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What is the evidence for cardiometabolic or weight problems?
Medicated patients versus population or healthy controls

Moderate quality evidence suggests increased risks of hypertension, low HDL cholesterol, hypertriglyceridemia, 
diabetes, metabolic syndrome, abdominal obesity and reduced heart rate variability in people with schizophrenia. 
People with first-episode psychosis and antipsychotic-naïve patients also show increased hypertension, but not other 
cardiometabolic indices.

Medicated patients versus unmedicated patients
Moderate quality evidence shows that after treatment with antipsychotic medications, there is weight gain in 

the short and long-term, and increased insulin levels, insulin resistance, cholesterol, triglyceride, leptin, and blood 
pressure levels in the long-term. There are increased rates of diabetes, myocardial infarction, metabolic syndrome, 
high triglycerides, low HDL, and hyperglycaemia in medicated patients, with reduced heart rate variability in medicated 
patients on clozapine.  

Any antipsychotic versus placebo
High quality evidence shows small effects of increased QTc prolongation with haloperidol, quetiapine, olanzapine, 

risperidone, and iloperidone; medium-sized effects of increased QTc prolongation with ziprasidone and amisulpride; 
and a large effect with sertindole. No differences in QTc prolongation were reported between placebo and lurasidone, 
aripiprazole, paliperidone, or asenapine. There are small effects of more weight gain with aripiprazole, amisulpride, 
asenapine, paliperidone, brexpiprazole, and lurasidone; and medium-sized effects of more weight gain with risperidone, 
quetiapine, sertindole, chlopromazine, iloperidone, clozapine, zotepine, and olanzapine. Clozapine resulted in the most 
weight, cholesterol, triglycerides, and glucose increases. Olanzapine resulted in the most BMI increases, and also 
increases in weight, cholesterol, and triglycerides. Quetiapine increased weight, cholesterol, and triglycerides. Zotepine 
increased weight, triglycerides, and glucose.

First generation versus second generation antipsychotics
Moderate quality evidence suggests second generation clozapine, olanzapine, risperidone, and quetiapine are 

associated with a small increased risk of diabetes mellitus when compared to any first generation antipsychotic. There is 
more total cholesterol increase with second generation olanzapine than first generation haloperidol, and more triglyceride 
increase with second generation amisulpride than haloperidol. Second generation amisulpride, clozapine, olanzapine, 
quetiapine, risperidone, sertindole, and zotepine are associated with more weight gain than first generation haloperidol, 
with no differences when compared to low-potency first generation antipsychotics.

Second generation versus second generation antipsychotics
Moderate quality evidence suggests shorter Bazett’s corrected QT interval with aripiprazole compared to 

risperidone, and with risperidone compared to sertindole. Olanzapine was associated with more weight and glucose 
increase than amisulpride, aripiprazole, quetiapine, risperidone, lurasidone, and ziprasidone. Clozapine was associated 
with more weight gain than risperidone, risperidone was associated with more weight gain than amisulpride, and 
sertindole was associated with more weight gain than risperidone. Olanzapine was associated with more cholesterol 
increase than aripiprazole, risperidone and ziprasidone. Quetiapine was associated with more cholesterol increase than 
risperidone and ziprasidone.

Schizophrenia versus affective disorders
Moderate quality evidence suggests olanzapine was associated with more weight gain in people with 

schizophrenia than people with bipolar disorder, with no differences in cholesterol or blood glucose levels. People with 
schizophrenia treated with quetiapine show more cholesterol increase than patients with affective disorder treated with 
quetiapine, with no differences in blood glucose, triglyceride levels or weight gain.

For more information see the technical table
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independent medical 
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institutes in Australia 
and an international 
leader in neurological 
research.

Diseases of the brain 
and nervous system 
pose the greatest 
health, economic 
and social burden of 
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because they are 
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and have no known 
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Medical research is 
the cornerstone of 
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While we hope you 
find this information 
useful, it is always 
important to discuss 
any questions about 
schizophrenia or its 
treatment with your 
doctor or other health 
care provider.
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