
111

Aktuelle Kinderschlafmedizin 2019

Managing the Disruptive 

Behaviour Prevalence with 

a  NRCT = 1 Trial Registry. 
Personalized Sleep Medicine –  
Position Paper for the Vienna Declaration 2019 

Prepared by (in alphabetic order)

1.	 Alasdair M Barr (University of British Columbia, Vancouver, CAN)

2.	 Georg Dorffner (Medical University of Vienna, Vienna, A)

3.	 Dean Elbe (University of British Columbia, Vancouver, CAN)

4.	 Alison Frieling (FASD Deutschland e.V., Lingen, GER)

5.	 Osman S. Ipsiroglu (University of British Columbia, Vancouver, CAN) – 

corresponding author

6.	 Gerhard Kloesch (Medical University of Vienna, Vienna, A)

7.	 Sue MacCabe (Perth, AUS)

8.	 Ekkehart Paditz (Zentrum für Angewandte Prävention®, Dresden, GER)

9.	 Moira Plant (University of the West of England, Bristol, UK)

10.	Beth Potter (University of Ottawa, Ottawa, CAN)

11.	 Dorothy Reid (Can-FASD Research Network, Abbotsford, CAN)

12.	Stefan Seidel (Medical University of Vienna, Vienna, A)

13.	Barbara Schneider (Sozialpaediatrisches Zentrum, Landshut; GER)

14.	Karen Spruyt (INSERM, Lyon, F)

15.	Sylvia Stockler (University of Melbourne, Melbourne, AUS)

16.	Dorothee Veer (Sozialpaediatrisches Zentrum, Meppen, GER)

 

Corresponding Author: 

Osman S. Ipsiroglu, MD, PhD  

Clinical Associate Professor, University of British Columbia, Vancouver 

Dept. of Pediatrics, Faculty of Medicine, University of British Columbia 

BC Children’s Hospital Research Institute c/o H-Behaviours Research Lab 

[previously Sleep/Wake-Behaviour Research Lab] 

Vancouver, BC V6H 4Z4, 950 w 28th Avenue, Rm 272  

oipsiroglu@bcchr.ca



112

Personalized Sleep Medicine

Keywords: hyperactive-like behaviours; hyper/hypo-arousability; hypermotor-
restlessness; tics; brain iron deficiency; intractable chronic insomnia; ADHD; 
restless legs syndrome; sensory processing dysfunctions; pain. 

Abstract

The personalized sleep medicine research endeavour is inspired by the clinical 
observation that sleep disorders in children with neuropsychiatric/-developmental 
disorders, who present with disruptive behaviours, are frequently undiagnosed 
and consequently, not or inappropriately treated. This observation elicits further 
questioning and a big ‘Why?’. To answer these questions, on March 21st, 2019 
the Department of Neurology and Section for Artificial Intelligence and Decisi-
on Support of the Center for Medical Statistics, Informatics and Intelligent Sys-
tems (Medical University of Vienna, Vienna, Austria) are hosting a Brainstorming 
Meeting. At this meeting, patient advocates and members of non-governmental 
organizations (NGOs) will report their personal experience before their sleep dis-
order was diagnosed and to what degree experiences they have undergone in the 
diagnostic process of their children and grandchildren have changed. 

Our previous research has shown that currently available categorical diagnoses of 
behavioural disabilities do not embrace the enormous abundance of their pheno-
typic expressions affecting diagnostic accuracy and precision in the evaluation of 
therapeutic attempts. New strategies for observational phenotyping (e. g. video 
technology) and the exploration of patient reported behaviours are necessary to 
expand the spectrum of disruptive behaviour phenotypes. The identification of 
clinical practice-based limitations that contribute to overlooking sleep problems 
will help us start a change in management. Therefore, we are most interested in lis-
tening to trans-generational narratives and understanding to what degree diagno-
sis and treatment concepts have transformed over the years. In modern medicine, 
going beyond traditional uni–directional doctor–patient relationships, patients/
caregivers are now taking active roles in evaluating treatment effects and making 
decisions about their own care. This trend has encouraged the precision medicine 
concept that considers individual genetic variability, environment and lifestyle 
influences for each individual. Personalized medicine is the description of “… a 
medical model using characterisation of individuals’ phenotypes and genotypes 
(e. g. molecular profiling, medical imaging, lifestyle data) for tailoring the right 
therapeutic strategy for the right person at the right time, and/or to determine 
the predisposition to disease and/or to deliver timely and targeted prevention” 
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[European Council Conclusion on personalised medicine for patients (2015/C 
421/03)]. One way of performing Personalized Sleep Medicine in clinical 
practice is to customize treatments via an individualized single n or n = 1 approach 
and allows, through randomization of treatment, patients act as their own control 
(NRCT = 1). We have chosen the writing NRCT in order to highlight the randomiza-
tion concept (medication versus placebo or vice versa), which allows meta-analysis 
of comparable n = 1 studies. Personalized Sleep Medicine sets the stage for a 
novel approach to treatment and monitoring: although the n = 1 approach is good 
clinical practice, its application as an alternative trial methodology for persona-
lized medicine is fairly new. 

Preamble

We are a group of clinicians and researchers, who are dedicated to the recog-
nition and treatment of sleep and wake disorders in children and adults with 
developmental, cognitive and behavioural disabilities. Our experience is that the 
treatment of externalizing behaviours in children/youth with neuropsychiatric/-
developmental disorders has been an ongoing challenge which, over the years, 
has raised major concerns[1] and eventually led to experimental medication trials.
[2;3] Inconsolable, drastic, and despairing clinical circumstances, as well as parental 
or school pressure, often lead to deviations from common prescription guidelines 
(e. g., off-label prescriptions at a young age).[2–4] In addition, lack of sufficient 
available time for clinical assessments, in many geographic areas, hinders accura-
te monitoring of medication effectiveness.[4;5] The absence of tools to personalize 
treatments and monitor individualized outcomes may additionally aggravate the 
need to further apply over-the-counter and prescription medications.[4;5] In this 
context, the modulating role of sleep on wake-behaviours is missed almost com-
pletely and sleep problems are perceived as part of the underlying condition and 
not as treatable entities.[6] 

Therefore, we decided to step back and review factors that might contribute to 
the current situation together with the affected individuals, patients and patient 
representatives. This position paper outlines the framework of this joint discus-
sion at its very beginning. This might be one step towards shedding new light on 
how we understand externalizing behaviours, their natural history, treatment and 
consequences.
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I. What are Disruptive Behaviours & How do they 
present?

Disruptive behaviour disorders were first defined in DSM III via three charac-
teristic item clusters used to diagnose attention deficit hyperactivity disorder 
(ADHD), conduct disorder (CD), and oppositional defiant disorder (ODD) – all 
three being part of common childhood externalizing disorders.[7] Externalizing 
disorders frequently co-occur; ADHD is the most common neuropsychiatric/-
developmental disorder in childhood, with a parental and teacher reported preva-
lence of 2–18 % in school-aged children, depending on sample size, study design, 
ethnicity, gender, age, and socio-economic status.[8] At this point, no laboratory 
test reliably predicts ADHD. Children with ADHD show patterns of attention 
deficit and/or hyperactivity-impulsivity that interferes with functioning and are 
perceived as inappropriate for their developmental level. Up to 60 % of those with 
ADHD may have a comorbid diagnosis of ODD or CD.[9] While children with 
ODD have severe and persistent negative, defiant, hostile, and oppositional beha-
viours, children with CD violate the rights of others or societal norms through re-
peated aggressive, destructive behaviours. Due to the variability in comorbidities 
among the three diagnostic groups, the development of diagnostic rating scales 
has still not reached any agreement.[10;11] As the causes of the comorbidities are not 
well understood,[12] possible genetic/epigenetic influences may be identified with 
Precision Medicine. A core observation in children with externalizing or disrupti-
ve behaviours is a sensory motor dysfunction, presenting with hyperkinesia and/
or hypermotor-restlessness at day and night times, hyper-arousability in reactions 
and hypo-arousability in thinking.[13] Recently, the Video Working Group of the 
International Pediatric Sleep Association introduced the H-behaviours concept, 
which responds to this observation and creates a framework for more in-depth 
phenomenology describing commonalities in behavioural patterns.[14] 

Disruptive behaviours are an observation-based terminology captured and descri-
bed by questionnaires. H-behaviours involve characteristics that might support 
deciphering externalizing behaviours and monitor supplementation- or medica-
tion-based interventions in an individualized way. This may be achieved by al-
lowing analyzing muscle tone, tension, posture, and the balance of voluntary to 
involuntary movements. 
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II. The Prescription Epidemic & Extent of 
Overmedication 

Status-quo. Internationally, there is increasing concern regarding the high pre-
valence rates of psychotropic drugs being prescribed for pediatric patients. US data 
investigating a total of 692,485 children showed a steady increase in the prevalence 
of any-class and multiclass psychotropic polypharmacy from 21.2 % and 18.8 % in 
1999–2000 to 27.3 % and 24.4 % in 2009–2010, respectively.[15] The prevalence incre-
ased with older age, with highest estimates for late adolescents. In 2012, Canada had 
the highest prescription rates for psychostimulants and antipsychotic medications 
for children in a multijurisdictional comparative study.[16] A recent study in Ger-
many examined the prevalence and risks of off-label antidepressant prescriptions in 
minors over time, utilizing data of about two million individuals under the age of 
18.[17] Among those receiving antidepressant medication, the authors found that off-
label prescription prevalence rates were 58 % (2004) and 40.9 % (2011), respectively. 
Pediatric off-label antipsychotic prescriptions varied between 52.3 % and 71.1 % with 
52.5 % presenting with a hyperkinetic disorder. Comparisons between United King-
dom (2014) and North American (USA) practice show, that UK and European 
guidelines are generally more conservative in their recommendations for medication 
use.[18] Furthermore, in North America, in the past 10 years, off-label prescribing of 
antipsychotic medications has risen dramatically despite serious adverse effects and 
a lack of strong evidence for efficacy.[16] Off-label antipsychotic use for treating dis-
ruptive behavioural challenges may result from the lack of clear guidance by experts 
due to the current dearth of evidence. This may produce unintended, undesirable 
adverse drug reactions.[2;3] Aside from differences in medical care models and time 
commitment of the assessing and monitoring physicians, environmental and cultu-
ral factors are important in explaining some of these differences. 

Parents of children and youth with H-behaviours face social stigmas, which are 
associated with the underlying condition, e. g. prenatal alcohol exposure or autism 
spectrum disorder.[5;19] Such a stigma might lead caregivers to seek out medications 
and physicians to prescribe in order to attenuate the impact of challenging and/or 
disruptive behaviours.[4] While over the last decade advocacy work has reduced the 
stigmas and the general desire for medication in children with, for instance, au-
tism,[19] such desire seems to continue in children with prenatal alcohol exposure.[20] 

In North America, children/youth with H-behaviours are at high risk for 
overmedication and, given the trend-setting role of North American clinical 
practice, this may affect prescription strategies all over the world. 
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The Iron Conundrum. Iron deficiency (ID) has been strongly associated with 
abnormal sleep and wake behaviours, particularly with intractable chronic insom-
nia (due to Willis Ekbom disease or restless legs syndrome) and externalizing be-
haviours, mainly ADHD. Iron plays an important role not only in restless legs 
syndrome (RLS) and periodic limb movements,[21] but also in arousal disorders, 
such as parasomnias.[22] Iron supplementation has been shown beneficial in the 
treatment of intractable insomnia, RLS[23–26] and ADHD.[27;28] Proposed mecha-
nisms are derived from iron’s central role in the brain as a co-factor in neurotrans-
mitter synthesis, as well as in myelination and oxygen delivery.[29] Iron supple-
mentation is not without its critics: it may be harmful as a pro-oxidative element 
that can have negative effects on biological systems even at moderate amounts.[30] 
However, it has been shown to reduce ADHD symptoms in children with or at 
high risk of deficiencies,[31] raising questions regarding best practice and to what 
degree iron is safer or more harmful than pharmacological treatments.

First, the rates of prescribed psychotropic drug use among those with disruptive 
behaviours are high and complicated. Secondly, iron supplementation may be an 
underutilized therapeutic option that needs to be investigated further. Thirdly, 
iron deficiency might play a foundational role in future prescription practices. 
However, there is a gap between clinical research and practice; furthermore, cur-
rent guidelines do not bridge this gap. Personalized medicine may provide answers 
to all these open questions and associated conundrums.

III. Individualized or Personalized Medicine

There is a need to improve the safety and efficacy of pharmacologic treatments of 
challenging behaviours in children/youth with neuropsychiatric-/developmental 
disorders, e. g., with externalizing behaviours. Accurate measurement of behavi-
oural-improvement is vital in assessing the effective outcome of therapeutic inter-
ventions. However, involved parties may interpret behavioural-improvement dif-
ferently and given the paucity of validated assessment tools, this may be a difficult 
and challenging process. Moreover, disruptive behaviours themselves are extremely 
variable in their clinical presentation, exceeding diagnostic classifications and their 
change over time might be missed due to parental fatigue and burn-out.[32] Par-
ticipatory research and patient-oriented communication is another trend, which 
helps to individualize medicine.[33;34] Indeed, patients/caregivers have inspired us 
to engage in the development of individualized outcome measures, e. g. utilizing 
personally meaningful outcomes and/or video-documented change of symptoms. 
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A proposal for a registry-based n = 1 platform. A structured approach 
using a combination of standard and individualized behavioural outcome mea-
sures in an n = 1 setting may generate evidence to improve therapeutic efficiency 
and outcome of these patients. The main principle of n = 1 is a protocol-based 
observation where the individual of interest is their own control. Single n or n = 1 
utilizes rigorous clinical trial methodology and exceeds the classic case report or 
simple observational before/after study concept. In addition to providing robust 
evidence in a timely fashion to inform care for an individual patient, which is the 
main purpose of an n of 1 trial, if many patients are enrolled in the same n of 1 
trial protocol, it may be possible to use meta-analysis to generate group-level esti-
mates of treatment effectiveness. If n of 1 trial protocols are embedded in patient 
registries that follow the principles of registry science (e. g., near complete case 
coverage, standardized measurement of outcomes), there is potential for efficient 
implementation of high-quality n of 1 trials. The advantages of n of 1 trials over 
observational before/after designs or case reports include: 

1.	 randomization to multiple rounds of intervention/control conditions in or-
der to control for temporal confounding; 

2.	 the ability to launch placebo-controlled or comparative effectiveness trials 
with blinding of participants and outcome assessors where this is appropriate, 
and 

3.	 prospective definition of standardized individual outcomes and their measu-
rement. In common with other types of cross-over trials where individuals 
serve as their own controls, n of 1 trials are suitable for outcomes or trial 
end-points that can capture short-term and transient (reversible) changes. 
The creation of a registry-based online platform that includes standard proto-
cols for n of 1 trials will enable health care providers from various countries 
and institutions to evaluate pharmacologic interventions in children/youth 
with neuropsychiatric-/developmental disorders, in order to inform individu-
al treatment decisions while also contributing information toward a rigorous 
multi-centre evaluation. The results for each individual patient may be used 
to support care decisions for that patient without waiting for the group-level 
results from the larger meta-analysis across multiple centres.

IV. Motivation and Goal of this Position Paper 

There is a need to improve the safety and effectiveness of pharmacologic treatments 
of challenging behaviours in children/youth with neuropsychiatric/-developmen-
tal disorders. An approach using individualized behavioural outcome measures in 
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an n = 1 setting may personalize/individualize and improve therapeutic efficiency 
and outcome for these patients. The first step is to develop outcome measures for 
disruptive behaviours and NRCT = 1 protocols for test-settings.

As a first step towards our overall goal, a task force of clinicians and patient ad-
vocates have justified the research endeavour with this position paper. On March 
21st, 2019, we will review and prepare together with interested patient advocates 
and non-governmental organizations (NGOs) the first framework for applying 
n = 1 study design in clinical practice. This framework will then be reviewed by 
professionals and lay-people members of our research consortium. This Position 
Paper, its review and further development, will be the basis for grant applications 
to further develop an n = 1 trial platform and personalize pediatric wake and sleep 
medicine. 

Appendix 

The Proposed Research. Step 1

The first step in creating a personalized n = 1 treatment protocol for children with 
neuropsychiatric/-developmental disorders is to develop outcome measures for 
interventions when disruptive behaviours are treated. An example, which even 
convinced insurance companies and billing services in Germany, is the methyphe-
nidate titration study for individualized treatment interventions.[35;36] The subtle 
changes in facial mimic characteristics, as a main measure for self-regulation in 
children/youth with ADHD, were investigated utilizing video recordings. Smi-
ling, captured collaboratively by parents and professionals, became key to medica-
tion titration on an individual level avoiding under-/ over-dosage of psychostimu-
lants and adverse drug reactions. The focus on sleep[37;38] or specific clinical (e. g. 
biochemical) outcome measures[39;40] and their evaluation is another complemen-
tary approach. 

Goal of Step 1. Following the need for personalized treatments and individua-
lized outcomes, we will test applicability of available tools for n = 1 study-proto-
cols, which allow meta-analysis-based evaluation of both quality assurance and 
research-based n = 1 studies. Given our engagement with pediatric patients and 
the need to improve clinical monitoring of pharmacologic therapies for children 
with challenging wake and sleep behaviours, these highly vulnerable populations 
are the particular focus of our research.
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Hypothesis. Capturing the change of symptoms at an individualized level via 
tailored outcome measures (e. g., ‘ADHD-smile’ or increase of ‘vigilance’) will bet-
ter respond to the patient’s/families’ personal medication related experience. This 
approach will also strengthen the unique subjective perspective regarding effect 
size, and consequently the satisfaction, adherence, and involvement in subsequent 
decision-making processes of patients thus, the creation of a participatory research 
network. 

Objectives. In order to achieve this goal, in our research endeavour we will 

1.	 Integrate traditional symptoms of externalizing behaviours (‘core outcomes’ 
defined via validated questionnaires) and personalized outcome measures 
(e. g., sitting behaviours at dinner table) in randomized NRCT = 1 protocols, 
which can be used in evaluation of any of the following mentioned interven-
tions in patients with disruptive or H-behaviours.

2.	 Develop exemplary clinical protocols for n = 1 trials for (a) iron supplementation 
and (b) interventions with short acting stimulant treatments.

3.	 Develop user-friendly consent/assent forms utilizing modern layout and graphic 
control elements, (e. g., use of space and icons) and tailored to specific age and 
patient groups, considerate of the needs of the recipient. 

Expected Deliverables

Core sets of assessment tools & individualized outcome measures for the evaluation of 
pharmacological therapies in children/youth with disruptive behaviours, utilizing 
the H-behaviours concept.

1.	 A library of individual H-behaviour symptoms, visualized by pictograms and/
or videos, for parents/ caregivers with the ultimate goal to be used in parental 
and clinical monitoring. 

2.	 For achieving (1) and (2) an electronic process book and user guide will be deve-
loped. This will enable the creation of individualised patient related information, 
highlighting the pictograms and or use of videos as visualized outcome mea-
sures to be of use to a wider clinical audience. 
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Benefits 

1.	 Clinical Applicability: Aside from traditional symptom monitoring (via 
questionnaires), the applicability and user-friendliness of the tools offered in 
this research endeavour will enable personalized pharmacological treatment 
of children/youth with neuropsychiatric/-developmental disorders, both in 
practical clinical settings and in formal trial settings. 

2.	 Research Applicability: Collected data will support detailed phenotyping 
of disruptive behaviours utilizing the H-behaviours concept from a clinical 
and pharmacological aspect. 

3.	 Applicability in quality improvement: This project will improve infor-
mation prioritization and communication with patients and improve the 
consenting/assenting process.

In summary, this Position Paper, its review and further development, will be the 
basis for grant applications to further develop an n = 1 trial platform and persona-
lize pediatric wake and sleep medicine. 

References 

[1]	 Swanson JM, Volkow ND (2009). Psychopharmacology: concepts and 
opinions about the use of stimulant medications. J Child Psychol Psychiatry 
50(1–2): 180–193. doi: 10.1111/j.1469–7610.2008.02062.x]

[2]	 Di Pietro N, Illes J; Canadian Working Group on Antipsychotic Medica-
tions and Children (2014). Rising antipsychotic prescriptions for children 
and youth: cross-sectoral solutions for a multimodal problem. Canadian 
Medical Association Journal 186(9): 653–654.

[3]	 Di Petro N, Illes J (2005). The Science and Ethics of Antipsychotic Use in 
Children. Waltham, MA: Elsevier.

[4]	 Oldani MJ (2009). Uncanny scripts: understanding pharmaceutical emplot-
ment in the aboriginal context. Transcult Psychiatr 46:131–156. https://doi.
org/10.1177/1363461509102291.

[5]	 Ipsiroglu OS, McKellin WH, Carey N, Loock C (2013). “They silently live 
in terror…” why sleep problems and night-time related quality-of-life are 
missed in children with a fetal alcohol spectrum disorder. Social Science & 
Medicine 79: 76–83. 



121

Personalized Sleep Medicine

[6]	 Jan JE, Bax MC, Owens JA, Ipsiroglu OS, Wasdell MB (2012). Neurophy-
siology of circadian rhythm sleep disorders of children with neurodeve-
lopmental disabilities. Eur J Paediatr Neurol 16(5):403–412. doi: 10.1016/j.
ejpn.2012.01.002. Epub 2012 Jan 20.

[7]	 Pelham WE Jr, Gnagy EM, Greenslade KE, Milich R (1992). Teacher ratings 
of DSM-III-R symptoms for the disruptive behavior disorders. J Am Acad 
Child Adolesc Psychiatry. 31(2):210–218. Erratum in: J Am Acad Child Ado-
lesc Psychiatry 1992 

[8]	 Rowland AS, Lesesne CA, Abramowitz AJ (2002). The epidemiology of 
attention deficit/hyperactivity disorder (ADHD): a public health view. Ment 
Retard Dev Disabil Res Rev 8(3):162–170.

[9]	 Maughan B, Rowe R, Messer J, et al., (2004). Conduct disorder and opposi-
tional defiant disorder in a national sample: developmental epidemiology. J 
Child Psychol Psychiatry 45(3):609–621. 

[10]	Silva RR, Alpert M, Pouget E, Silva V, Trosper S, Reyes K, Dummit S 
(2005). A rating scale for disruptive behavior disorders, based on the DSM-
IV item pool. Psychiatr Q 76(4):327–339.

[11]	 Friedman-Weieneth JL; Doctoroff GL; Harvey EA; Goldstein LH (2009). 
“The Disruptive Behavior Rating Scale-Parent Version (DBRS-PV): Factor 
analytic structure and validity among young preschool children”. Journal 
of Attention Disorders. 13 (1): 42–55. doi:10.1177/1087054708322991. PMID 
18753403.

[12]	Dick DM, Viken RJ, Kaprio J, Pulkkinen L, Rose RJ (2005). Understan-
ding the covariation among childhood externalizing symptoms: genetic and 
environmental influences on conduct disorder, attention deficit hyperacti-
vity disorder, and oppositional defiant disorder symptoms. J Abnorm Child 
Psychol 33(2):219–229.

[13]	 Ipsiroglu OS, Wind K, Hung YA, Berger M, Chan F, Yu W, Stockler S, 
Weinberg J (2018). Prenatal alcohol exposure and sleep-wake behaviors: 
exploratory and naturalistic observations in the clinical setting and in an 
animal model. Sleep Med 25;54:101–112. doi: 10.1016/j.sleep.2018.10.006.

[14]	Ipsiroglu OS, Kloesch G, Beyzaei N, McCabe S, Berger M, Kuhle HJ, Kohn 
B, Puyat J, Van der Loos HFM, Garn H, and the Video Working Group of 
IPSA (2017). Recordings of Naturalistic Observations: Pattern Recognition 
of Disruptive Behaviours in People with Mental Health or Neurodevelop-
mental Conditions. In Kerzel S, Paditz E (eds) [Building Bridges: Com-
bining Pediatric Sleep Medicine – Current Pediatric Sleep Medicine 2017]: 
54–76. kleanthes, Dresden, Germany.



122

Personalized Sleep Medicine

[15]	Soria Saucedo R, Liu X, Hincapie-Castillo JM, Zambrano D, Bussing R, 
Winterstein AG (2018). Prevalence, Time Trends, and Utilization Patterns 
of Psychotropic Polypharmacy Among Pediatric Medicaid Beneficiaries, 
1999–2010. Psychiatr Serv. 1;69(8):919–926. doi: 10.1176/appi.ps.201700260. 
Epub 2018 Jun 8.

[16]	Zhang T, Smith, MA, Camp PG, Shajari S, MacLeod SM, Carleton BC 
(2013). Prescription drug dispensing profiles for one million children: a 
population-based analysis. Eur J Clin Pharmacol 69(3):581–588.

[17]	Schröder C, Dörks M, Kollhorst B, Blenk T, Dittmann RW, Garbe E, Rie-
del O (2017). Pharmacoepidemiol Drug Saf 26(11):1395–1402. doi: 10.1002/
pds.4289. Epub 2017 Aug 24.

[18]	Murphy JM, McCarthy AE, Baer L, Zima BT, Jellinek MS (2014). Alterna-
tive national guidelines for treating attention and depression problems in 
children: comparison of treatment approaches and prescribing rates in the 
United Kingdom and United States. Harv Rev Psychiatry 22(3):179–192. 
doi: 10.1097/HRP.0000000000000026. PMID: 24736521

[19]	Ipsiroglu OS. Autism Spectrum Disorders and Willis Ekbom disease. A plea 
for explorative histories [Autismus-Spektrum-Störungen und Willis-Ekbom-
Erkrankung. Ein Plädoyer für explorative Anamnesen] (2015). In: Paditz E, 
Sauseng W, editors. Pediatric Sleep Medicine [Aktuelle Kinderschlafmedizin 
2015]. Dresden: kleanthes, p. 49–65.

[20]	Ipsiroglu O, Berger M, Lin T, et al. (2015). Pathways to overmedication and 
polypharmacy. In: DiPietro N, Illes J, editors. The Science and Ethics of 
Antipsychotic Use in Children. Waltham, MA: Elsevier; p. 125–148.

[21]	Earley CJ, Allen RP, Beard JL, Connor JR (2000). Insight into the patho-
physiology of restless legs syndrome. J Neurosci Res 62: 623–628.

[22]	Kotagal S (2012). Treatment of Dyssomnias and Parasomnias in Childhood. 
Current Treatment Options in Neurology 14(6): 630–649.

[23]	Grote L, Leissner L, Hedner J, & Ulfberg J (2009). A randomized, double-
blind, placebo controlled, multi-center study of intravenous iron sucrose 
and placebo in the treatment of restless legs syndrome. Movement Disorders 
24(10): 1445–1452. 

[24]	Lee C, Lee S, Kang S, Park H, & Yoon I (2013). Comparison of the effica-
cies of oral iron and pramipexole for the treatment of restless legs syndrome 
patients with low serum ferritin. European Journal of Neurology 21(2): 
260–266. 



123

Personalized Sleep Medicine

[25]	Wang J, O’Reilly B, Venkataraman R, Mysliwiec V, & Mysliwiec A (2009). 
Efficacy of oral iron in patients with restless legs syndrome and a low-nor-
mal ferritin: A randomized, double-blind, placebo-controlled study. Sleep 
Medicine 10(9): 973–975. 

[26]	Allen R, Adler C, Du W, Butcher A, Bregman D, & Earley C (2011). 
Clinical efficacy and safety of IV ferric carboxymaltose (FCM) treatment of 
RLS: A multi-centred, placebo-controlled preliminary clinical trial. Sleep 
Medicine 12(9): 906–913. 

[27]	Cortese S, Azoulay R, Castellanos FX, et al. (2012). Brain iron levels in 
attentiondeficit/hyperactivity disorder: a pilot MRI study. World J Biol 
Psychiatr 13:223–231. https://doi.org/10.3109/15622975.2011.570376.

[28]	Cortese S, Angriman M, Lecendreux M, et al. Iron and attention deficit/
hyperactivity disorder: what is the empirical evidence so far? A systematic 
review of the literature. Expert Rev Neurother 2012;12:1227–1240. https://
doi.org/10.1586/ern.12.116.

[29]	Hare D, Ayton S, Bush A, & Lei P. (2013). A delicate balance: Iron metabo-
lism and diseases of the brain. Frontiers in Aging Neuroscience 5 (34): 1–19.

[30]	Lönnerdal B (2017). Excess iron intake as a factor in growth, infections, 
and development of infants and young children. Am J Clin Nutr 106(Suppl 
6):1681–1687. doi: 10.3945/ajcn.117.156042. Epub 2017 Oct 25.

[31]	Lange KW, Hauser J, Lange KM, Makulska-Gertruda E, Nakamura Y, 
Reissmann A, Sakaue Y, Takano T, Takeuchi Y (2017). The Role of Nutritio-
nal Supplements in the Treatment of ADHD: What the Evidence Says. Curr 
Psychiatry Rep 19(2):8. doi: 10.1007/s11920–017–0762–1.

[32]	Lebert-Charron A, Dorard G, Boujut E, Wendland J (2018). Maternal 
Burnout Syndrome: Contextual and Psychological Associated Factors. Front 
Psychol 9:885. doi: 10.3389/fpsyg.2018.00885. eCollection 2018.

[33]	Haijes HA, van Thiel GJ (2016) Participatory research: What is the history? 
Has the purpose changed? Pediatric Research 676–683. 

[34]	Bush PL, Pluye P, Loignon C, Granikov V, Wright MT, Pelletier JF, 
Bartlett-Esquilant G, Macaulay AC, Haggerty J, Parry S, and Repchinsky 
C (2017). Organizational participatory research: a systematic mixed studies 
review exposing its extra benefits and the key factors associated with them. 
Implement Sci 12: 119. Published online 2017 Oct 10. doi: 10.1186/s13012–
017–0648-y.



124

Personalized Sleep Medicine

[35]	Kühle HJ, Hoch C, Rautzenberg P, et al. (2001). Brief video-assisted obser-
vation of visual attention, facial expression, and motor skills for diagnosis of 
attention deficit/hyperactivity disorder (ADHD) [Kurze videounterstützte 
Verhaltensbeobachtung von Blickkontakt, Gesichtsausdruck und Moto-
rik zur Diagnostik des Aufmerksamkeitsdefizit/Hyperaktivitätssyndroms 
(ADHS)]. Prax Kinderpsychol Kinderpsychiatr 50 (8): 607-621.

[36]	Kühle HJ, Kinkelbur J, Andes K, et al. (2007). Self-regulation of visual 
attention and facial expression of emotions in ADHD children. J Atten 
Disord 10:350e8.

[37]	Walters AS, Silvestri R, Zucconi M, et al. (2008). Review of the possible 
relationship and w links between attention deficit hyperactivity disorder 
(ADHD) and the simple sleep related movement disorders, parasomnias, 
hypersomnias, and circadian rhythm disorders. J Clin Sleep Med 4:591–600.

[38]	Silvestri R, Gagliano A, Arico I, et al. (2009). Sleep disorders in children 
with Attention-Deficit/Hyperactivity Disorder (ADHD) recorded overnight 
by video-polysomnography. Sleep Med 10(10):1132–1138. doi: 10.1016/j.
sleep.2009.04.003. Epub 2009 Jun 13.

[39]	Pringsheim T, Doja A, Belanger S, Patten S (2011). Canadian Alliance for 
Monitoring Effectiveness and Safety of Antipsychotics in Children (CAME-
SA) guideline group. Treatment recommendations for extrapyramidal side 
effects associated with second-generation antipsychotic use in children and 
youth. Paediatr Child Health 16(9):590–598.

[40]	Pringsheim T, Panagiotopoulos C, Davidson J, Ho J (2011). Canadian Alli-
ance for Monitoring Effectiveness and Safety of Antipsychotics in Children 
(CAMESA) guideline group. Evidence based recommendations for moni-
toring safety of second-generation antipsychotics in children and youth. 
Paediatr Child Health 16(9):581–589.


