children were involved in the decision-making process during the whole process.

Discussion and conclusion: From our experience during the EFFECTOR data collection process, parents and their children can be motivated to participate in a long-term, non-therapeutic, follow-up study when child friendly and adequate communication is used. Framing in a superhero theme is simple and suitable for children of a wide age-span.
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INTRODUCTION

Children are considered to be vulnerable research study subjects and in recent years, more attention has been paid to their own voice in the process of consent and participation in scientific research (1, 2). Different taskforces were established to promote scientific research in children and to support scientists to do this in an ethical way (3–6). The European Pediatric Investigations Plans, for example, resulted in a positive impact on pediatric drug development (7). Non-drug studies could benefit from a similar approach.

A specific entity in scientific research are the non-therapeutic studies, where no direct therapeutic consequence for the participating children follows the study participation. This particular type of research might provide important information for the future (8–10). However, in this type of research, it is even more important to tailor the research to children and develop a child-friendly approach since there is no direct benefit for the participating child (10, 11). Possible complaints from children are physical (such as pain and unpleasantness) and/or mental discomforts (such as anxiety, worries, and boredom) and should be taken into consideration (12). Some non-invasive procedures, such as assessment of sexual development, could be perceived as burdensome as invasive procedures (e.g., venipuncture) (13).

Our aim is to provide an example of different strategies that we used during the EFFECTOR-study to optimize participation and minimalize physical and mental discomfort experienced by the children (14). These are a collection of some tips and tricks and examples; cheap and accessible to apply in a wide range of studies.



METHOD

The EFFECTOR-study is a long-term follow-up study of the offspring of different maternal cohort studies. It is designed as a cross-sectional cohort study (14). Ethical approval was obtained from the Ethics Committee UZ Brussels and the Ethics Committee UZ Leuven/KU Leuven and was registered at ClinicalTrials.gov (NCT02992106). A written informed consent was obtained from the parents. A total of 143 children, aged 4 to 11 years old, were included between June 2017 and March 2019. 294 eligible subjects were contacted by mail and subsequently by phone. One hundred and seven children were lost- to-follow-up because of changed postal address or phone number (5 to 11 years gap between original and follow-up study). From the 187 remaining subjects another 44 parents refused to participate. Resulting in an overall participation rate of 143 out of 294 eligible study subjects (48%) or 143 out of 187 subjects reached by phone (76.5%). Our study population included a negligible amount of children from ethnic minorities.

Data collection was performed as a single study visit preferably at home, but sometimes in a hospital environment as well, combining both invasive and non-invasive procedures. Since the study is a follow-up study after an average of at least 5 years after the original study in the mothers and because the study subjects are now the children instead of the mothers, a lot of attention has been paid to the consent-process and minimizing discomfort for the children. We did not use a standardized assessment to measure the effect of our interventions since the design of the themed changes was a gradual process.

We chose “superheroes” as the theme for the study because of the wide age-span of the study participants (4 to 11 years old). This theme provides many possibilities and both younger and older children know superheroes to identify themselves with. The imagination of the children is stimulated and the theme serves as an easy conversation starter.



RESULTS


Before the Study/Home Visit
 
Inclusion Process

Before obtaining parental informed consent, the mothers were contacted through an information booklet they received by mail. After the parents procured this booklet, they were contacted by phone according to study protocol (14). A tailored approach was used for each phone call and when necessary, the parents could receive Supplementary material before giving consent to participate in the study. This material could be used by the parents in order to guide the children through their decision-making process.



Informed Consent and Assent

The informed consent for the parents was supplemented with a visually attractive assent, providing the study information tailored to children of primary school level (Figure 1A). The procedures were illustrated using photographs of a teddy bear, making it also useful for preschoolers. No graphical designer was used for the development of the tools, just an easy online design software. The photographs were re-used on the sticker diploma, which resulted in a sense of recognition for the children. The assent was sent to the parents before the study visit; it was also used the day of the study visit to check whether the children understood all the study procedures correctly.


[image: Figure 1]
FIGURE 1. (A) This figure shows a translated version of the assent in English. The assent was provided on paper or electronically (A4 recto verso). (B) This figure shows the sticker diploma that we used during the study visit.




Video Material

A Youtube video in superhero theme was developed, shot with a normal camera and edited by a hobbyist (Supplementary Video 1). All participating children could watch it through a private link. This video featured the study doctor the children would meet for the study visit, which was a nice way to break the ice once they actually met the doctor. Watching the doctor act crazy during a Youtube movie was considered cool and some of the participants watched the video repeatedly.

Supplementary to the funny superhero movie, the parents could obtain realistic video fragments of the performed measurements during the home visit (Supplementary Video 2). The necessity of this supplementary material was always discussed with the parents before the study visit. In a single severe case of autism spectrum disorder a “test-run” was done before the actual study visit to show the devices, meet with the study doctor and explain once more what was going to happen during the actual measurements.




During the Study/Home Visit

The study visit consisted of many different procedures, both invasive and non-invasive (Supplementary Table 1). The sequence of the different tests was always identical in order to limit time-fluctuations as much as possible and keep the attention of the children. The average duration of one study/home visit was 60 to 90 min. All communication during the home visit by the study doctor was framed in the superhero theme. This communication was tailored to the age of the children and specific fears, when mentioned by the parents before the home visit.

At the beginning of each study visit, the assent was used to see whether the children understood everything and if there were specific study procedures they dissented. Before starting the procedures, appointments were made with the children. They were always offered the option if there were specific study procedures to which they dissented.

Children could choose to fill a sticker diploma, featuring the same photographs as seen on the assent. The participants were always free to decide whether they wanted to make a sticker diploma or not and could chose a wide range of different stickers (Figure 1B). Other used distraction methods were television or Netflix® videos when compatible with the performed tests. For the venipunctures, an additional local anesthetic was used (Lidocaine and Tetracaine).

For the preschoolers, an extra feature was added by crafting superhero capes the children could use during the tests and keep afterwards as a reminder of their study participation. The superhero capes were low budget made with the use of felt (Figure 2A). Apart from the capes and the diploma, the children could also choose a small gift at the end of the visit (e.g., headphones, notebook, reading book, pen…). Children refusing certain measurements were also given the gifts.


[image: Figure 2]
FIGURE 2. (A) This figure shows the super hero capes that we crafted and a DIY pattern to make them (written parental consent obtained for publication). (B) This figure shows the personalized post card the participants of the study received at the end of the data collection.




After the Study/Home Visit

A tailored postcard was designed for our study and all participants received a postcard after finishing the data collection process (Figure 2B).

We did not receive any negative feedback from parents of participating children. We did receive positive and spontaneous feedback from both parents and participants:

- “The doctor is funny and nice. I experienced less pain than expected. It's nice to know that you are helping other children when participating” (Girl, aged 11).

- “X really adores his cape, he didn't want to take it off for the rest of the day!” (Mother of a boy, aged 5).

- “The communication of the study is entirely in superhero theme and adapted to the child's age. As a parent you let your child participate in good conscience” (Mother of a girl, aged 11).

- “You really left an impression! She couldn't keep silent about it afterwards and she wants to be a superhero-doctor when she grows up” (Mother of a girl, aged 4).

We did not receive any negative feedback from parents of participating children.




DISCUSSION

Both mental and physical discomforts have been reported by children participating in scientific research. We presented a set of tools we used during the non-therapeutic EFFECTOR-study to make the study visit as child friendly as possible with a limited budget.

As suggested by children in qualitative research, they are more willing to participate when they receive age-appropriate information, when there is distraction during the procedures and when they receive a sign of appreciation after their participation (12). We illustrated that many of these suggestions are easy to implement in a study visit. The illustrated assent and Supplementary Video material proved to be very useful and handy for children of a wide age-span. Multimedia techniques are indeed useful to complement the paper-based information in the decision making process of the parents and their children (15, 16).

In our opinion, the assent is an indispensable addition to the informed consent signed by the parents, especially in non-therapeutic research (2, 17). The assent should focus on providing clear information about the procedures using comprehensible language since we assume children below 12 cannot yet fully grasp the content of medical procedures they never underwent (13).

We had a satisfactory overall participation rate of almost 48%; taken into account a large amount of lost-to-follow-up and a participation rate of 74% of those parents who were actually reached. Comparing participation rates is difficult, especially with our particular non-therapeutic and cross-sectional cohort study design. A comparable non-therapeutic study performed in Denmark in 2006, aiming at children aged between 6 and 16 years old, showed a participation rate of 62% for undergoing a venipuncture, urine sample and clinical examination (18). The researchers did not find socio-economical differences between assenting and dissenting children. The latter group reported more worries about the invasive procedures and fewer of them underwent a venipuncture in the year preceding the study (18). In a hypothetical thought experiment, a majority of parents and children would be willing to participate in non-therapeutic research, especially when the risks were compared to daily life risks (9).

When we compare the participation in our study to non-therapeutic studies in the same research field, our participation rate is situated in the upper half. A study on parent's perspective on child obesity cut-offs resulted in a response rate of 15% for a single questionnaire (19). A cross-sectional study on childhood obesity with anthropometric measurements in addition to questionnaires had a response rate of 37% (20). There are of course studies with higher participation rates, such as a long-term follow-up study on media consumption and the influence of the BMI of the children with rates ranging from 67 to 72% at different time points combined with questionnaires and anthropometric measurements (21).

Another entity of non-therapeutic studies are the (epi) genetic birth cohort and epidemiologic follow-up studies. The response rates in these types of long-term follow-up studies have been dropping during the last decades from 90% participation to below 70% participation because of a general decline in “volunteerism” and an anticipated burden to the hectic daily life of the twenty-first century (22, 23).

The main limitation to report is that we did not ask formal feedback from all the study participants and their parents. We judged this might feel as a burden for many of our parents since the study visit already took 90 min (with an average of 30 min of questionnaires beforehand). For our next follow-up studies, we will definitely use the superhero theme again and then use a short feedback possibility to make the results more tangible.


Our Tips and Tricks

• Choose an overall theme that appeals to children of various ages.

• Provide visually attractive study documents. You do not need a graphic designer or a lot of money to design these documents! We used the online designing tool Piktochart.

• Use of a videoclip has definitely been an added value!

• Pay attention to the feedback of the children and their parents, especially in the beginning of your data collection process.

• There are a lot of simple and cheap do-it-yourself-tricks you can apply to change the children's experiences in your research.




CONCLUSION

In spite of not offering a direct benefit to the participating children, non-therapeutic research should be continued in order to optimize future pediatric care. All efforts possible should be made to minimize mental and physical discomfort for the children. Framing in a specific theme is an affordable tool, easy to apply on all study material.



DATA AVAILABILITY STATEMENT

The data that support the findings of this study are available from the corresponding author upon reasonable request in case of a relevant IPD study.



ETHICS STATEMENT

The studies involving human participants were reviewed and approved by the central Ethics Committee UZ Brussels and the local Ethics Committee UZ Leuven/KU Leuven (ClinicalTrials.gov NCT02992106). Written informed consent to participate in this study was provided by the participants' legal guardian/next of kin. Written informed consent was obtained from the minor(s)' legal guardian/next of kin for the publication of any potentially identifiable images or data included in this article.



AUTHOR CONTRIBUTIONS

KV, RD, and IG conceptualized and designed the study, drafted the initial manuscript, and reviewed and revised the manuscript. All authors approved the final manuscript as submitted and agree to be accountable for all aspects of the work.



FUNDING

This research activities of KV are funded by a doctoral research grant from the Belgian Society for Pediatric Endocrinology and Diabetology (BESPEED) and additional research funding from Wetenschappelijk Fonds Willy Gepts of the UZ Brussel.



ACKNOWLEDGMENTS

The authors would like to thank Miss Silke De Praitere for the shooting and editing of the video material, Miss Elke Uyttenhove for the design of the personalized postcards and Miss Riet Vanbosseghem for the design and crafting of the superhero capes.



SUPPLEMENTARY MATERIAL

The Supplementary Material for this article can be found online at: https://www.frontiersin.org/articles/10.3389/fped.2020.00047/full#supplementary-material



REFERENCES

 1. Finnegan M, O'Donoghue B. Rethinking vulnerable groups in clinical research. Irish J Psychol Med. (2019) 36:63–71. doi: 10.1017/ipm.2017.73

 2. Barfield RC, Church C. Informed consent in pediatric clinical trials. Curr Opin Pediatr. (2005) 17:20–4. doi: 10.1097/01.mop.0000145718.77939.b1

 3. Klassen TP, Hartling L, Hamm M, van der Lee JH, Ursum J, Offringa M. StaR Child Health: an initiative for RCTs in children. Lancet. (2009) 374:1310–2. doi: 10.1016/S0140-6736(09)61803-1

 4. Strengthening clinical research in children and young people. Lancet. (2015) 385:P2015. doi: 10.1016/S0140-6736(15)60974-6

 5. Gwara M, Smith S, Woods C, Sheeren E, Woods H. International Children's Advisory network: a multifaceted approach to patient engagement in pediatric clinical research. Clin Ther. (2017) 39:1933–8. doi: 10.1016/j.clinthera.2017.09.002

 6. Gaillard S, Malik S, Preston J, Escalera BN, Dicks P, Touil N, et al. Involving children and young people in clinical research through the forum of a European Young Persons' Advisory Group: needs and challenges. Fundam Clin Pharmacol. (2018) 32:357–62. doi: 10.1111/fcp.12360

 7. Tomasi PA, Egger GF, Pallidis C, Saint-Raymond A. Enabling development of paediatric medicines in Europe: 10 years of the EU paediatric regulation. Paediatr Drugs. (2017) 19:505–13. doi: 10.1007/s40272-017-0261-1

 8. McCarthy AM, Richman LC, Hoffman RP, Rubenstein L. Psychological screening of children for participation in nontherapeutic invasive research. Arch Pediatr Adolesc Med. (2001) 155:1197–203. doi: 10.1001/archpedi.155.11.1197

 9. Wendler D, Jenkins T. Children's and their parents' views on facing research risks for the benefit of others. Arch Pediatr Adolesc Med. (2008) 162:9–14. doi: 10.1001/archpediatrics.2007.3

 10. Caldwell PH, Murphy SB, Butow PN, Craig JC. Clinical trials in children. Lancet. (2004) 364:803–11. doi: 10.1016/S0140-6736(04)16942-0

 11. Diekema DS. Conducting ethical research in pediatrics: a brief historical overview and review of pediatric regulations. J Pediatr. (2006) 149(1 Suppl.):S3–11. doi: 10.1016/j.jpeds.2006.04.043

 12. Staphorst MS, Hunfeld JA, van de Vathorst S, Passchier J, van Goudoever JB, BURDEN-group. Children's self reported discomforts as participants in clinical research. Soc Sci Med. (2015) 142:154–62. doi: 10.1016/j.socscimed.2015.08.019

 13. Hunfeld JA, Passchier J. Participation in medical research; a systematic review of the understanding and experience of children and adolescents. Patient Educ Couns. (2012) 87:268–76. doi: 10.1016/j.pec.2011.09.006

 14. Van De Maele K, Gies I, Devlieger R. Effect of bariatric surgery before pregnancy on the vascular function in the offspring: protocol of a cross-sectional follow-up study. BMJ Paediatr Open. (2019) 3:e000405. doi: 10.1136/bmjpo-2018-000405

 15. O'Lonergan TA, Forster-Harwood JE. Novel approach to parental permission and child assent for research: improving comprehension. Pediatrics. (2011) 127:917–24. doi: 10.1542/peds.2010-3283

 16. Heerman WJ, White RO, Hotop A, Omlung K, Armstrong S, Mathieu I, et al. A tool kit to enhance the informed consent process for community-engaged pediatric research. IRB. (2016) 38:8–14.

 17. Tait AR, Geisser ME. Development of a consensus operational definition of child assent for research. BMC Med Ethics. (2017) 18:41. doi: 10.1186/s12910-017-0199-4

 18. Wolthers OD. A questionnaire on factors influencing children's assent and dissent to non-therapeutic research. J Med Ethics. (2006) 32:292–7. doi: 10.1136/jme.2004.010579

 19. Black JA, Park M, Gregson J, Falconer CL, White B, Kessel AS, et al. Child obesity cut-offs as derived from parental perceptions: cross-sectional questionnaire. Br J Gen Pract. (2015) 65:e234–9. doi: 10.3399/bjgp15X684385

 20. Swinburn B, Malakellis M, Moodie M, Waters E, Gibbs L, Millar L, et al. Large reductions in child overweight and obesity in intervention and comparison communities 3 years after a community project. Pediatr Obes. (2014) 9:455–62. doi: 10.1111/j.2047-6310.2013.00201.x

 21. Tiberio SS, Kerr DC, Capaldi DM, Pears KC, Kim HK, Nowicka P. Parental monitoring of children's media consumption: the long-term influences on body mass index in children. JAMA Pediatr. (2014) 168:414–21. doi: 10.1001/jamapediatrics.2013.5483

 22. Goodenough T, Williamson E, Kent J, Ashcroft R. 'What did you think about that?' Researching children's perceptions of participation in a longitudinal genetic epidemiological study. Child Soc. (2003) 17:113–25. doi: 10.1002/chi.739

 23. Morton SM, Bandara DK, Robinson EM, Carr PE. In the 21st Century, what is an acceptable response rate? Aust N Z J Public Health. (2012) 36:106–8. doi: 10.1111/j.1753-6405.2012.00854.x

Conflict of Interest: The authors declare that the research was conducted in the absence of any commercial or financial relationships that could be construed as a potential conflict of interest.

Copyright © 2020 Van De Maele, Devlieger and Gies. This is an open-access article distributed under the terms of the Creative Commons Attribution License (CC BY). The use, distribution or reproduction in other forums is permitted, provided the original author(s) and the copyright owner(s) are credited and that the original publication in this journal is cited, in accordance with accepted academic practice. No use, distribution or reproduction is permitted which does not comply with these terms.



OPS/xhtml/Nav.xhtml




Contents





		Cover



		How to Maximize Children's Involvement in Non-therapeutic Research—Lessons Learnt From EFFECTOR



		Introduction



		Method



		Results



		Before the Study/Home Visit



		Inclusion Process



		Informed Consent and Assent



		Video Material









		During the Study/Home Visit



		After the Study/Home Visit







		Discussion



		Our Tips and Tricks







		Conclusion



		Data Availability Statement



		Ethics Statement



		Author Contributions



		Funding



		Acknowledgments



		Supplementary Material



		References

















OPS/images/cover.jpg
’ frontiers
in Pediatrics

How to Maximize Children’s
Involvement in Non-therapeutic
Research—Lessons Learnt From

EFFECTOR





OPS/images/fped-08-00047-g001.gif





OPS/images/fped-08-00047-g002.gif









OPS/images/crossmark.jpg
©

2

i

|





OPS/images/logo.jpg
, frontiers
in Pediatrics





