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maternal obesity may play a crucial role
in the aetiology of ASD.11,12 A recent
study found that children who were
exposed to pre-eclampsia in utero 
were 32% more likely to develop ASD. 
A causal link between pre-eclampsia
and ASD e.g. mediated by fetal hypoxia,
oxidative stress or maternal systemic
inflammation is plausible.13 In addition,
women who take antidepressants
during the first trimester are almost
twice as likely to give birth to children
with ASD.14

Intrauterine exposure to infections
such as cytomegalovirus and rubella are
associated with increased risk of ASD.15
Fetal alcohol syndrome caused by
maternal drinking during pregnancy is
often unrecognised but strongly
associated with ASD.16 Intrauterine
exposure to several antiepileptic drugs,
especially valproate, is also associated
with an increased risk of ASD.17 Perinatal
factors have been examined indicating
that low birthweight, breech and
premature birth are associated with a
raised risk of ASD.18

There is also an increased risk of ASD
in children of mothers with thyroid
dysfunction19 and autoimmune

disorders.20 Autism is also linked to
maternal/paternal schizophrenia, and
maternal depression and personality
disorders.21

However, a recent population-based
birth cohort study across five countries
including more than 2 million individuals
followed up to the age of 16 years found
that the heritability of ASD was
approximately80%, indicating that the
variation in ASD occurrence in the
population is mostly due to inherited
genetic influences. There was little
evidence to support the influence of
maternal factors.22

PRESENTATION 
GPs are often the first point of contact
for parents or individuals seeking help
for suspected ASD. The high rates of
comorbidities, the wide-ranging levels of
severity and symptom expression and
recent changes to the diagnostic criteria
make diagnosing ASD in primary care
challenging.23

Although the behavioural
presentation has a childhood onset, a
large number of autistic adults may not
have been formally diagnosed or may
have been misdiagnosed with other

psychiatric conditions. Many autistic
children reach adulthood without 
being diagnosed. A study of children
aged 5-9 years found that for every
three known cases there were two
undiagnosed cases.24 Their symptoms
may only come to the surface when they
experience adversity in adult life, such as
work-related stress, redundancy, divorce,
bereavement or problems with the law.
Presenting concerns are often about
mental health rather than autism per se.

Psychiatric comorbidity is highly
prevalent among individuals with ASD.25

Depression, anxiety and attention deficit
hyperactivity disorder (ADHD) are
common in adults with ASD.25 Around
20-22% of children and adults with ASD
meet criteria for a tic disorder.26

Compared with the general UK
population, adults with Asperger’s
syndrome are much more likely to
experience suicidal thoughts and plan or
attempt suicide.27 

Current evidence suggests autistic
individuals have high rates of physical
comorbidity, especially epilepsy,
gastrointestinal disorders, metabolic
syndrome and nutritional problems.28

Core symptoms of ASD may manifest
differently according to gender, which
may delay diagnosis in females. Girls
with ASD are more likely to develop
coping strategies to manage social
situations that mask the degree of deficit.29

The signs listed in box 1, left, should
make the clinician consider a referral to
specialist services for a formal ASD
assessment.

ASSESSMENT  
NICE recommends that a multistage
approach is used to identify children and
young people at risk of ASD in primary
care.30 This should include: 
•Eliciting and paying attention to
parental concerns
•Observing speech delay, or regression,
which is often the parents’ first concern
•Reviewing the obstetric history for risk
factors (low birthweight, prematurity,
polyhydramnios, prenatal infections,
multiple births, IVF, advanced maternal

Box 1

Signs warranting referral for a formal autism spectrum disorder assessment

Difficulties with social relationships:
•Few or no sustained relationships; those that exist are likely to be either 
distant or intense 
•Persistent aloofness 
•Awkward interaction with peers 
•Unusually egocentric 
•Little concern for others or awareness of their viewpoint 
•Limited empathy or sensitivity 
•Lack of awareness of social rules
•Problems in obtaining or sustaining education or employment  

Abnormal communication: 
•Odd or monotonous voice, often at an unusual volume 
•One-sided conversation
•Stilted or pedantic language and difficulty understanding figurative speech 
•Rather stilted, impassive appearance with limited gestures and rather odd or
avoidant eye contact 
•Awkward or odd posture and body language 

Absorbing and narrow interests: 
•Unusually circumscribed interests 
•Obsessively pursued interests 
•A set approach to everyday life that may include unusual routines or rituals
•Resistance to change 

The behavioural presentation has a childhood onset 

A known history of a neurodevelopmental condition, including learning disabilities
and ADHD or other mental health disorder

‘Girls with ASD 
are more likely 
to developcoping
strategies to manage
social situations 
that mask the
degree of deficit’


