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SUMMARY

Schizophrenia is a severe psychiatric disorder associated with significant comorbidities and
early mortality.
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People with schizophrenia have a greater predisposition to the top 6 modifiable global mortality
(cardiometabolic) risk factors as defined by the World Health Organization (compared with the
general population). These are driven by genetic, lifestyle and disease factors, and obesogenic
antipsychotic medications.

Smoking, obesity and type 2 diabetes are the most important modifiable cardiometabolic risk
factors for cardiovascular disease in people with schizophrenia.
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Enhanced physical health screening, especially for cardiometabolic risk factors, is recommended
for people with schizophrenia.

A multidisciplinary holistic approach is recommended for treating people with schizophrenia,
using contact with primary care practitioners to review their physical health.

Introduction

Schizophrenia is a severe and complex psychiatric
disorder that significantly impacts an individual’s
biological, psychological and social functioning, and
overall wellbeing. Schizophrenia is characterised by
positive symptoms (e.g. delusions, hallucinations) and
negative symptoms (e.g. social withdrawal, negative
affect, reduced speech).

Despite improvements in treatment options for
psychosis, people with schizophrenia still face
excess morbidity and mortality compared with the
general population because of their vulnerability to
multiple physical health conditions. This highlights
the importance of close physical health monitoring
by their primary care practitioners, to improve
health outcomes and increase their life expectancy;
however, physical health monitoring for patients with
schizophrenia can be challenging because of the
nature of the illness and its social impacts.

Comorbidity and mortality

People with schizophrenia have reduced life
expectancy compared to the general population
(18.7 years shorter in men, 16.3 years shorter in
women).! This is largely attributable to physical
conditions (e.g. cardiovascular disease [CVD],
respiratory disease, cancer) rather than external
causes (e.g. suicide, accidents).?

Several factors contribute to the prevalence of
comorbidities in people with schizophrenia. First,
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they have a greater predisposition to the top 6
modifiable global mortality (cardiometabolic) risk
factors as defined by the World Health Organization
(in order): hypertension, smoking, hyperglycaemia,
physical inactivity, obesity and dyslipidaemia.>*
Second, use of certain antipsychotics predisposes
them to metabolic syndrome (defined as 3 or

more of: hypertension, hyperglycaemia, abdominal
obesity, hypertriglyceridaemia and low high-density
lipoprotein cholesterol [HDL-C] concentration).®

Cardiometabolic risk factors

People with schizophrenia have a higher risk of CVD
than the general population and CVD is the leading
cause of death in this group.2Over half (54.8%) of
Australians with a psychotic disorder meet the criteria
for metabolic syndrome and approximately one-quarter
(24%) already have CVD or are at high risk of CVD.®
This increased risk is addressed in the 2023 Australian
gquideline and calculator for assessing and managing
cardiovascular disease risk; for people living with severe
mental illness, consider reclassifying their estimated
CVD risk to a higher risk category, particularly if their
estimated risk is close to a higher risk threshold.”

Tobacco smoking

Despite increasing health promotion around smoking
cessation, approximately two-thirds of people

with schizophrenia still smoke (compared with
approximately 11% of the general population).5® There
is a complex relationship between tobacco use and
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schizophrenia; some studies have correlated continual
tobacco use with subsequent onset of schizophrenia.®
Some hypotheses regard smoking as a form of self-
medication helping people alleviate cognitive and
negative symptoms of schizophrenia.®

Primary care practitioners are ideally placed to screen
for smoking and arrange appropriate treatment;
however, studies have shown lower rates of screening
in primary care for tobacco use in people with
schizophrenia than in the general population.’®

Guidelines for the management of smoking cessation
in patients with schizophrenia are similar to those for
the general population; however, a specific ‘Quitline’
intervention for people with mental illness may be
more effective than the usual Quitline resources.” The
requirements for nicotine replacement are often higher
in this population because they tend to be heavier
smokers. Bupropion and varenicline may have adverse
mental health effects in the short term and careful
monitoring is required in people with schizophrenia.>*

Smoking cessation is associated with decreased
metabolism, and thus increased serum concentrations,
of certain antipsychotics, notably clozapine and
olanzapine.” Dose adjustment may be required.

Obesity

Multiple factors contribute to the development of
obesity in people with schizophrenia, including:

e negative symptoms (e.g. amotivation, reduced
self-care)

e obesogenic antipsychotic medication
(e.g. clozapine, olanzapine)

e sedentary lifestyle
e dietary choices.

Approximately three-quarters of people with
schizophrenia are classified as overweight or
obese.®” Certain antipsychotics play a significant
role in the development of obesity in this group.
Clozapine and olanzapine have been shown to cause
the largest weight gains from baseline in patients
starting antipsychotics.’®"”

While antipsychotic choice usually is made by the
treating psychiatrist together with the patient, the
primary care practitioner can promote treatment
adherence and emphasise the importance of healthy
lifestyle habits.

Type 2 diabetes, hypertension and
dyslipidaemia

Type 2 diabetes is often the key cardiometabolic
risk factor for people with schizophrenia. They may
have a genetic predisposition to diabetes’® with the
risk of type 2 diabetes 2 to 5 times higher than in
the general population. The prevalence of type 2
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diabetes in people with schizophrenia has been
reported between 1.3 and 50%, depending on age and
screening method;”® however, patient awareness of
their diagnosis of diabetes is low.”

Optimising glycaemic management can significantly
improve patient outcomes but can be difficult.?®

Certain antipsychotics (notably olanzapine and
clozapine) have been linked to insulin resistance and
dysregulated glucose metabolism.? Additionally,
studies suggest high insulin concentrations and

low leptin concentrations are often present in the
early stages of psychosis, even before antipsychotic
treatment has started.?

There is a high prevalence of hypertension

(48.8%) and dyslipidaemia (49.7%) in people with
schizophrenia;® however, patient awareness of their
diagnoses is low, which suggests screening for
cardiometabolic risk factors may be insufficient.”

People with schizophrenia reportedly have lower
adherence to cardiovascular medication compared
with the general population. One study reported

a 0.37-fold decrease in antihypertensive use, and

a 0.47-fold decrease in lipid-lowering drug use,
among people with schizophrenia compared with the
general population.?® This suggests that only half of
people with schizophrenia and known hypertension
or dyslipidaemia are receiving treatment for these
manageable conditions.”®

Obstructive sleep apnoea

Obstructive sleep apnoea (OSA) is an under-
recognised and significant comorbidity in people with
schizophrenia.?* OSA presents with various features,
including excessive daytime sleepiness, hypertension,
snoring, and cognitive deficits (e.g. attention and
memory dysfunction).?>? People with schizophrenia
commonly have OSA risk factors, such as obesity,
smoking and use of sedatives (including alcohol).?6-2

OSA symptoms may be misidentified as negative
symptoms of schizophrenia or antipsychotic adverse
effects. People with suspected OSA should have a
home-based sleep study or be referred to a sleep
physician, to investigate if nocturnal continuous
positive airway pressure (CPAP) or other therapy may
be of benefit.

A small 2019 pilot study on nocturnal CPAP for
OSA in schizophrenia showed improved sleep
and blood pressure, and some weight loss over a
6-month period.?®

Hyperprolactinaemia

Hyperprolactinaemia is a well-recognised adverse

effect of some antipsychotics (e.g. risperidone,
paliperidone, amisulpride). Approximately 2 in 5 people
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on antipsychotics have high prolactin concentrations,
with females more adversely affected than males.?

Antipsychotic-induced hyperprolactinaemia can
manifest with galactorrhoea, sexual dysfunction,
osteoporosis and amenorrhea.?®* Despite its
prevalence, hyperprolactinaemia is under-diagnosed,?®
perhaps because people are embarrassed to discuss
their symptoms.

The Royal Australian and New Zealand College of
Psychiatrists (RANZCP) clinical practice guidelines
for the management of schizophrenia and

related disorders recommend assessing prolactin
concentration and switching to a prolactin-sparing
antipsychotic if necessary, in conjunction with
specialist psychiatric and endocrinology input.?®

Osteoporosis and low bone
mineral density

Osteoporosis and low bone mineral density are
significantly associated with schizophrenia, and
antipsychotic-induced hyperprolactinaemia.233
Preventive strategies are recommended to reduce the
risk of fractures.

Optimising monitoring

Primary care practitioners are well placed to monitor
physical health for people with schizophrenia.

General recommendations for long-term monitoring
of physical health in people with schizophrenia are
listed in Table 1.3* Some basic preventive strategies for
common comorbidities in people with schizophrenia
are listed in Table 2.%

Optimising monitoring in clinical practice could include:

e ensuring lifestyle risk factors (e.g. smoking) are
identified and appropriate management options
are explained to the patient

e empowering patients to monitor their own
physical health

e providing patients with a record of their
test results

e organising regular review appointments
(e.g. every 6 months or annually).

Recommendations for preventive health measures
(e.g. vaccinations, dental examination) and screening
for the general population (e.g. cancer screening) also
apply to people with schizophrenia, but these are less
frequently undertaken.36%”

The RANZCP clinical practice guidelines for the
management of schizophrenia and related disorders
emphasises long-term monitoring of physical health for
people with schizophrenia.?® The RANZCP has produced
free downloadable patient education material to

support self-management of general physical health.
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Table 1 Suggestions for long-term monitoring of physical
health in people with schizophrenia

Monitoring parameter

Frequency

blood pressure and heart rate

fasting blood glucose concentration and glycated

haemoglobin (HbATc)

fasting lipid concentrations

weight, waist circumference and body mass index

extrapyramidal effects

electrocardiogram (ECG)

full blood count

prolactin concentration

sexual and reproductive problems

every 6 months

every 6 months

every 6 months
every 6 months
every 6 months

annually, or more frequently if
prolonged QT interval is present

annually

annually, or more frequently if
on an antipsychotic known to
increase prolactin concentration

annually

Adapted from reference 34

Table 2 Preventive strategies for common comorbidities in
people with schizophrenia

Comorbidity

Preventive strategies

cardiometabolic disease

osteoporosis and fractures

poor oral and dental health

respiratory conditions

sleep disorders

depression and anxiety

problem use of alcohol,
cannabis and other substances

smoking cessation

healthy diet

regular physical activity

reduction of alcohol consumption
maintenance of healthy body weight

falls-prevention strategies (e.g. walking aids)
exercise and balance training

adequate calcium intake

maintenance of vitamin D sufficiency
smoking cessation

reduction of alcohol consumption
maintenance of healthy body weight

maintenance of oral hygiene
annual dental review

smoking cessation

good sleep hygiene
formal sleep assessment

psychosocial interventions to decrease isolation
monitoring for substance use

monitoring for substance use

discussion about impacts of substance use on
medications, relapse of schizophrenia symptoms,
self-harm, social situation

Adapted from reference 35
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Conclusion

People with schizophrenia usually have similar
interest as the general population in wanting to make
healthier lifestyle choices but may not have the means
or motivation to do so. Support provided by primary
care practitioners is critical to significantly improve
health outcomes for this particularly at-risk group.?® <
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