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Mental illness and Chronic conditions 
People with mental illness are dying prematurely 

> 10,000 people with mental illness die prematurely from chronic diseases each year. Equivalent to 28 
people/day.

Chronic diseases cause 10 times more premature deaths than suicide for people with mental illness.

Includes heart disease and stroke, cancer, type 2 diabetes, chronic kidney disease and respiratory conditions. 

Unacceptable life-expectancy gap of up to 15 years between people with mental illness and people in the 
general population.

Their mental health conditions are treated but their physical health is neglected. 

80% of people with mental illness also have a serious physical health condition, which is often not diagnosed 
or treated.

People with mental illness not in full-time employment and from lower socio-economic areas are up to 5 times 
more likely to die prematurely.

Equally Well Factsheet October 2020
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Persistence of mental illness by age and sex
Persistence of mental illness by age and sex

AIHW 

https://www.aihw.gov.au/mental-health
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Unequally Unwell. Shorter life expectancies, reduced life opportunities. 7 

Excess death rates by cause of death 

Excess (potentially preventable) deaths 

The OECD calculates excess mortality’ to indicate the number of potential ly pre entable 
deaths.9 Excess mortality is the number of deaths in a particular group abo e what would 
be normally expected, based on the total population  death rate.10  

Preventable cancer deaths - ages 15-74 

In 2016, there were at total of 20,402 cancer deaths in Australia. 

Of these 13,128 or more that 3 in every 5 were of people who accessed
mental health-related treatments

...and 8,608 of these were potential ly pre entable.

This equates to  otentia  e enta e cance  deat s e  da

lthough fewer in number, a similar pattern is e ident for respiratory and circulatory 
system deaths. 

here were a total of , 1  deaths of people ages 15-74 who accessed 
mental health-related treatments. 

Almost 3 in every 5 of these were potential ly preventable deaths

There were 16,65  potential ly pre entable deaths per annum.

This equates to  otentia  e enta e deat s e  da .

The majority of deaths of 
people who accessed mental 
health-related treatments 
were preventable. 

De Hert et al. Dialog. in Clin Neurosc. - Vol 20 . No. 1 . 2018 

Roberts, R, et al. (2024). Unequally Unwell: Shorter life expectancies…

https://doi.org/10.17605/OSF.IO/Q5CXJ). using 
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EMERGENCY

n = 998, 47% psychiatric, 53% physical illness

MEDICAL

n = 306

PSYCH 

n = 626

SURGICAL

n = 87
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TOTAL: Jan 2011 – March 2012, n= 405, 50% of all patients on clozapine,       

              total admissions = 2017, some part of same presentation 

Chronic Schizophrenia (Clozapine)

Managed in public outpatients

Many have no GP
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EMERGENCY

Chest pain = 61

Trauma = 59

Abdo pain/constipation = 58

Infection = 38

Left without seen = 37

MEDICAL

Chest pain = 13

Infection = 38

SURGICAL

Cancer = 19

Infection = 15

Trauma = 11

Abdo = 11



OFFICIAL

Risk factors and access disparities for people with mental illness 

Many chronic diseases share modifiable risk factors like smoking, overweight and obesity, poor diet, physical inactivity, 

alcohol consumption, high blood pressure, high cholesterol, and high blood sugar. 

People with mental illness have much lower rates of health service access for screening, treatment, and surgical 

interventions. 

People with a mental illness have a much higher prevalence of certain risk factors compared to the general population: 

Women with mental illness are nearly 70 percent more likely to smoke. Men are nearly 40% more likely to smoke.

Women with mental illness are eight percent more likely to be inactive. Men with mental illness are 11% more likely to be 

inactive.

Around one in three people with mental illness are obese, compared to around one in four people in the general 

population.

In people with psychosis, obesity rates can be as high as 45%

Equally Well Factsheet 

October 2020
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Firth et al. 2019, The 
Lancet Psychiatry 
Commission: a blueprint 
for protecting 
physical health in people 
with mental illness.
Lancet Psychiatry 2019; 
6: 675–712 
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Firth et al. 2019, The 
Lancet Psychiatry 
Commission: a blueprint 
for protecting 
physical health in people 
with mental illness.
Lancet Psychiatry 2019; 
6: 675–712 

Lifestyle interventions have variable efficacy MDD>Bipolar>Schizophrenia  
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Mcintyre et al. Am J Psychiatry 181:1, January 2024 
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Therapeutic Guidelines July 2022



OFFICIALAntipsychotic related mortality

Tiihonen et. al., 2009 FIN 11 study
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Xu L, et al.(2024) Front. Psychiatry 15:1328048. 

Amare et al. Translational Psychiatry (2017) 7, e1007;

Figure 1. Schematic model for the potential 
pleiotropic effects of a shared gene locus that is 
associated with mood disorders and cardiometabolic 
diseases. The distal and proximal factors are obtained 
from the literature. Red bold lines represent the 
pleiotropic effect of a genetic locus on 
cardiometabolic diseases and associated risk factors, 
psychiatric morbidity, i.e.mood disorders and 
pharmacological treatment response in MDD and 
BPD. The bi-directional arrows indicate bidirectional 
epidemiological relationships between the 
cardiometabolic diseases and mood disorders. BPD, 

bipolar disorder; MDD, major depressive disorder. 
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Fig 3 The list of 24 CMMDh genes (left), genes enriched to the top canonical signaling pathways (middle) and the network of these 
genes with mood disorders and the CMD-Rs (right). In the right, it illustrates ingenuity IPA-generated network of the CMMDh genes 
with coronary artery diseases, hypertension, diabetes mellitus, obesity, depressive disorder and bipolar disorder. The coloured 
dotted lines highlights CMMDh genes that were related to bipolar disorder (orange) and depression (red). CMMDh, Cardiometabolic 
Mood Disorders hub genes; IPA, Ingenuity Pathway Analysis

Amare et al. Transl Psychiatry (2017) 7, e1007. 

A pathway analysis of 
genes known to be 
associated with 
cardiometabolic diseases 
and mood disorders 
revealed significant 
pathways: corticotrophin-
releasing hormone 
signaling, AMPK 
signaling, cAMP-
mediated or G-protein 
coupled receptor 
signaling, axonal 
guidance signaling, 
serotonin or dopamine 
receptors signaling, 
dopamine-DARPP32 
feedback in cAMP 
signaling, circadian 
rhythm signaling and 
leptin signaling 
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What can we do?
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Firth et al. 2019, The 
Lancet Psychiatry 
Commission: a blueprint 
for protecting 
physical health in people 
with mental illness.
Lancet Psychiatry 2019; 
6: 675–712 
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Suggested schedule for monitoring antipsychotic adverse effects
at 1 month

measure weight, waist circumference and BMI

ask about and assess for extrapyramidal effects

measure prolactin concentration

ask about sexual and reproductive problems

at 2 months

measure weight, waist circumference and BMI

at 3 months

measure blood pressure and heart rate

measure fasting blood glucose and glycated haemoglobin 
(HbA1c) concentrations

measure weight, waist circumference and BMI

ask about and assess for extrapyramidal effects

at 6 months

measure blood pressure and heart rate

measure fasting blood glucose and glycated haemoglobin (HbA1c) 
concentrations

measure fasting lipid levels

measure weight, waist circumference and BMI

ask about and assess for extrapyramidal effects

measure prolactin concentration

ask about sexual and reproductive problems

at 12 months and thereafter

measure blood pressure and heart rate; repeat every 6 months

measure fasting blood glucose and glycated haemoglobin (HbA1c) 
concentration; repeat every 6 months

measure fasting lipid levels; repeat every 6 months

measure weight, waist circumference and BMI; repeat every 6 months

perform ECG; repeat annually

measure full blood count; repeat annually

ask about and assess for extrapyramidal effects; repeat every 6 months

measure prolactin concentration; repeat annually

ask about sexual and reproductive problems; repeat annually

Adapted Table 8.32 Therapeutic Guidelines July 2022
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A case series considering personalized titration risk factors

Case Sex Age

Day 

Troponin 

Positive

Ethnicity Obese

Elevated 

CRP On 

Initiation

Smoking

Cessation

Concomitant 

Medication

Confirmed

Echocard-

iography

or MRI

Suspected

Metaboliser

Status**

Dose 

(mg) at 

week 2#

Personalised 

Maximum Dose 

mg (week 2)**

1* Male 19 18 Caucasian Yes No Yes
Olanzapine, 

Sodium Valproate

Confirmed

MRI
Poor 200

100-200

(75)

2 Female 44 20 Caucasian Yes Yes No

Quetiapine, 

Paliperidone LAI, 

Paroxetine

Confirmed

MRI
Poor 250

100-200

(75)

3 Male 27 19 Caucasian No No No
Aripiprazole, 

Fluoxetine

Confirmed

MRI
Normal

200
200-400

(200)

4 Male 44 16 Caucasian Yes Yes No
Paliperidone LAI, 

Apixaban
No Poor 175

100-200

(75)

5* Female 37 20 Asian Yes No No

Olanzapine, 

Paliperidone LAI, 

OCP

Echo

Normal
Poor 225

75-150

(50)

Table 1: Demographics and risk factors for CAM cases, C-reactive protein – CRP, long-acting injection – LAI, Echocardiography – Echo, 

Oral Contraceptive Pill - OCP. * case 1 and 5 were successfully rechallenged. **based on De leon et al., female non-smokers are thought 

best managed at the lower end of the personalised dose range (de Leon et al., 2022a; de Leon et al., 2022b). #SA Health guideline 

recommendation is 200 mg at 14 days. From day 14 the dose can be increased in 50 mg intervals every two to three days depending on 

efficacy and side effects. Maximum dose is 900 mg per day.

July 2021 to June 2022 CALHN-wide medical record review: 217 clozapine commencements - 53 elevated Troponin T results >12 ng/L 

in females > 16 ng/L in males, 35 of admitted to CALHN inpatient units, 14 with accompanied elevation in CRP. 5 cases received a 

discharge diagnosis of CAM. Troponin range 70-330, CRP range 34-226

Carswell O.…Clark SR.  Schizophrenia Res 2023 Sep 16:S0920-9964(23)00329-8
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Personalised Clozapine Titration

• Adverse events occur when titration 
rate is not matched to metabolism 
and peak levels are high

• Titration based on gender, 
inflammation risk, ethnicity, drug 
interactions

• Poor metabolisers:
Obesity (inflammation),

 Oral contraceptives, valproate, 
flupentixol, olanzapine, 
perphenazine, quetiapine 

• Alert clozapine levels at week 1 
• Steady state levels at week 4

de Leon J, et al. General Psychiatry 
2022;35:e100773 

Afro-Americans
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Managing metabolic syndrome

University of Adelaide 20
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Managing metabolic syndrome

University of Adelaide 21
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University of Adelaide 22

Emerging interventions

Riddhita De, et al. (2023) Expert Opinion on Pharmacotherapy, 24:16, 1823-1832 

Shi et al. 2021 Lancet S0140-6736(21)01640-8 
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Schizophrenia and Weight Improvement From Tirzepatide (SWIFT)

Shi et al. 2021 Lancet S0140-6736(21)01640-8 

• Siskind, D. et al. MRFF $3,839,117.60

• Hypothesis: In patients with schizophrenia with comorbid obesity, who fail to achieve 5% body 

weight loss with metformin over 16 weeks, adding semaglutide for 24 weeks will lead to 

significantly greater reduction in body weight compared to placebo.

• Primary Aim: To examine whether, compared to placebo, Tirepazide, will lead to significantly 

lower 24-week endpoint weight adjusted for baseline. 

• Secondary Aims: To (1) test whether, compared to placebo, among overweight/obese people with 

schizophrenia on antipsychotics, Tirepazide will lead to:

a) an improvement in metabolic syndrome components (waist circumference, High Density 

Lipoprotein (HDL) cholesterol, triglycerides (TG), blood pressure and fasting glucose);

b) higher proportions of participants with weight loss >5% of body weight;

c) reduction in visceral adiposity and hepatic steatosis on Magnetic Resonance Imaging 

(MRI);

and (2) examine participant preference, safety and tolerability regarding Tirepazide.
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Hearts and Minds: A 3-arm Multicentre, Randomised, Double-Blind, Placebo-

Controlled Study of Metformin and Atorvastatin for the Treatment of 

Depression

• Burke M. et al. MRFF $10,000,000 MAGNET Trials network

• Hypothesis: Stains and Metformin are protective against depression

• Statins - Geelong Osteoporosis Study (GOS). In a community sample of 1,491 adult 

women followed over 10 years, the age-adjusted odds ratio for major depressive disorder 

(MDD) among statin users was 0.13 (95% CI 0.02 to 1.02)

• Metformin - anti-inflammatory as well as antioxidant properties, improves mitochondrial 

dysfunction, enhances neurotrophins like BDNF, antidepressant effects appeared to be 

linked to its capacity to reduce inflammation through inhibition of NF Kappa B and NLRP3 

inflammasome activation.

• Primary Aim: determine the effectiveness of atorvastatin or metformin for the treatment of adults 

with MDD who remain symptomatic (MADRS>=20) after an adequate (6 week) trial of 

established antidepressant therapy in a 16-week randomised, double-blind trial.
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Summary

• Mental illness is associated with excess cardiovascular morbidity and 

mortality

• Poor outcomes are associated with lifestyle and genetic factors but also 

lack of access to evidence-based care

• Psychotropic drugs contribute significantly to metabolic syndrome

• Monitoring and intervening is critical !!!!!

• Lifestyle interventions may not be successful in those with serious mental 

illness

• Known and emerging treatment for metabolic syndrome can reduce risk 

and may also target common mechanisms of mood disorders

• GPs, Cardiologists and Psychiatrists alike need to consider the 

bidirectional nature of mental illness and physical health 
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Equally Well

Consensus 

Statement
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