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Evaluation and
Management of the
Child With Autism
Spectrum Disorder

By Nicole Baumer, MD, MEd; Sarah J. Spence, MD, PhD

ABSTRACT

PURPOSE OF REVIEW: Autism spectrum disorder is a neurodevelopmental
disorder defined by deficits in social communication and the presence
of restricted and repetitive behaviors and interests. This article provides
the tools to diagnose and manage patients with autism spectrum
disorder.

RECENT FINDINGS: Autism spectrum disorder is a heterogeneous condition with
varying presentations, multiple etiologies, and a number of comorbidities
that impact the course and management of the disorder. This article
defines the core features of social communication deficits, including
problems with social reciprocity, decreased nonverbal communication,
and difficulties in developing and maintaining relationships. The second
domain of repetitive behaviors and restricted interests, which includes
the presence of stereotyped behaviors or speech, insistence on sameness
and behavioral rigidity, intense or out of the ordinary interests, and
unusual responses to sensory stimulation, is also delineated. Comorbidities
commonly seen with autism spectrum disorder include medical,
neurologic, and psychiatric conditions. Despite intense research efforts,
the etiology of autism spectrum disorder remains unknown in most
cases, but it is clear that a strong genetic component exists that
interacts with various environmental risk factors. Current research is
identifying overlapping neurobiological pathways that are involved in
pathogenesis. Treatment involves intensive behavioral therapy and
educational programming along with traditional ancillary services,

such as speech/language, occupational, and physical therapies.
Psychopharmacologic treatments are also used to target certain symptoms
and comorbid conditions.

suMMARY: Neurologists can play an important role in diagnosing autism
spectrum disorder according to clinical criteria through a comprehensive
evaluation that includes a thorough medical and developmental history,
behavioral and play observations, and a review of standardized coghnitive
and language evaluations. Neurologists are also responsible for investigating
etiologies, recommending and advocating for appropriate behavioral and
educational interventions, and identifying and often managing comorbidities.

FEBRUARY 2018

Copyright © American Academy of Neurology. Unauthorized reproduction of this article is prohibited.


mailto:sarah.spence@childrens.harvard.edu
mailto:sarah.spence@childrens.harvard.edu

INTRODUCTION
utism spectrum disorder is a complex heterogeneous
neurodevelopmental disorder characterized by deficits in social
communication and social reciprocity in addition to repetitive
behaviors and restricted interests. Language and cognitive
impairment may co-occur. Onset of symptoms is in early
childhood, and the disorder is usually thought to be lifelong. First described in
1943 by Leo Kanner, autism was thought to be a rare disorder for many years.
However, in the past 2 to 3 decades, the estimated prevalence has increased
steadily and dramatically. This is thought to be due to a number of factors,
including the broadening of the diagnostic criteria, some diagnostic substitution,
and increased recognition and knowledge of the disorder. Additionally, there
may be other reasons that are currently unknown and the target of much speculation.
The most recent estimate from the Centers for Disease Control and Prevention
(CDC) is that 1in 68 children has a diagnosis of autism spectrum disorder.” Given
the 4:1 male to female ratio, that represents an incidence of 1 in 42 boys and 1 in
189 girls.” The clear male preponderance has not yet been fully explained but
likely reflects genetic and hormonal factors. Despite intense research efforts, the
exact pathophysiology remains largely unknown but is believed to involve a
complex interplay between genetics and environmental factors.

What is now termed autism spectrum disorder was historically made up of
multiple distinct disorders (ie, autistic disorder, pervasive developmental
disorder-not otherwise specified, and Asperger disorder).” In the Diagnostic
and Statistical Manual of Mental Disorders, Fifth Edition (DSM-5), all of these
disorders are combined into one, termed autism spectrum disorder.?

Neurologists are often called on to diagnose autism spectrum disorder. This article
reviews the clinical features and diagnostic criteria of autism spectrum disorder
according to the DSM-5 and gives a framework for how to approach the diagnostic
process, identify comorbidities, investigate etiologies, and manage the disorder.

DIAGNOSTIC CRITERIA

Current diagnostic criteria focus on two domains of function: deficits in social
communication and the presence of restricted interests and repetitive behaviors
(FIGURE 12-1).

Because behavioral profiles change with development and specific symptoms
may come and go over time, DSM-5 allows for a history of symptoms, even if
not currently manifested, to meet criteria for diagnosis. The diagnosis can be
made by showing these behaviors were present by history as long as the current
profile is consistent with autism spectrum disorder and functional impairment
that is considered clinically significant is ongoing.

Symptoms must be present in the early developmental period, and it is important
to consider whether the impairing symptoms are best explained by autism
spectrum disorder or another condition, such as global developmental delay or
cognitive impairment/intellectual disability. In autism spectrum disorder,
impairment in social and communication skills and behaviors must be out of
proportion to what is expected for the individual’s developmental functioning.

Deficits in Social Communication and Social Interaction
Social communication encompasses a number of skills. DSM-5 requires that
deficits be present in all three of the following areas: social-emotional reciprocity,
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® What is now termed
autism spectrum disorder
was historically made up of
multiple distinct disorders
(ie, autistic disorder,
pervasive developmental
disorder-not otherwise
specified, and Asperger
disorder). In the Diagnostic
and Statistical Manval of
Mental Disorders, Fifth
Edition (DSM-5), all of
these are combined into
one, termed autism
spectrum disorder.

® Current diagnostic
criteria for autism spectrum
disorder focus on two
domains of function:
deficits in social
communication and the
presence of restricted
interests and repetitive
behaviors.
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AUTISM SPECTRUM DISORDER

Restricted Interests/
Repetitive Behavior

e Repetitive or sterectyped
movements, speech, or play

Social Communication
Deficits

e Insistence on sameness and

o Social-emotional reciprocity need for rituals or routine

e Nonverbal communication e Highly intense or unusual areas

e Ability to form and maintain of interest

appropriate social
relationships

e Oversensitivity or
undersensitivity to different
sSensory experiences or
unusual sensory behaviors

Need symptoms in all three

subdomains

Need symptoms in two of
four subdomains

FIGURE 12-1
Autism spectrum disorder core symptom domains according to the Diagnostic and
Statistical Manual of Mental Disorders, Fifth Edition (DSM-5).

nonverbal communication, and social relationships.? These are true deficits that
represent a deviation from the expected developmental trajectory, irrespective of
the level of developmental function.

SOCIAL-EMOTIONAL RECIPROCITY. Abnormalities in social reciprocity involve

the quantity and quality of social interest and engagement, including social
initiation, response and engagement in basic social exchange, reciprocal/
back-and-forth communication, sharing of emotions, and appropriate response
to environmental stimuli. This subdomain represents the very building blocks of
social interaction (initiation, response, and turn taking).

The earliest symptoms can manifest as a lack of a reciprocal social smile,
lack of response to the child’s name being called, decreased engagement in
interactive baby games like peekaboo or pat-a-cake, and problems imitating
the actions of others. Children also struggle with social orienting, show little
awareness or interest in others, have difficulty sharing interests and enjoyment
with others, or have trouble with social overtures. Some children may
demonstrate social interest but lack the social skills to initiate and join in play,
take turns, follow rules, and play cooperatively. They may be socially immature
and have difficulty respecting appropriate social boundaries or perceiving subtle
social cues. They may also struggle with communicating their emotions or
understanding the emotions of others. Children with good expressive speech
often will not use it to functionally communicate in a social manner such as to
express ideas, ask questions, engage in back-and-forth conversation, volunteer
information, or comment on the environment.

NONVERBAL COMMUNICATION. Deficits in nonverbal communication encompass
problems in expressing and understanding various behaviors (such as eye contact,
tone of voice, body language, facial expressions, gestures, and bringing/
sharing/showing of interests and activities) and the ability to integrate verbal and
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nonverbal communication. Children with autism spectrum disorder do not
typically compensate for difficulty in verbal communication with nonverbal
strategies (as seen in those with developmental language disorder), demonstrating
a more significant and specifically social communication deficit. They have
difficulty initiating and responding to joint attention (ie, the shared focus on an
object or an event, so that both parties are paying attention to the same thing).

SOCIAL RELATIONSHIPS. Children with autism spectrum disorder have deficits

in a wide range of behaviors required for building and maintaining successful
social relationships, especially with same-age peers. This subdomain can be
conceptualized as difficulties with behaviors needed for higher-order social
interaction. Young children with autism spectrum disorder may show little
interest in other children or may be avoidant of any interaction, instead engaging
in solitary or parallel play. Many children have difficulty varying or adapting
their behavior to different social situations and have difficulty understanding
different points of view or taking another’s perspective, referred to as a deficit in
theory of mind.* Verbal children often only converse about topics of personal
interest and are not aware when someone is not interested (eg, lecturing like a
“little professor”). Language can be overly literal, and children may not
understand idioms or sarcasm, making it difficult to discern joking from teasing
or real bullying. Many children with autism spectrum disorder do not have
understanding or insight into friendships or other social relationships.

DEFICITS IN SOCIAL AND COMMUNICATIONS SKILLS IN OTHER CONDITIONS. Difficulties
with social and communication skills can also be seen in children with other
medical and neurodevelopmental disabilities, including hearing loss, specific
language impairment, global developmental delay, attention deficit hyperactivity
disorder (ADHD), social anxiety, and psychosocial deprivation (TABLE 12-1).

Repetitive Behavior and Restricted Interests

This domain includes a number of aberrant behaviors in four different areas,
including repetitive behaviors or stereotypies, rigid or inflexible behavior, unusual
or restricted interests, and differences in sensory reactivity (a new category in
DSM-5).2 DSM-5 requires behaviors to be present in two of the four areas.

STEREOTYPIC MOVEMENTS, REPETITIVE OBJECT USE, OR VOCALIZATIONS/VERBALIZATIONS.
Motor stereotypies include finger movements, body posturing, rocking, spinning,
hand/arm flapping, full-body tensing, toe walking, or repetitive jumping. Unusual
and repetitive use of objects can be seen in nonfunctional play, repetitive play
(eg, flipping light switches, opening/closing doors), or unusual use of toys rather
than playing with them as intended (eg, lining up toys, spinning the wheels on
cars). Stereotypies can also be vocal, with repetitive sounds or verbal echolalia.
Echolalia can be the immediate echoing of what was said around the child or
delayed echoing, with scripting/reciting lines from books or videos.

INFLEXIBILITY, THE NEED FOR SAMENESS, ROUTINES, OR RITUALS. Resistance to change
can be demonstrated by needing to take the same route to a given destination,
eating the exact same foods or having food presented in the same way, or
always having to finish what is started. Cognitive inflexibility is shown by
black-and-white/rigid thinking, repetitive questioning, overly strict adherence
to rules, and behavioral or verbal rituals. A hallmark of children with autism
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spectrum disorder is that minor changes to routine, transitions, or unexpected
events often elicit excessive tantrums or major changes in affect.

OVERLY INTENSE OR UNUSUAL INTERESTS. Interests can involve topics that are
seemingly abnormal in focus (eg, a 5-year-old knowing everything about
elevators, air conditioners, or the weather) or perseverative or excessive in
intensity (eg, age-appropriate interest in cars/trains or letters/numbers but at
an unusual level of detail and to the exclusion of other topics or activities).
Children may show an unusual attachment to objects (eg, needing to carry
something with them at all times) or show an atypical or intense interest in
small parts of things or how things work.

OVERREACTIVITY OR UNDERREACTIVITY TO SENSORY STIMULATION OR UNUSUAL
SENSORY BEHAVIORS. The sensory symptoms may involve any of the senses (eg,

auditory, visual, tactile, or olfactory). They can be seen in unusual sensory
interests (eg, overfascination with water play), adverse responses to seemingly
innocuous sounds (eg, the vacuum cleaner) or things touching the skin (eg,
clothing tags), a high pain tolerance, or excessive mouthing or smelling of
objects. Individuals may show fascination with lights or spinning objects.
Children may demonstrate unusual visual behaviors, such as peering out of the

TABLE 12-1

252

Differential Diagnostic Considerations in Autism Spectrum Disorder

Differential Diagnosis of Language Delay

@ Developmental language disorder/specific language impairment
@ Constitutional language delay (“late talker”)

@ Hearing loss

@ Global developmental delay/intellectual disability

@ Psychosocial deprivation

Differential Diagnosis of Social Impairment

# Social anxiety

@ Generalized anxiety disorder

@ Shy temperament

@ Learning disabilities

@ Attention deficit hyperactivity disorder

4 Social communication disorder®

Differential Diagnosis of Stereotypic, Repetitive, or Rigid Behaviors
# Intellectual impairment

@ Obsessive-compulsive disorder

@ Stereotypic movement disorder

@ Complex tics/Tourette syndrome

@ A new diagnosis in the Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition [DSM-5]
characterized by significant pragmatic language impairment without accompanying restricted interests
and repetitive behaviors.
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corners of their eyes, viewing objects from unusual angles, or holding objects KEY POINT

very close to their eyes. Some children engage in behaviors such as crashing into o .. single

things, pushing their bodies into small spaces, or being calmed by tight hugs, diagnostic label in DSM-5,

which may represent proprioceptive sensory seeking behaviors. specifiers were added to
better characterize the

STEREOTYPIC AND REPETITIVE BEHAVIORS IN OTHER CONDITIONS. Stereotypic and particular profile of any

one patient with autism
spectrum disorder. It is
important for clinicians to

repetitive behaviors can also be seen in children with intellectual impairment,
obsessive-compulsive disorder, stereotypic movement disorder, and complex

tics/Tourette syndrome. indicate whether
associated cognitive
Specifiers impairment or language

Given the single diagnostic label in DSM-5, specifiers were added to better disorder exists.

characterize the particular profile of any one patient. It is important for clinicians
to indicate whether associated cognitive impairment or language disorder exists
(CASE 12-1). These disorders not only impact the presentation of autism

A 2-year-old boy was brought by his parents for evaluation of speech CASE 12-1
delay. He had no spoken language but did have some unusual and
repetitive vocalizations, which were not directed to communicate with
others. He did not use gestures or point to indicate what he wanted. He
had no way of telling his parents what he wanted; he just cried and his
parents had to “figure it out.” He did not respond when his name was
called, nor did he follow commands. His parents did not think he listened
to them or understood them. On further questioning, his parents also
reported that he seemed “in his own world” all the time. He did not
approach them or other children, nor did he respond when others
approached him. They also reported almost continuous repetitive
behaviors, including hand flapping, toe walking, and flicking a string.

He did not play with toys in a typical way; instead he just lined them up.
He had major temper tantrums whenever his routine was disrupted. He
would only drink out of one sippy cup and once required an emergency
department visit for IV hydration when they lost the cup and he refused to
drink. He would not allow anyone to touch his head or cut his fingernails.
He would only wear sweatpants. He put his hands over his ears and
became very distressed with loud noises, such as the flushing of a toilet or
the hand dryer in a public bathroom. His hearing test was normal. The
reports from early intervention suggested global developmental delay
with a developmental quotient of 40 overall but relatively spared

motor function.

This case illustrates a classic case of autism spectrum disorder with both COMMENT
language and cognitive impairment. Symptoms are present in both

domains and all subdomains and are present in the early developmental

period. This child is very young and presents with global developmental

delay, but his social communication deficits are even greater than what

would be expected for his cognitive level, with no response to social

overtures, no social smiling, and no attempts to communicate.
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spectrum disorder, they are also important for recommendations about therapy
and management. Many co-occurring conditions are seen in individuals with
autism spectrum disorder, so additional specifiers should be used when
applicable. The specifier of whether a known medical, genetic, or environmental
condition is present is used for medical comorbid conditions such as epilepsy,
sleep disturbances, or metabolic disorders. It should also be used for known
neurogenetic syndromes or for abnormal genetic findings from chromosomal
microarray or gene panels that are thought to be pathogenic. Specifying a
co-occurring neurodevelopmental or neurobehavioral disorder is important for
acknowledgement of co-occurring psychiatric conditions such as anxiety or ADHD.

Severity Ratings

Historically (based on the Diagnostic and Statistical Manual of Mental Disorders,
Fourth Edition [DSM-IV]),> pervasive developmental disorder-not otherwise
specified and Asperger disorder were used as a proxy for those with milder
impairment, and autistic disorder was used for those with more severe impairment.
The merging of these three diagnoses into a single diagnosis of autism spectrum
disorder created the need to delineate severity. However, severity of different
symptoms in the two domains is not always the same. Therefore, in the current
diagnostic profile, severity should be assigned for each domain separately:

@ Level I: needs support
@ Level II: needs substantial support

@ Level lll: needs very substantial support
DSM-5 offers examples of behaviors that help assign the severity ratings.

COMORBID MEDICAL CONDITIONS

Several conditions that can co-occur with autism spectrum disorder are
particularly relevant for neurologists. Defining these comorbidities guides
proper management.

Intellectual Disability
Intellectual disability has always been defined as having an IQ score that is

greater than two standard deviations below the mean (ie, less than 70) and
showing functional impairment. Previous epidemiologic studies had reported
that the majority of individuals with autism spectrum disorder had intellectual
disability.” However, recent surveys now show that intellectual disability occurs
in approximately 50% or less of individuals with autism spectrum disorder but is
more common among females.

Epilepsy
Large population-based studies suggest that approximately 20% of individuals

with autism spectrum disorder will develop epilepsy in their lifetime and will
likely need to see a neurologist for management. Therefore, neurology practices
may see a higher percentage of individuals with autism spectrum disorder and
epilepsy. Risk factors include syndromic autism,®” intellectual disability, and
female sex.® All seizure types can occur, and the age of onset appears to have a
bimodal distribution, with peaks in early childhood and adolescence/early
adulthood. It should be noted that children with very-early-onset seizures
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(eg, infantile spasms) have an increased risk of autism spectrum disorder.
Autism spectrum disorder is also more prevalent in individuals with epilepsy
than in the general population®*; although this sometimes goes unrecognized.™
Treatment of epilepsy in a patient with autism spectrum disorder is similar to
general treatment principles, but careful consideration should be taken to
minimize behavioral side effects when choosing seizure medications.*

Sleep Disorders
Sleep disturbance, namely insomnia, is a very common symptom in individuals

with autism spectrum disorder, and it greatly impacts quality of life for the child
and family. Poor sleep has been associated with behavioral problems in autism
spectrum disorder.” Sleep problems can involve difficulty with sleep onset,
interrupted sleep, overnight and early morning awakenings, or overall decreased
sleep time.** Some of the issues may be related to poor sleep hygiene, with a lack
of consistent bedtime routine, behavioral dysregulation leading to conflict at
night, inability to recognize or learn the environmental cues of it being time to
settle down, or inability to sleep independently. Therefore, counseling on good
behavioral techniques is important before treatment with medication.”

Abnormal Motor Profiles
In addition to motor stereotypies and tics, children with autism spectrum

disorder may also have a history of delayed fine and gross motor milestones, poor
coordination, motor planning difficulties, or even gait abnormalities.*"” Toe
walking is a common stereotypy, but it is not usually related to lower extremity
spasticity. Ancillary physical and occupational therapy is often needed.

Metabolic Disorders
In rare cases, individuals with metabolic disorders may present with an autism

spectrum disorder phenotype. These are especially important to recognize, as
they may represent treatable conditions. Disorders such as succinic semialdehyde
dehydrogenase deficiency (SAADH), disorders of creatine transport, and
mitochondrial disorders have been associated with autism spectrum disorder.™®

Gastrointestinal Disorders
A variety of gastrointestinal disorders have been reported to be more prevalent in

patients with autism spectrum disorder, including gastroesophageal reflux
disease, constipation, and diarrhea. Initially this comorbidity was made
(in)famous by the putative tie between “autistic enterocolitis” and the
measles-mumps-rubella vaccine. While this theory was discredited with a
number of studies in the past decade, the real gastrointestinal problems in
patients should not be overlooked.” Often gastrointestinal symptoms can be
tied to unusual feeding behavior with very restricted food intake. In some
cases, the child may even present with failure to thrive or severe obesity
secondary to the restricted intake pattern. In these situations, behavioral
feeding therapy can be very beneficial.

COMORBID PSYCHIATRIC/BEHAVIORAL DISORDERS

Behavioral challenges are very common in individuals with autism spectrum
disorder and may be reflective of a co-occurring neurodevelopmental or
psychiatric disorder. Previously, behavioral issues were only attributed to the
autism spectrum disorder itself; however, it is now recognized that comorbid
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approximately 20% of
individuals with autism
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to the autism spectrum
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it is now recognized that
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conditions occur in children
with autism spectrum
disorder, and DSM-5
explicitly allows the
diagnosis of co-occurring
psychiatric conditions as

a specifier.
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psychiatric conditions occur in children with autism spectrum disorder, and
DSM-5 explicity allows the diagnosis of co-occurring psychiatric conditions

as a specifier. Recent reports suggest that psychiatric conditions are more
commonly reported in young children and adults with autism spectrum

disorder compared to controls.** Unfortunately, the reported rates of different
psychiatric disorders are quite variable. This is likely because of a number of
factors, including changing definitions and diagnostic criteria for both autism
spectrum disorder and other psychiatric disorders over time, overlap of certain
symptoms (eg, obsessions seen in obsessive-compulsive disorder [OCD] and
restricted/fixated interests seen in autism spectrum disorder), small and clinically
referred samples, difficulty in determining psychiatric symptoms in individuals
with intellectual disability and language disorders, and the previous prohibition in
the DSM on making a diagnosis of certain psychiatric disorders in a patient with
autism spectrum disorder. Co-occurring behavioral or psychiatric disorders can
add significantly to functional impairment and therefore should represent
treatment targets.

Attention Deficit Hyperactivity Disorder

A high degree of symptom overlap exists between ADHD and autism spectrum
disorder. Reported rates of ADHD comorbidity range from 30% to 90%. Many
young children with autism spectrum disorder present with symptoms of
hyperactivity and impulsivity. Safety concerns such as bolting (suddenly
running away from caregivers) or wandering are particularly problematic.
Additionally, older children may appear to have inattention when in fact they
may be hyperfocused on their own special interest. Learning problems, cognitive
difficulty, and social challenges can also complicate the clinical picture. Careful,
thorough evaluation is required to distinguish those with ADHD, autism
spectrum disorder, or both autism spectrum disorder and ADHD and determine
the most appropriate treatments.

Anxiety

Generalized anxiety disorder, social anxiety, separation anxiety, specific phobias,
and OCD have all been reported at higher rates in autism spectrum disorder than
in the general population. A meta-analysis showed that nearly 40% of those with
autism spectrum disorder also had at least one type of anxiety disorder.” It may be
difficult to distinguish the obsessive thoughts in OCD from preoccupations and
fixations in autism spectrum disorder, and some overlap exists. However, it should
be noted that in autism spectrum disorder, the thoughts do not usually lead to
distress; in fact, they are thought to be pleasurable.”

Mood Disorders

Both depression and bipolar disorder can occur in individuals with autism
spectrum disorder, although the reported rates of comorbidity are variable,
ranging from 0% to 50%.** Depression is especially common in adolescents who
have enough social awareness to realize that they are different and have difficulty
establishing and maintaining friendships and romantic relationships.

Psychosis and Schizophrenia
Originally, childhood autism was thought to be a form of schizophrenia, but,

over time, it was recognized that the two are separate disorders. Still, some
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overlap exists with the negative symptoms of schizophrenia and the social
communication impairments of autism spectrum disorder. Rates of diagnosis of
psychosis and schizophrenia are reported to be quite low in those with autism
spectrum disorder, ranging from 0% to 6%.>* This may be, in part, because of the
difficulty in determining the symptoms in an individual with autism spectrum
disorder and comorbid language and intellectual disability. Clinically,
hallucinations are uncommon, but the clinician must be careful when inquiring
about symptoms, as overly literal interpretation of language may be misleading.
For example, a patient with autism spectrum disorder may respond “yes”
when asked “Do you ever hear voices when no one else is there?” but could be
referring to someone talking on an electronic device or the telephone.

Catatonia
Catatonia is a relatively rare occurrence in individuals with autism spectrum

disorder but is increasingly being recognized. It was included as a specifier in
DSM-5 and should be considered in individuals who experience a change in
mental status and significant regression in skills with prominent motor
symptoms, especially later in childhood or adolescence.

PROPOSED ETIOLOGIES

Despite years of inquiry and tremendous research efforts, the etiology of most
cases of autism spectrum disorder remains unknown. As a heterogeneous,
behaviorally defined disorder, it is clear that there will not be just one unifying
cause. For this reason, some prominent researchers have referred to autism
spectrum disorder as the autisms,* with the recognition that there are multiple
etiologies. Clearly, a strong genetic component exists in autism spectrum
disorder, but many other factors have been implicated, such as the role of the
environment, immunologic dysregulation, metabolic disturbance, and various
mechanisms of early brain injury (eg, teratogenicity, prematurity,
developmental or acquired structural brain lesions). Given that social behavior
and communication are some of the highest-order functions of the human brain,
it is perhaps not surprising that many ways exist in which these aspects of
development may get onto the wrong track. Recent research points to many
different, yet often overlapping, neurobiological pathways involved in the
pathogenesis of autism spectrum disorder.

Much of the research into etiology has focused on genetics, perhaps because
autism spectrum disorder is one of the most heritable of all neuropsychiatric
disorders. Twin and family studies suggest the heritability estimate to be about
50% (ranging from 26% to 93%). Monozygotic twins have a much higher
concordance rate than dizygotic twins and siblings, and other relatives are at
higher risk than the general population. Sibling recurrence risk is approximately
20%, and it increases as the number of affected children in the family rises.**

Various genetic mechanisms could be involved in the pathophysiology of autism
spectrum disorder. The common variant hypothesis suggests that many different
and commonly found inherited gene variants each contribute only a small amount
to the phenotype but combine in such a way as to cause autism spectrum disorder.
Many rare variants have also been identified. These pathologic mutations or variants
are known to be causally related to the phenotype. These are often de novo in the
individual with autism spectrum disorder. Autism spectrum disorder has long been
associated with certain neurogenetic syndromes (eg, tuberous sclerosis complex and
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fragile X syndrome); however, more and more monogenic forms of autism
spectrum disorder are being discovered as detection methods for genetic variations
have improved over time. Karyotyping was only able to detect large aberrations,
such as the isodicentric chromosome 15q duplications. Chromosomal microarray
detects far smaller copy number variations with microdeletion and duplication
syndromes (eg, 16p11 deletion/duplication or 22q13 deletion/duplication), and now
whole-exome and whole-genome sequencing allow for detection of changes at the
individual gene level. Currently, over 800 genes have been associated with autism
spectrum disorder, available on the Simons Foundation Autism Research Initiative
(SFARI) gene list.*® Large-scale sample collection and genotyping have been done,
and more efforts are under way to try to untangle the exact genetic architecture
of autism spectrum disorder. Recent efforts have focused on the overlapping
neuronal pathways to which these genes contribute, including cellular signaling
pathways that are responsible for synaptic function and synaptogenesis, cell
adhesion molecules involved in circuit development (connectivity), and chromatin
remodeling proteins involved in regulation of gene expression.>

Anatomically, theories have been proposed about aberrant circuitry or an
overall disconnection syndrome, which have been supported by structural
and functional imaging studies.*** Physiologically, it is postulated that the
mechanism could be an excitatory/inhibitory imbalance in the brain.* Interest
in the immune system has also been ongoing, with one of the most robust
animal models of autism spectrum disorder resulting from maternal inflammation
during pregnancy.>* Environmental factors present both prenatally and
postnatally are also being actively investigated (eg, prematurity, teratogens,
prenatal and postnatal toxicologic exposures).*® Finally, recently research has
been focused on the gene by environment interaction and
epigenetic mechanisms.>*%

EXISTING PRACTICE GUIDELINES/PARAMETERS

Several sets of guidelines have been published by various professional
organizations for screening, evaluation, and management of autism spectrum
disorder.3%#* Some are older and do not reflect the DSM-5 diagnostic criteria.
While some differences exist, all parameters recommend multidisciplinary
evaluation, medical evaluation, and genetic testing. It should be noted that in
2016, a controversy arose over screening for autism spectrum disorder when the
US Preventive Services Task Force stated that not enough data existed to endorse
universal screening for children with autism.*® In 2016, the American Association
of Pediatrics reiterated recommendations for developmental surveillance and
specific autism spectrum disorder screening at ages 18 and 24 months and for all
children who fail routine developmental surveillance.**

CLINICAL OFFICE EVALUATION

To make a diagnosis of autism spectrum disorder, clinicians should obtain a
detailed history, including specific queries about diagnostic criteria as well as a
physical examination and targeted behavioral observations.

General History

The medical history should include birth history, age of parents at birth (older
paternal age being a risk factor for autism spectrum disorder), perinatal risk
factors, and pregnancy or delivery complications, such as maternal diabetes
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mellitus or infection during pregnancy, prematurity, low birth weight, and
potential prenatal exposures. Clinicians should assess for a history of frequent
ear infections, hearing loss, and major illnesses or injuries (head injury). The
general medical history should also include an assessment of medical issues,
particularly those commonly seen in children with autism spectrum disorder (eg,
feeding and gastrointestinal concerns, sleep disturbance, and seizures/epilepsy),
and assessment for pica/lead exposure. Behavioral phenotypes or co-occurring
medical conditions may also provide clues as to an underlying genetic or
metabolic condition. A history of frequent illnesses, vomiting, growth problems,
or regression may be suggestive of a metabolic disorder. Queries should be
made about medications and use of vitamins, complementary and alternative
therapies, dietary treatments or elimination of dietary items, and allergies/
intolerances (food and medication).

A detailed family history should be obtained, including a history of disorders
such as epilepsy and seizures, genetic/metabolic and autoimmune disorders,
speech delay or language problems, intellectual disability or learning difficulties,
or ADHD/attentional problems. A family history of psychiatric illness, such as
schizophrenia, mood disorders, or anxiety, should be assessed, and the family
should be asked about possible consanguinity.

Social history should include a history of trauma, neglect, or psychosocial
deprivation. Developmental and educational services, including total number of
hours and types of services and therapies and/or educational programming,
should be noted.

General Developmental History
Because autism spectrum disorder often co-occurs with cognitive and language

impairments and because DSM-5 requires assessment of these specifiers, a
detailed history of development and current functioning should be obtained.

It should be noted that up to 30% of children with autism spectrum disorder
experience a regression in skills in the early developmental period. Parental
report of developmental history can be corroborated by review of developmental
milestones in the medical record.

LANGUAGE. A history of the child’s early expressive language and social
communication skills should be obtained, including age of onset of babbling,
single words, phrased speech, and sentences as well as a history of language
regression. Current modes of communication should be documented, such as use
of signs, picture systems, or technology systems. Evaluation should specifically
assess skills in receptive language (understanding of yes/no, following of
instructions/commands), expressive language (vocabulary, length of utterances),
and pragmatic language (greetings, requests, commenting, conversations).
Specific tools can be used to assess language skills (refer to TABLE 12-2457%).

OVERALL DEVELOPMENTAL/COGNITIVE FUNCTIONING. Because the social and
behavioral impairments must be more than what is expected of the child’s
developmental stage, the clinician must have information about the patient’s
cognitive skills. This can be done by reviewing previous cognitive testing and
developmental assessments or by obtaining this as part of the comprehensive
diagnostic evaluation. A review of the child’s adaptive skills should include
feeding, sleep, dressing, and toileting. In children with autism spectrum disorder,
the adaptive skills may be lower than would be expected for the cognitive level.
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® The evaluation for autism
spectrum disorder involves
three primary components:
a detailed developmental
and behavioral history from
primary caregivers, direct
clinical observations,

and review of data and
impressions from other child
care providers or teachers,
especially with regard to
peer interactions and
behaviors. It is important

to include a detailed and
thorough assessment of
early and previous
developmental functioning
to assess for past behaviors
consistent with autism
spectrum disorder.
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Specific tools can be used to aid in the assessment of cognitive and adaptive
skills (refer to the section that follows and TABLE 12-2).

Specific Autism Evaluation

The evaluation for autism spectrum disorder involves three primary components:
a detailed developmental and behavioral history from primary caregivers, direct

clinical observations, and review of data and impressions from other child care

TABLE 12-2

260

Assessments for Evaluation of Development/Cognition, Adaptive Skills,
Speech and Language, Behavior

Developmental Testing: For very young children or those with significant cognitive impairment,
these tests can be used and will yield a developmental quotient rather than a formal IQ score
# Bayley Scales of Infant and Toddler Development (BSID)*
¢ Mullen Scales of Early Learning (MSEL)*®

Cognitive Testing (IQ): These assessments are often done in the school setting or by outside
providers and should be reviewed by the neurologist

¢ Stanford-Binet Intelligence Scales (SB)*
@ Wechsler Preschool and Primary Scales of Intelligence (WPPSI)*®
@ Wechsler Intelligence Scale for Children (WISC)*

# Differential Abilities Scale (DAS)*?

@ Leiter International Performance Scale-Revised (Leiter-R)>"®
Adaptive Skills
@ The Vineland Adaptive Behavior Scales (VABS)>?

¢ The Adaptive Behavior Assessment System (ABAS)>

@ Scales of Independent Behavior-Revised (SIB-R)**

Speech and Language Tests

¢ Peabody Picture Vocabulary Test (PPVT)>®

® Receptive-Expressive Emergent Language Test (REEL)®

# Clinical Evaluation of Language Fundamentals-preschool version, school-age version (CELF)*”

¢ Test of Pragmatic Language (TOPL)®®

Behavioral Scales: These scales are not autism spectrum disorder symptom specific, but they
can be helpful in identifying comorbid behavioral or psychiatric symptoms and disorders,
which can aid in treatment planning

¢ Achenbach Child Behavior Checklist (CBCL)*’

¢ Aberrant Behavior Checklist (ABC) (for children with developmental delays)®

¢ Developmental Behavior Checklist (DBC)®' (for children with intellectual disabilities;
gives comparison score for children with same level of intellectual disability)

IQ = intelligence quotient.

@ Especially helpful for minimally verbal/nonverbal children.
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providers or teachers, especially with regard to peer interactions and behaviors.
As the DSM-5 diagnostic criteria allow for a history of symptoms, even if not
currently manifested, it is important to include a detailed and thorough
assessment of early and previous developmental functioning to assess for past
behaviors consistent with autism spectrum disorder.

Autism spectrum disorder is a heterogeneous condition, and many symptoms
and signs within each DSM-5 diagnostic subdomain can be manifestations
of relevant deficits. Detailed questions should be tailored to the child’s
developmental, cognitive, and language level. TABLE 12-3 contains examples
of questions to query specific impairments for each diagnostic subdomain in
DSM-5, if a standardized tool is not being used. These questions were created
by expert clinicians and are used by providers in the authors’ clinic during an office
assessment. These questions cover content similar to that assessed in standardized
autism assessment tools. Standardized diagnostic tools (TABLE 12-4°%7%®) can be
used to assess for autism spectrum disorder symptoms but are not required.

DEFICITS IN SOCIAL COMMUNICATION. Assessment of social communication
deficits includes querying for delay or absence of typical developmental
milestones as well for the presence of unusual behaviors. For example, typically,
babies develop a social smile by 2 to 3 months of age; respond consistently to
their name by 6 months; enjoy interactive baby games by 6 to 12 months; use
and copy gestures, including pointing, by 12 months; demonstrate a range of
emotions by 18 months; engage in simple pretend play by 18 months and more
complex make-believe by 3 years; demonstrate verbal turn taking between 12
and 24 months; and play cooperatively at 4 years of age.®® Atypical social
communication behaviors may include social isolation and avoidance, using an
adult’s hand as a tool to get needs met, or atypical prosody.

The CDC Act Early Campaign website has resources on developmental
milestones, including checklists for typical social and communication milestones
from 2 months to 5 years of age, photo/video libraries of developmental milestones,
and an autism case training curriculum for health care professionals.®

SOCIAL RECIPROCITY. Assess early social engagement and interactions as an infant
or toddler, participation in reciprocal social interactions, social orienting, sharing
of enjoyment and interests, social interest, and initiation. Older children may
be socially immature and have difficulty perceiving social cues and conventions.
When assessing social-emotional reciprocity, consider language level and
whether language is used for social communication. Some children may be
nonverbal, or they may use signs or pictures to communicate needs.

NONVERBAL COMMUNICATION. The clinician should determine how the child
makes his or her needs known using nonverbal strategies as well as whether the
child can accurately interpret or understand nonverbal cues. It is important to be
aware that caregivers may be exquisitely able to anticipate the child’s needs and
wants, compensating for the deficits in verbal and nonverbal communication.
Therefore, they may not always recognize and report these challenges.

SOCIAL RELATIONSHIPS. Difficulty with peer relationships is a core feature

of children with autism spectrum disorder, but it can be difficult to assess,
particularly in young children who may have limited exposure to same-aged peers.
It is helpful to inquire about how the child behaves on the playground or
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® The Centers for Disease
Control and Prevention’s
Act Early Campaign website
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developmental milestones,
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typical social and
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TABLE 12-3 Clinical Questions to Query DSM-5 Diagnostic Criteria for Autism Spectrum
Disorder

Social Reciprocity

@ Age at which child developed social smile?

4 Responds to name being called?

Enjoyment of interactive baby games like peekaboo or pat-a-cake?
Imitation of other’s actions?

Soothed by physical contact or cuddling?

Awareness of or interest in others?

¢ ¢ 6o o

During play, checks in with others, allows others to join in play, prefers to play alone, or actively
resists when others attempt to join in play?

Initiates social interaction or demonstrates social interest?
Able to take turns during play, follow rules, play cooperatively?

Engages only in physical or roughhouse play?

* & o o

In the more verbal child:
<& Use of language to make requests?
Offers information or comments?

Shares ideas, interests, emotions, or enjoyment?

<

<

<& Able to converse socially?

<& Use of turn-taking in conversation?
<

Able to discuss a variety of topics (not just preferred topics), stay on topic, or respond
appropriately to questions?

Nonverbal Communication
€ Responds to or initiates joint attention (eg, looks to a point or points to direct attention)?

@ Abnormal reliance on physically directing others to communicate needs (eg, using an adult's
hand as a tool, moving people’s hands toward something or away from them, or leading or
guiding others to gain access to items)?

@ Accurately interprets facial expressions, gestures, and nonliteral language?

# Atypical prosody (eg, singsong or robotic or announcer voice), imitation of original inflection
of speaker, eg, like an announcement)?

@ Uses common gestures, such as waving, clapping, nodding, or giving high fives?

@ Integrates verbal and nonverbal strategies (eg, naturally combines eye gaze, natural
gestures, spoken language)?

Social Relationships

@ Atypical reaction to peers (eg, avoidant, running away when approached, watchful but not
making overtures)?

@ Engages in interactive/shared imaginative play?
@ Preference for play with younger or older children or adults rather than same-aged peers?

@ Has play dates?

CONTINUED ON PAGE 263
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Has a best friend?

@ Isinvited to birthday parties of classmates?

2

® 6 6 6 o o

*

Varies behavior in different social contexts, such as with familiar versus unfamiliar people or in
outside versus inside settings?

Understands friendships?
Understands others’ perspectives?
Understands jokes or sarcasm?

Distinguishes friendly teasing from meanness?
Navigates social conflicts with friends or in romantic relationships?

Makes inappropriate comments (eg, about another’s appearance) and does not understand

these may be hurtful?

Perceives subtle social cues, such as someone not being interested in play or a hearing about
a particular topic, lecturing like a “little professor”?

Stereotypic Movements, Repetitive Object Use, or Vocalizations/Verbalizations

*

*

Motor stereotypies (eg, jumping up and down, rocking, hand flapping, finger wiggling or
posturing, spinning objects or self, toe walking, pacing)?

Unusual or repetitive play (eg, flipping lights on/off, flushing toilets, lining up toys, spinning
or focusing on car wheels or spinning objects)?

@ Vocal or verbal stereotypies (eg, repetitive sounds, immediate or delayed echolalia/scripted

*
*

speech)?

Use of rote or overlearned language, use of statements out of context or without social intent?

Idiosyncratic language, pronoun reversal, or use of neologisms?

Inflexibility; the Need for Sameness, Routines, or Rituals

*

*

*® 6 6 0o o

Follows specific rituals (eg, needing to get dressed in exactly the same way every morning,
needing the same sippy cup or place at the table, overly elaborate bedtime routines)?

Insists on eating the same foods every day (eg, extreme food selectivity) or wearing same
clothes every day (eg, only gray T-shirts)?

Does not tolerate changes in routine?

Difficulty with transitioning from one activity to another?
Strict adherence to rules or black-and-white thinking?
Needs to finish something once it is started?

Compulsive fixing, arranging objects, or cleaning?

Overly Intense or Unusual Interests

*

*
*

Extreme attachment to particular objects, excluding typical transitional object (eg, needing
to hold a stick or a toy car in each hand)?

Overly interested in letters and numbers at a very young age?

Excessive interests in age-appropriate topics (eg, extensive knowledge about superheroes,
dinosaurs, or certain video games but not being able to talk about or play with anything else)?

CONTINUED ON PAGE 264
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CONTINUED FROM PAGE 263

*

Unusual interests that would not be expected for age (eg, weather, maps, transportation
schedules)?

@ Excessively in-depth knowledge of topics such as history, science, trivia (to the exclusion of

other interests)?

Overreactivity or Underreactivity to Auditory, Visual, or Tactile Stimulation or Unusual
Sensory Behaviors

*

*

L 2

*® 6 6 O o

Intolerance of certain sounds (eg, vacuum, blender, hand dryer in bathrooms), crowds,
being touched?

Refuses to wear certain clothing fabrics or is bothered by the tags in the back of the shirt,
clothing seams?

Extreme difficulty with things touching their heads (eg, wearing hats or getting haircuts) or with
cutting fingernails and toenails?

Restricted eating that is based on certain food textures or oral aversion?
Looks at things from unusual angles or peers out of the corner of the eyes?
Mouths, licks, or smells nonfood objects?

Rubs objects against their skin?

Proprioceptive sensory-seeking behavior (eg, craving deep pressure or being calmed by strong
hugs or having body parts squeezed)?

DSM-5 = Diagnostic and Statistical Manual of Mental Disorders, Fifth Edition.

TABLE 12-4 Autism-Specific Assessments?®

Autism Spectrum Disorder Diagnostic Tools®

L 4

*

Autism Diagnostic Observation Schedule Second Edition (ADOS-2)%2

<& Semistructured standardized assessment of communication, social interaction, and
play for children suspected to have social and communication challenges along the
autism spectrum continuum

<& Several modules chosen based on language skills

<& During the assessment, the examiner pulls for social bids and makes note of specific
repetitive or atypical behaviors; developed for research purposes, but may be used
in clinical care as well

Autism Diagnostic Interview-Revised (ADI-R)%

< Companion tool to the ADOS; lengthy standardized interview querying all aspects of
the child’'s development and current functioning

Screening Tools, Tools Used to Support Autism Spectrum Disorder Diagnosis

*

264

Social Communication Questionnaire (SCQ)%*

<& Parent questionnaire based on items from the ADI-R with 40 yes/no items; screening tool

CONTINUED ON PAGE 265
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at the park. Children with autism spectrum disorder have particular difficulty with
higher-order social or relational skills, such as empathy and the ability to
appropriately adjust behaviors in different social contexts. Some children are
highly reliant on others for direct communication or to provide the scaffolding for
social interaction, and therefore they only succeed in highly supported social
environments. Some children may show affection and social engagement with
certain close family members and siblings, but they exhibit an overall atypical
pattern of relating to people. Social skill deficits may become more prominent in
late elementary school age or middle school, when social relationships become more
complex and nuanced and children typically take more ownership of their social
plans. Of note, excessive focus on unique interests and ideas and rigid behavior
(CASE 12-2) may impair friendships for children with autism spectrum disorder, or
they may be particularly drawn to others with similarly focused interests.

REPETITIVE BEHAVIOR AND RESTRICTED INTERESTS. Assessment of this domain
requires querying the presence of abnormal or unusual behaviors that are atypical
for age and developmental level. It is important to consider the severity and degree
to which behaviors impair functioning when evaluating these symptoms.

STEREOTYPIC MOVEMENTS, REPETITIVE OBJECT USE, OR VOCALIZATIONS/
VERBALIZATIONS. When assessing for the presence of repetitive motor patterns,
note that many typically developing children flap their hands or jump up and
down when excited; this should be distinguished from a persistent and repetitive
pattern of hand flapping as seen in autism spectrum disorder. Children with
intellectual disability can also have stereotypies. Fidgeting and tics can

CONTINUED FROM PAGE 264

# Social Responsiveness Scale Second Edition (SRS-2)%°

<& Caregiver report measure (parent or teacher) that contains subscales in social awareness,
social cognition, social communication, social motivation, and autistic mannerisms

# Childhood Autism Rating Scale 2 (CARS-2)%°

<& Clinician-administered tool that scores observed and historical behavior;
a parent-completed rating scale is also available to aid in the assessment

# Gilliam Autism Rating Scale-3 (GARS-3)%”
<& Can be used by teachers, parents, and clinicians in individuals ages 3-22

<& Items are grouped into four subtests that examine stereotyped behaviors,
communication, social interaction, and developmental disturbances

¢ Developmental Play Scale®®

< Qualitative measure of a child’s play skills, including presymbolic play and symbolic play

 Note that many of these assessments are copyrighted and only available for purchase through testing companies.
® These tools can be used across ages. Specific training for administrator is required.
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sometimes be seen in other neurodevelopmental disabilities and should be
distinguished from stereotypies when coding symptoms. Echolalia can be normal
in early language development but does not usually persist.

INFLEXIBILITY; THE NEED FOR SAMENESS, ROUTINES, OR RITUALS. Cognitive rigidity,
inflexibility, and ritualistic behavior should be queried. Some children may be
quite self-directed, following their own personal agenda. Attempts to guide the
child’s activities or conversation may be met with refusals or excessive distress.
Often, families need to make extreme accommodations and adhere to strict
routines to prevent meltdowns and tantrums.

CASE 12-2

A 16-year-old boy presented with school problems and anxiety. His
parents reported that he was very bright, but he still had trouble
completing his work at school. He got into frequent conflicts with
teachers because he did not think he needed to show his work. He also
interpreted language extremely literally. For example, he got into trouble
at school for leaning on a desk. When the teacher told him sitting on

the desk was not allowed, he explained that he was not sitting, he

was leaning, which was “completely different.” He was interested in
friendships at school, but his peers did not want to spend time with him
because play always had to be his way, and he was very inflexible. He
even made up his own rules for his video games. He also had “no filter”
and frequently made inappropriate overtures. He was bullied at school.
He had fluent speech but had an unusual high-pitched prosodic tone. He
was also described as a kid who “lectures at you” rather than having a
conversation with you. He had intense and unique interests in maps and
weather and had memorized the Paris Metro system, although he had
never been to Paris. He talked about these a lot and did not realize when
someone else was not interested. His early developmental history was
notable for early speaking and reading and difficulty interacting with
other kids his age but interacting well with adults and older children. He
had some motor stereotypies but now only performed them in private.
Previous coghnitive testing showed strengths in verbal skills (verbal I1Q of
140) and relative weakness in nonverbal skills (nonverbal IQ of 110.)

COMMENT

This case illustrates an adolescent with autism spectrum disorder and no
language or cognitive impairment (in fact, note the discrepancy in verbal
compared to nonverbal 1Q, which is not uncommon in autism spectrum
disorder). Despite fluent speech, he still has significant social
communication deficits (difficulty with back-and-forth conversation, very
literal language, social interest but poor skills). He also showed some
stereotypies in the past but recognizes this is not typical behavior, so now
only does them in private. He has rigid behavior and very intense interests.
In the Diagnostic and Statistical Manual of Mental Disorders, Fourth Edition
(DSM-1V), he would have been diagnosed with Asperger disorder.
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OVERLY INTENSE OR UNUSUAL INTERESTS. Assess for preoccupations or unusual
attachments and for interests that seem overly intense (such that it is the only
thing the child will talk about or play with, to the exclusion of new or different
activities) or for interests in topics that would not otherwise be age appropriate.

OVERREACTIVITY OR UNDERREACTIVITY TO AUDITORY, VISUAL, OR TACTILE
STIMULATION OR UNUSUAL SENSORY BEHAVIORS. Assess for both sensory aversions
and sensory-seeking behavior in all sensory domains.

Behavioral/Play Observations/Direct Assessment

Behavioral observations must be made throughout the entirety of the visit.
Observations begin in the waiting room with observation of the child with

other children and assessment of greetings and transition to the examination
room; passive observations continue throughout the visit while obtaining

the developmental history with caregivers and through assessment during
evaluator-directed play and interactions with the child. Specific behaviors the
evaluator can directly observe include quality of the interaction with caregivers and
medical staff (lack of response to name, lack of emotional reciprocity, difficulty
initiating or responding to joint attention, poor social referencing, disengagement),
quality of play (repetitive or stereotyped, or lack of imaginative interactive play),
nonverbal communicative behaviors (poor eye contact, lack of pointing, paucity of
gestures and facial expressions), quality and content of verbal language (repetitive
or unusual vocalizations, echolalic or scripted speech, abnormal prosody, lack

of back and forth conversation, engagement in monologues about preferred
interests), presence of rigid or maladaptive behaviors (intolerance to transition,
reduced frustration tolerance, aggression or self-injurious behavior), and sensory-
seeking or avoidant behaviors (unusual inspection of toys, oversensitivity to tactile
portions of the examination, licking/mouthing objects).

It is often helpful for the evaluator to point out to parents any pertinent
observations during the evaluation. For example, “I'm noticing __. Does this
occur in other settings?” Again, as the direct observations and assessment only
reflect a brief snapshot and do not occur in the child’s natural environment, it is
important to determine whether observations in the office setting are consistent
with those reported in other settings. Observations must be considered in the
context of the overall developmental history and corroborative information and
within the context of the social and cultural convention for the child’s age group
and cultural/ethnic status.

A wide variety of presentations of the deficits and the presence of abnormal
behaviors can be observed in the office setting in children with autism spectrum
disorder. Many of these behaviors are listed in various autism spectrum
disorder-specific questionnaires and observational scales (TABLE 12-4).

Physical Examination
Because of the association of autism spectrum disorder with neurogenetic

syndromes, the general physical examination should include assessment for
dysmorphic features (eg, large prominent ears as in fragile X syndrome or facial
features indicative of genetic or metabolic syndromes), growth parameters
(height, weight, and head circumference [macrocephaly greater than 98% is
present in 20% of patients with autism spectrum disorder’°]); and skin
examination, including Wood’s lamp, to assess for neurocutaneous stigmata
such as hypopigmented spots or ash leaf spots as in tuberous sclerosis complex
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(CASE 12-3) or hyperpigmented spots as in neurofibromatosis.>*¥”*** Neurologic
examination should focus on the patient’s level of activity, attention, cranial
nerves, muscle tone assessing for severe hypotonia, motor coordination/planning,
reflexes, and gait (toe walking).

Standardized Tools, Rating Scales, and Assessments
By DSM-5 diagnostic criteria, no standardized tools are required for diagnosing

autism spectrum disorder. However, a number of tools, such as standardized
questionnaires and rating scales, parent interviews, and direct assessments
(including autism spectrum disorder-specific tools), can help clarify the
diagnostic profile (TABLE 12-4).

An accurate diagnosis of autism spectrum disorder does require standardized
assessments of cognition, adaptive function, and speech and language skills to
help clinicians distinguish global delays from deficits limited or targeted to
language and social communication skills.>*3>#* Children with autism spectrum
disorder may have global delays, but they will have more extreme deficits in
socialization and communication. Formal cognitive and language assessments
are also needed to determine specifiers required in the DSM-5 and should be
considered when assigning the diagnosis. In some cases, an occupational therapy
assessment for sensory issues is helpful. An understanding of the child’s specific

CASE 12-3

A 3-year-old girl with autism spectrum disorder with cognitive and language
impairment was referred by her pediatrician for neurologic evaluation.
Her past medical history revealed that she was bornin a poorly resourced
country and had early-onset seizures and developmental delay. Her
mother had a hard time describing the seizure symptomatology the
patient experienced as an infant, and, unfortunately, no records were
available. She had been on medication but was taken off after 6 months,
and the seizures did not return. However, she had recently developed
some new spells with behavioral arrest and unresponsiveness. Physical
examination revealed macrocephaly and hypopigmented lesions seen on
the trunk on Wood's lamp examination. Given the diagnoses of autism
spectrum disorder, global developmental delay, seizures, and the
examination findings, tuberous sclerosis complex was suspected.

An EEG showed multifocal spikes and one electroclinical seizure, and a
brain MRI revealed tubers and subependymal nodules. Therefore, the
autism spectrum disorder diagnostic specifiers were amended to include
an association with tuberous sclerosis complex and epilepsy.
Recommendations included starting anticonvulsant treatment; medical
surveillance for tuberous sclerosis complex—associated conditions;
genetic counseling; and intensive speech, educational, and behavioral
interventions for autism spectrum disorder.

COMMENT

This case exemplifies the importance of a careful physical examination,
which, in this case, pointed to a distinct etiology. It also illustrates how to
use the specifiers in the diagnosis.
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areas of strengths and weaknesses in these developmental domains is also
important for tailored treatment planning.

Evaluation of Etiology
Ruling out treatable conditions is important in all children. Formal audiologic

evaluation should be completed in all children with language delay and diagnosis
(or suspicion) of autism spectrum disorder.3¢374* Lead testing should be done for
all children with developmental delays and those still in an oromotor stage of
development or with pica.3%37

The neurologist has an important role in identifying possible neurogenetic or
metabolic syndromes in individuals diagnosed with autism spectrum disorder
and should be aware of phenotypes that may be suggestive of specific syndromes.
Neurogenetic syndromes and disorders occur in about 10% to 20% of children
with autism spectrum disorder.”* For example, children with fragile X syndrome,
tuberous sclerosis complex, 15q duplication syndrome, neurofibromatosis,
Angelman syndrome, Prader-Willi syndrome, Down syndrome, and Williams
syndrome have higher rates of autism than in the general population.’”

Chromosomal microarray is recommended for all individuals with autism
spectrum disorder.?”>*>** Fragile X testing is commonly performed, although
it is important to note that conflicting recommendations exist regarding
whether fragile X analysis should be offered to all patients with autism
spectrum disorder, only boys, or only those with autism spectrum disorder and
cognitive impairment.

The yield of genetic testing is higher in those who have syndromic features,
dysmorphology, or intellectual disability.*®> Additional etiologic testing,
including gene mutation analyses, should be considered for children if concerns
exist for a specific neurogenetic or metabolic syndrome or if the child has a
history of developmental regression. The American College of Medical Genetics
and Genomics guidelines include estimates of diagnostic yield that can be
discussed with families. Genetic counseling should be offered to all families.*°

Further etiologic testing, including metabolic testing, EEG, and neuroimaging/
brain MRI, are not recommended as standard care but should be considered for some
children based on individual phenotypic features.3*¥4>* EEG should be considered
if concern exists for clinical or subclinical seizures or in the setting of regression to
assess for possible Landau-Kleffner syndrome/acquired epileptic aphasia. For
more information on Landau-Kleffner syndrome, refer to the article “Epileptic
Encephalopathies” by Shaun A. Hussain, MD, MS,” in this issue of Continuum.

Neuroimaging is indicated in the setting of microcephaly, hypertonia, focal
examination, or concern for tuberous sclerosis complex or a neurodegenerative
condition. Toe walking in the absence of evidence of spasticity/upper motor
neuron signs is likely behavioral and does not require neuroimaging.

Metabolic/mitochondrial testing; general screening for immunologic
deficiencies; evaluation for toxins, heavy metals, food allergies, and celiac
antibodies; and thyroid tests can be considered in those with appropriate
phenotypes but are not recommended routinely.*®

Differential Diagnosis

Social and communication difficulties and repetitive behaviors are seen in other

medical and neurodevelopmental disorders. The evaluator must determine

whether impairing symptoms are best explained by autism spectrum disorder or
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KEY POINTS

® By DSM-5 diagnostic
criteria, no standardized
tools are required for
diagnosing autism spectrum
disorder. However, a
number of tools, such as
standardized
questionnaires and rating
scales, parent interviews,
and direct assessments
(including autism spectrum
disorder-specific tools),
can help clarify the
diagnostic profile.

® An accurate diagnosis of
autism spectrum disorder
requires standardized
assessments of cognition,
adaptive skills, and speech
and language skills to help
clinicians distinguish global
delays from deficits limited
or targeted to language and
social communication skills.

® Formal audiologic
evaluation should be
completed in all children
with language delay and
diagnosis (or suspicion) of
autism spectrum disorder.

® Lead testing should be
done for all children with
developmental delays and
those still in an oromotor
stage of development or
with pica.

® The neurologist has an
important role in identifying
possible neurogenetic or
metabolic syndromes in
individuals diagnosed with
autism spectrum disorder
and should be aware of
phenotypes that may be
suggestive of specific
syndromes.
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another condition (TABLE 12-1). It should be noted that multiple conditions
can co-occur in the same child.

Applying Specifiers

The medical history, formalized assessments, ancillary testing, record review,
and direct observation can be used to determine if a child has cognitive and
language impairment and any comorbid medical or neurodevelopmental
disorders that should be assigned as specifiers. While some of these symptoms
may not be specific to autism spectrum disorder, they are important to document
because they can represent significant morbidity in the patient and can be targets
for specific interventions.

GENERAL MANAGEMENT OF AUTISM SPECTRUM DISORDER

When a child is diagnosed with autism spectrum disorder, adequate time
should be made available to answer questions, guide the family toward
treatment and service options, and make appropriate referrals. All families
should be offered information and support and should be provided

with accessible materials. Multiple resources are available, including those
available online from various government resources (eg, the CDC and the
National Institutes of Health [NIH]) and private foundations and groups (eg,
Autism Speaks, Autism Society of America, American Academy of Pediatrics).
Families should also be referred and given information about local autism support
centers, which are available in most states.

The written evaluation report is often used by families to advocate for
services, therapies, and educational programs. Therefore, it should provide
specific documentation of the diagnostic evaluation findings and evidence-based
recommendations for treatment. Recommendations should be detailed and
tailored to the child’s individual developmental needs.

Behavioral and educational therapies are the mainstay of treatment for
autism spectrum disorder.>®*"7> Children younger than 3 years of age should be
assessed by the early intervention team, and an individualized family service
plan (IFSP) should be developed. They should be referred for both general
developmental and autism-intensive services. Children older than age 3 years
should be referred to their local public school for a school evaluation to
determine special education eligibility (often referred to as a team or core
evaluation). Most children with autism spectrum disorder will be deemed
eligible for services through an individualized education program (IEP) through
Individuals With Disabilities Education Act (IDEA). Some children may receive
accommodations under a 504 plan through the Rehabilitation Act of 1973.
Home-based services may also be accessed through the IFSP, IEP, or private or
public health insurance. Many states now have laws mandating private insurance
to pay for autism spectrum disorder-related behavioral therapies. Recently, the
Centers for Medicare & Medicaid Services mandated public insurance coverage
for autism spectrum disorder services as well.

The National Research Council Recommendations for Educating Children
With Autism include at least 25 hours of total service time, maximal
individualized instruction with a low student to teacher ratio, and parent/family
involvement. These recommendations are available for free download from
the National Academies Press (nap.edu/catalog/10017/educating-children-with-
autism) and can be referenced when advocating for appropriate services.””
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Behavioral Therapy

Research has consistently shown that early intensive behavioral interventions
can help young children with autism spectrum disorder gain skills and improve
long-term outcomes.”*’* Applied behavior analysis (ABA) is currently
considered the gold-standard treatment for autism spectrum disorder. ABA is a
methodology based on learning theory principles that teaches skills and decreases
maladaptive behaviors through repetition and reinforcement. It can be used to
improve communication, socialization, adaptive behaviors, and cognition.”*”
ABA can be delivered in an outpatient clinical setting, in the home, or in school.
Several kinds of behavioral therapies are available, including discrete trial
training (traditional ABA) and ABA-based hybrids such as the Early Start Denver
Model (ESDM)”? and pivotal response treatment (PRT) 7% Naturalistic
approaches are also available, such as Floortime.”” Some of these models
incorporate parents as interventionists. Play-based and social-pragmatic
behavioral interventions are also used to target core autism deficits of social
engagement, emotional thinking, and social skills. Treatment and Education of
Autistic and Related Communication Handicapped Children (TEACCH) is a
structured teaching method that is especially useful for visual learners.”®

Allied Services and Therapies
Speech and language therapy and a total communication approach involving

the use of gestures and signs (American Sign Language), picture exchange
communication systems (PECS), communication boards, visual supports, and
assistive technology and devices may be used to support functional communication.
Occupational therapy can be helpful for addressing adaptive skill needs, sensory
needs, and fine motor/visuomotor support. While not a lot of research-based
evidence exists to support most sensory integration techniques, some techniques
and tools may be helpful for some children, such as the use of brushing, weighted
vests, and sensory toys. The development of social skills can also be facilitated
by using social skills groups. Some school programs have “lunch bunch” groups,
and social skills groups are also available in the community.

Counseling
In those with average intelligence and typical language skills, counseling

methodologies can be successfully employed for core symptoms of rigidity and
inflexibility as well as comorbid psychiatric disorders (eg, depression, anxiety)
and behavioral dysregulation. While the use of psychotherapy is obviously limited
for individuals with language and cognitive impairment, cognitive-behavioral
therapy (CBT) techniques have been modified for use with the autism spectrum
disorder population with good outcomes.”

Pharmacologic Therapies
Currently, no medications are US Food and Drug Administration (FDA)

approved for the treatment of the core symptoms of autism spectrum disorder;
this is an area of unmet need and active research. However, up to two-thirds of
children with autism spectrum disorder use psychoactive medications to treat
impairing symptoms associated with autism spectrum disorder,*>*" and
medication use increases with age.”

Co-occurring behavioral or psychiatric disorders are common in autism
spectrum disorder, such as ADHD (with lack of safety awareness), anxiety,
aggression/irritability, and self-injurious behavior. Medications used in other
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KEY POINTS

® The yield of genetic
testing for autism spectrum
disorder is higher in those
who have syndromic
features, dysmorphology,
or presence of intellectual
disability. Additional
etiologic testing, including
gene mutation analyses,
should be considered for
children if concerns exist
for a specific neurogenetic
or metabolic syndrome or if
the child has a history of
developmental regression.

® The evaluator must
determine whether social
and communication
difficulties and repetitive
behaviors are best explained
by autism spectrum
disorder or another medical
or neurodevelopmental
disorder.

® Behavioral and
educational therapies are
the mainstay of treatment
for autism spectrum
disorder.

® The National Research
Council Recommendations
for Educating Children With
Autism include at least

25 hours of total service
time, maximal individualized
instruction with a low
teacher to student ratio, and
parent/family involvement.

® Applied behavior
analysis, a methodology
based on learning theory
principles that teaches
skills and decreases
maladaptive behaviors
through repetition and
reinforcement, is currently
considered the gold-
standard treatment for
autism spectrum disorder.
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KEY POINTS

® Currently, no
medications are US Food
and Drug Administration
approved for the treatment
of the core symptoms of
autism spectrum disorder;
however, risperidone and
aripiprazole are approved
specifically for treating the
symptoms of irritability and
aggression in children.

® Co-occurring behavioral
or psychiatric disorders are
common in autism spectrum
disorder. Medications used
in other psychiatric
disorders can be effective in
individuals with autism
spectrum disorder as well.

® Children with autism
spectrum disorder tend to
experience more side
effects from medications;
therefore, medication
dosing trials should “start
low and go slow.”
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psychiatric disorders can be effective in individuals with autism spectrum
disorder as well. The only two medications that are FDA approved for use in this
population are risperidone and aripiprazole, both atypical antipsychotics and
approved specifically for treating irritability and aggression in children with
autism spectrum disorder. Other medications are used to treat commonly occurring
symptoms, such as anxiety or OCD (selective serotonin reuptake inhibitors
[SSRIs]); ADHD symptoms of impulsivity, hyperactivity, and inattention (alpha
agonists, stimulants); sleep dysfunction (melatonin or sedatives); and mood
disorders (SSRIs, atypical neuroleptics, and mood stabilizers). Children with
autism spectrum disorder tend to experience more side effects from medications;
therefore, medication dosing trials should “start low and go slow.” For
medications commonly used, published doses may be used, although the
starting dose is often lower than published dosing recommendations.

Complementary and Alternative Medicine

Treatments such as dietary modifications, vitamins and supplements, acupuncture,
chiropractic, chelation, hyperbaric oxygen, and immunologic agents are widely
used by families in children with autism spectrum disorder. To date, inadequate
scientific peer-reviewed research exists to support these treatments.*® Treating
clinicians should inquire about the use of these treatments and provide guidance
regarding potential side effects or harm. Even if not thought to be harmful, many
complementary and alternative medicine treatments can be costly. Families
should be provided with information about the lack of controlled data available,
but this should be done in a nonjudgmental manner, and resources and information
should be provided to families about how to evaluate and monitor alternative
treatments. Families should be advised that complementary and alternative
medicine treatments should not replace proven behavioral treatments.

CONCLUSION

Autism spectrum disorder is a complex heterogeneous disorder, with
symptoms of social communication deficits and restricted/repetitive
behaviors that are present early in development and are usually lifelong. The
impairments significantly impact the child’s ability to function both at home
and in the community. Because of the neurodevelopmental nature of the
disorder, neurologists are often called upon to make the diagnosis and perform
an etiologic evaluation. Neurologists may also primarily manage neurologic
comorbidities and may serve as a medical home for overall care of the patient
with autism spectrum disorder. To aid in this task, this article has reviewed
core symptoms, comorbidities, and proposed etiologies and provided an
approach to the office visit with questions for the diagnostic evaluation,
recommendations for workup, and a summary of treatment approaches.
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