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B FOREWORD

Autism in children and adolescents

Autism is a so-called neurodevelopmental disorder. In other words, it is a disorder imprinted in the structural development
of the brain, and for which, as a consequence, there can be no cure. To all those involved with children or adolescents
the challenge is rather to find the best possible options to foster optimal realization of the aptitudes they have, and to
avoid or control challenging behaviour or associated problems. These best options or therapies for these children and
adolescents are the subject our report.

The task assigned by the Minister of Health to assess the management of autism in children and adolescents was a
considerable challenge for the Belgian Health Care Knowledge Centre. In mental healthcare, high-quality clinical studies
are scarce anyway, and therefore it was clear from the beginning that applying a strictly evidence-based methodology
would be difficult. In addition, there is a heated debate amongst professionals dealing with children, adolescents (and
adults) with autism spectrum disorder: those advocating a biological and behavioural approach oppose those who believe
in a more psychosocial approach. Whilst the only relevant question for the patient and his parents is to know: “What
does actually work?”

This is the question that we need to start answering. We build on any reliable scientific study results available in the
literature for this field. This included the valuable work by our colleagues at the British National Institute for Health and
Care Excellence (NICE) and the French Haute Autorité de Santé (HAS), which greatly inspired our approach. However,
the yield from the scientific literature was very disappointing for many aspects of the problem. In such case, we must rely
on the expertise and experience of the care providers — with diverse backgrounds — in our working group. The
recommendations that have been formulated are based on a broad consensus among the consulted experts, taking into
account the current Belgian context. A consensus substantiated by - and never contradicting - the scientific results.

Perhaps the negative results are the most important results of our work: the list of interventions and treatments that one
should rather not waste time and money on, due to lack of proven efficacy. Hopefully this will contribute to reducing false
hope and futile costs and efforts for the (parents of) patients, who often desperately search for help and solutions. In
addition, there are fortunately a great number of recommendations for therapies and initiatives that are worth the effort,
both for patients and their parents, for the professional care providers and for policy-makers. We hope that our numerous
recommendations will provide an impulse in the right direction - over the entire spectrum - and we sincerely thank the
many experts and stakeholders who devoted so much of their energy into this collaborative effort.

Christian LEONARD Raf MERTENS
Assistant Chief Executive Officer Chief Executive Officer
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BEXECUTIVE SUMMARY 1. INTRODUCTION

According to DSM-5 (and the proposed ICD-11 criteria) children and
adolescents, who are diagnosed with autism spectrum disorder (ASD) share
two sets of characteristics:

e Persistent deficits in social communication and social interaction across
multiple contexts.

e Repetitive behaviour which may be expressed by restricted, obsessive
or repetitive activities reflecting difficulties adapting to change and
unusually narrow interest, as well as sensory sensitivities .

It is usually impossible to determine one definite cause of autism in a child.
Genetics are known to play an important role. ASD is considered a neuro-
developmental disorder and although treatment can improve certain
behavioural aspects, the disorder cannot be “cured”. With the development
of behavioural therapies in Anglo-Saxon countries there has been a shift in
treatment approaches. Therefore, the request was introduced to KCE for an
evidence based guideline for the treatment of autism in children and
adolescents. We were faced with several challenges such as the lack of
clinical studies demonstrating evidence and the differences in organization
of care within the country, leading to a wide scope of expectations.
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2. OBJECTIVES AND SCOPE OF THIS
GUIDELINE

2.1. Scope

The aim of this guideline is to offer an overview of the current evidence on
the management of autism in children and adolescents and to formulate
recommendations. The target users are parents and professionals caring for
children and adolescents with autism at home, in medical settings and in
institutions.

The GDG focused on two questions:

1.  What is the current scientific evidence for psychosocial interventions,
educational, biomedical and pharmacological treatments for children
and young people with ASD, with or without a double diagnosis ASD,
intellectual disability or other associated features?

2. What is good clinical practice management for children and young
people with ASD and their families?

2.2. Research questions

The final selection of research questions was made during an initial scoping
meeting at KCE on October 8th, 2013. These questions were addressed by
the recommendations.

KCE Report 233Cs

3. METHODS

3.1. Systematic review of the literature

A search for clinical guidelines was carried out in several databases and
institutional websites (OVID Medline, the National Guideline Clearing House
(http://www.quideline.gov/) and Guidelines International Network
(http://www.g-i-n.net/ and Belgian websites). The search covered the period
from 1 January 2008 to 24 June 2013. Two independent researchers
performed the selection and the quality appraisal of the guidelines. We
finally retained two guidelines: a guideline elaborated by the Haute Autorité
de la Santé (HAS) (2012)? and the most recent guideline published by the
National Institute for Health and Care Excellence (NICE) in UK." The
information obtained from these two guidelines was used following a
structured and formal methodology that was developed by the ADAPTE
group.® It was decided to prioritize and follow the structure of the NICE
guideline because of its comprehensiveness and superior score on AGREE
Il. The evidence was therefore presented for six domains:

Domain 1: Experience of care and the organisation and delivery of care
Domain 2: Interventions aimed at core features of autism
Domain 3: Interventions aimed at behaviour that challenges

Domain 4: Intervention aimed at associated features of autism and co-
existing conditions

Domain 5: Interventions aimed at improving the impact of the family
Domain 6: Adverse events associated with interventions
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3.2. Formulation of recommendations

Evidence or consensus statements from both guidelines were summarized
in tables per outcome and per domain. Based on these tables a first draft
of recommendations was prepared by a small working group (Genevieve
Veereman, Kirsten Holdt, Marijke Eyssen and Nadia Benahmed). These
tables and the proposal for recommendations were circulated to the GDG
two weeks prior to the face-to-face meetings (held on 13 January, 24 31
March 2014 and 28 April 2014). Recommendations were changed if
important new evidence supported this change or mostly by consensus
amongst the attending GDG members.

The recommendations prepared during the GDG meetings, were
subsequently submitted to all GDG members for on line voting according to
the Delphi method (http://www.rand.org).

In both guidelines evidence was scarce and evidence levels could mostly
not be attributed. Since the ADAPTE method was applied and the great
majority of recommendations were expert based, it was not possible to use
GRADE for allocating levels of evidence or strengths of recommendation.

The final GDG recommendations are organized by domain and represent at
least 85% consensus. In addition, the GDG identified specific areas for
which clinical research is meaningful and needed as well as priorities
relating to the Belgian context.

For this guideline, no formal cost-effectiveness study was conducted.

The recommendations prepared by the guideline development group were
submitted to key representatives of professional and parents’ associations
(see colophon) who acted as stakeholders for voting according to the Delphi
methods. Recommendations that did not reach 85% consensus were
discussed during a face to face meeting on May 26, 2014. Stakeholders
were also asked about barriers and facilitators for implementation of this
guideline. Finally, the current guideline was reviewed for content prior to its
publication by two independent assessors (see colophon). Subsequently the
guideline was validated by CEBAM, making use of the AGREE Il checklist.
Declarations of interest were officially recorded.

Autism in children and adolescents

4. CLINICAL RECOMMENDATIONS

The GDG discussed recommendations for the six domains and proposed a
total of 148 recommendations. For clarity we grouped the ten positive and
five negative recommendations regarding all types of interventions for all
domains involved in the care of young children and adolescents with autism
(Table 1).

The exhaustive list of all recommendations can be found in the scientific
report. These recommendations were agreed on by over 85% of GDG
members. Based on current evidence, experience and expectations the
GDG also proposed research recommendations to ameliorate the prospects
in the management of autism of young children, adolescents and their
families (Table 2).

Finally recommendations that are specific for the Belgian context are
proposed as policy recommendations (Table 3).
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Table 1 — Global summary of positive and negative recommendations regarding interventions
POSITIVE AND NEGATIVE RECOMMENDATIONS

Reference nr recommendation in scientific report

Psychosocial interventions

In children and young people with autism, consider a specific social-communication intervention for the core feature of
impaired reciprocal social communication and interaction. This intervention should include play based strategies with
parents, carers and teachers to increase joint attention, engagement and reciprocal communication in the child or young
person. Strategies should be adjusted to the child or young person's developmental level aim to increase the parents’,
carers', teachers' or peers' understanding of, and sensitivity and responsiveness to, the child or young person's patterns
of communication and interaction include techniques to expand the child or young person's communication, interactive
play and social routines. The intervention should be delivered by a trained professional. For pre-school children consider
parent, carer or teacher mediation. For school-aged children consider peer mediation.

In the absence of coexisting mental health or behavioural problems (e.g. anxiety or ADHD) and if no physical disorder
or environmental problem has been identified as triggering or maintaining the behaviour that challenges, offer the child
or young person a psychosocial intervention as a first-line treatment.

Based on expert consensus, the GDG provided a recommendation to use augmentative communication techniques such
as PECS for children with autism and impairment in adaptive behaviour.

Based on expert consensus, speech and language problems in children with autism should be addressed within a
personalized project including functional objectives in the field of verbal or non-verbal communication. This program
could include PECS, should be initiated early on, include speech and language therapy and involve the parents. The
indication for speech therapy should be determined independent of the child’s IQ and should be integrated in a
multidisciplinary approach.

Based on expert consensus, the implementation of an educational intervention such as LEAP, an alternative program
for pre-schoolers and parents, should be considered and studied to improve academic skills, learning and motor
difficulties in children with autism.

Based on expert consensus, psychomotor and occupational therapy should be considered in case of co morbid
developmental coordination disorder, or other well specified motor problems that interfere with daily life, but only after
clinical assessment and with regular re-assessments.

A 37

B 60

C 92

D 96,98,99,100,101
E 109,123

F 126

G 130

It is recommended to consider a cognitive-behavioural treatment intervention (CBT) to treat anxiety in children with
autism who have the required verbal and cognitive ability to engage in CBT.

Pharmacological interventions

H 75

It is recommended to consider antipsychotic medication for managing behaviour that challenges in children and young
people with autism when psychosocial or other interventions are insufficient or could not be delivered because of the
severity of the behaviour.
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| 88 Based on the available literature, the pharmacological agents that have shown comparable efficacy as treatment for
challenging behaviour in children and young persons with autism are haloperidol, risperidone and aripiprazole.
J 136 Based on expert consensus, in the case of persistent sleep problems, it is recommended to consult with a specialist

with expertise in the management of autism or paediatric sleep medicine for persistent sleep problems to consider
pharmacological treatment (e.g. melatonin).

Biomedical interventions

K 44,47,49, 89, 94, Biomedical interventions involving hormone therapy (secretin), immunoglobulins, chelation, HBOT and gluten- or casein-
95,103, 104, 114,120, free diets are not recommended to target overall autistic behaviour.
128,129,134,138

L 45 Biomedical interventions involving drugs such as antibiotics, antifungals, dextrometorphan, famotidine, amantadine,
benzodiazepines and antihistamines are not recommended to treat ASD.

M 46,48,50,89, There is insufficient evidence on the effect of complementary interventions (such as acupressure, acupuncture, electro-

94,103,113,105 acupuncture, and hands on facilitated communication and Qigong massage), nutritional interventions (with multivitamins

and minerals, L- carnosine or L-carnitine, omega-3 fatty acids) and sensory interventions (neurofeedback and auditory
integration training) or motor intervention (Kata exercise training). Therefore no recommendation can be provided for
these interventions.

N 71,73 The use of isolation chambers and physical restraints should be restricted to exceptional cases where all other
approaches have failed and the person and the environment need protection.
0 74 It is recommended not to use packing (wrapping in cold, wet towels).

Table 2 — Research recommendations

GDG: Research recommendations

149 The GDG recommends to promote community based research and to explore which research designs are best applicable to the population.
150 Given a limited but encouraging amount of evidence, the GDG recommends to focus research interventions on the following domains:
1. Augmentative communication such as Picture Exchange Communication System (PECS)

2. Learning Experience and Alternative Program for Preschools and their Parents (LEAP)
3. Early Start Denver model (ESDM)

4. TEACCH model
5
6

. Speech and language therapy

Psychopharmacological therapies for core features, challenging behaviour, associated features and coexisting  conditions.




Table 3 — Policy recommendations made by the GDG
GDG Recommendations specific to the Belgian context

Autism in children and adolescents
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151 The GDG recommends to support home based care within a network for all age groups. Home based care also addresses concerns of parents, siblings

and their environment.

152 Anindividual plan should be elaborated for each child or adolescent with autism. This plan or road map should be discussed amongst the care providers,
the child's legal representatives and the recipient. Regular assessments should redefine the recipient's participation. Therapies should be updated

based on the state of the art in clinical experience and research.

153 Care networks for children and young people with autism should be equally accessible to all.

154 Care networks should integrate adapted residential care as one of the possible treatment options for children and adolescents with autism who present

challenging behaviour or are in a crisis situation.

155 Education should be tailored to the needs of the children and young people with autism whether they are included in the mainstream or in the special
educational system. It should be accessible to all, independent of their intellectual capacities. This includes also children with higher intellectual

capacities than average.

156 Professionals should be provided with adequate training and support.

5. DISCUSSION

5.1. Best available evidence

The problems faced by children and adolescents with autism, their
caretakers and families are complex. Since evidence on the various
outcomes is lacking, the present guideline is mostly a consensus based
guideline. However, we obtained consensus from a broad representation of
and parents and professionals caring for children and adolescents with
autism. The consensus was in line and never in contradiction with the, albeit
limited, available evidence. In addition promising areas for further research
have been identified and recommendations were made for the situation is
Belgium.

5.2. How to use this guideline

GDG members strongly felt that practical and pragmatic solutions tailored to
the individual situation should be offered to children and adolescents with
autism and their families. It was stressed that in everyday life the biggest
challenges are aggressive behaviour, associated medical conditions and
sexuality. The recommendations made by the GDG are comprehensive and
address these particular areas. We believe that the GDG recommendations
offer a solid base for orienting care, improving existing structures or creating
new ones within the available logistic context.
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