
International Medical Journal Vol. 26, No. 2, pp.  62 - 64 ,  April  2019

PSYCHOLOGICAL  MEDICINE

Is Lurasidone Weight Neutral?
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ABSTRACT
Background: Cardiovascular disease is a major cause of mortality in patients with schizophrenia, and weight gain due to sec-

ond generation antipsychotics contributes significantly to this. Lurasidone is a new antipsychotic with minimal metabolic side 
effects and represents a new treatment option where weight is a concern. 

Design: Description of four cases of patients switched to Lurasidone from other antipsychotics and their experience in terms 
of psychotic symptoms and weight changes.

Results: Our findings suggest that Lurasidone offers the potential to reduce weight gain and even allow for potential weight 
loss in patients switched from another antipsychotic medication.

Conclusions: Lurasidone may offer the potential for weight loss when patients are switched from other antipsychotic medica-
tion. Further randomised studies are needed to confirm this beneficial effect of Lurasidone. 
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INTRODUCTION

Schizophrenia is a severe, chronic mental illnesses affecting around 
0.7 % of the population1). The mainstay of treatment for acute episodes 
and relapse prevention is antipsychotic medication, although this can be 
problematic as unpleasant side effects can lead to poor medication 
adherence2). First generation antipsychotics are associated with extra 
pyramidal side effects and tardive dyskinesia in particular, while it is 
now clear that second generation antipsychotics have serious metabolic 
side effects including weight gain, diabetes and metabolic syndrome3). 
People with schizophrenia are at significantly higher risk of obesity, 
metabolic syndrome and cardiovascular disease4-6), and therefore have a 
life expectancy of around 15 years lower than the general population7). 
Cardiovascular disease is a major factor in this increased mortality.  
Although there are multiple causes for this such as genetic predisposi-
tion, smoking, sedentary lifestyle and biological mechanisms such as 
inflammation, second generation antipsychotics are a significant con-
tributing factor8). 

This has steered research towards novel agents with fewer metabol-
ic side effects. Lurasidone is a new antipsychotic that has a favourable 
metabolic profile, with lower incidence of weight gain and diabetes9). 
This case series seeks to illustrate the positive effect of weight loss with 
Lurasidone, which shows promise for patients who are at high risk of, if 
not already suffering the effects of metabolic syndrome. 

CASE  SERIES

Case One

Case one describes a 43 year old Asian gentleman who has been 
known to psychiatric services for more than fifteen years with treatment 
resistant schizophrenia. His illness is characterised by suspiciousness, 
fears that he may be harmed by others, social anxiety and negative 
symptoms. He is heavily dependent on his family to help him function 
day to day. He has been tried on various combinations of antipsychotics 
and antidepressants however remained symptomatic. His drug history 
includes Olanzapine, Risperidone (depot), Sertraline, Fluoxetine, 
Paliperidone, Clonazepam, Quetiapine and Aripiprazole. He was started 
on Clozapine after various combinations of medication achieved little 
change in symptoms. He was started on Lurasidone in December 2015 
as a further addition to his clozapine. Following this there was improve-
ment in his socialisation, anxiety and paranoia. He remained on 
Clozapine and Fluoxetine. He continues to be treated on Lurasidone 74 
mg. He reports that his weight has fluctuated; he has gained 4 kg since 
starting Lurasidone having previously gained 7 kg following the initia-
tion of Clozapine. 

Case Two

Case two describes a 62 year old Caucasian man who has been 
under psychiatric services for 9 years. He has paranoid schizophrenia 
with symptoms of 3rd person auditory hallucinations in the form of sev-
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eral voices conversing about him, paranoia, poor concentration and 
fleeting thoughts of suicide. He had concerns regarding the weight gain 
he experienced with Olanzapine. He had a myocardial infarction in July 
2008 and continues to have severe angina and high cholesterol. He was 
anxious and preoccupied by his health conditions, particularly as he had 
a significant family history of cerebrovascular and cardiovascular dis-
ease. He was switched from Olanzapine to Aripiprazole, however this 
caused a recurrence of his auditory hallucinations. He was keen to 
return to Olanzapine in September 2015. In December 2016, he agreed 
to switch to Lurasidone to address his metabolic side effects. He is also 
taking Fluoxetine 40 mg once a day to treat obsessive compulsive 
symptoms. He remains on Lurasidone 74 mg and has not experienced 
any deterioration in his symptoms, and reports weight loss of 4 kg over 
3 months. 

Case Three

Case three is a 31 year old gentleman with a diagnosis of Paranoid 
Schizophrenia. His diagnosis was made during his involuntary inpatient 
admission in 2003 where it was suspected his psychosis was exacerbat-
ed by Cannabis use. 

He remained well on Risperidone, however suffered with trouble-
some side effects of hypersalivation, nausea and weight gain of 14 kg 
by 2009. After a number of absent appointments he was discharged 
from services. He presented to crisis intervention in 2013 with agitation, 
auditory hallucinations and paranoia. He responded well to Quetiapine 
and Sertraline during home treatment. However, due to later concerns 
with compliance this was changed to Paliperidone depot. In 2014 due to 
further weight gain, odd behaviour and negative symptoms, he was 
started on Lurasidone. He improved on 111 mg. There was noted period 
of non-attendance to outpatient clinics in 2014 resulting in discharge 
back to primary services. Re-emergence of symptoms occurred in 2017. 
With reinstatement of outpatient care and an increase in Lurasidone to 
148mg, his mental health stabilised, with occurrence of occasional 'mild'  
voices and feelings of thought withdrawal. Otherwise his level of func-
tioning has much improved. His weight is currently 124 kg. He did not 
gain or loss weight on Lurasidone. 

Case Four

Case four is a 42 year old gentleman who first presented to mental 
health services in 2012 with delusions of persecution, ideas of reference, 
depression and anxiety spanning seven years. This was mainly in rela-
tion to his work colleagues leading to him losing employment from two 
IT consultancy jobs. He was diagnosed with paranoid schizophrenia and 
started on Quetiapine XL 600 mg and Citalopram 20 mg once a day. On 
this medication, his symptoms went into remission and he managed to 
gain employment as a website designer in 2013; however there were 
concerns about weight gain on Quetiapine. He reported gaining 3 stone 
in weight. His Quetiapine was reduced at this point with a view to main-
taining him on a low dose or considering a switch to an alternative anti-
psychotic. In 2014, his paranoid delusions returned and he felt there was 
a conspiracy against him engineered by his work colleagues, he felt 
police had put him under surveillance and that his emails were being 
hacked. The prior reduction in Quetiapine was felt to have contributed 
to this relapse. His dose was increased to 400 mg. His symptoms 
appeared to lessen, but in 2015 they escalated to the point he was noting 
down records of events and wanting to prove he was being watched by 
others. His Quetiapine was increased to 650 mg. In 2016, he reported 
that he believed the police continued to monitor him and that his move-
ments at home are mimicked by his co-workers, although he had adjust-
ed to this. He was switched to Lurasidone in view of his weight gain 
and cardiovascular risk. He is on Lurasidone 111 mg and reports having 
lost 15 kg in one year since starting. He feels the Lurasidone is helping 
lessen his paranoia and enable him to function at work.

DISCUSSION

This case series demonstrates that the favourable metabolic profile 
of lurasidone may enable patients to lose weight after switching from 
other second generation antipsychotics, whilst also showing improve-
ment in their symptoms. Weight loss was reported by three of the four 
patients in this case series, and was experienced relatively early in the 
treatment course. The weight loss is seen to be at a range of rates from 4 
kg over 3 months (average of 1.33 kg per month) for patients who were 
able to lose weight. The patients have also expressed relief and satisfac-

tion with their weight loss while on Lurasidone, improving compliance 
and acceptance of long term medication. 

Existing literature has highlighted that Lurasidone has a much lower 
incidence of weight gain compared to other second generation antipsy-
chotics9). The pooled analysis of six long term studies by Meyer et al9) 
also demonstrated that a higher proportion of patients taking Lurasidone 
achieving at least 7% decrease in weight at 12 months (18.5%) com-
pared to patients taking risperidone (6.7%). An open label study that 
switched patients from other antipsychotics to Lurasidone also noted a 
small mean improvement in weight and lipids10), although this was not 
compared to control group. Despite this there is relatively little pub-
lished evidence as to whether weight loss can be achieved following a 
switch to Lurasidone from an existing antipsychotic agent. 

A six month open label extension study where patients were 
switched from Risperidone to Lurasidone demonstrated mean weight 
loss and a reduction in prolactin levels11). A further study indicated that 
Lurasidone's effect on weight increases over time, with the greatest 
degree of weight loss seen 120 days following its initiation12). 

The mechanism by which Lurasidone may cause the weight loss lies 
with its action on certain receptors. Like most second generation anti-
psychotics it has antagonistic properties on D2 and 5HT2A receptors, 
but has the highest affinity of any atypical antipsychotic for the 5HT7

13) 
and is a partial agonist at the 5HT1A receptor. These receptors have been 
implicated in Lurasidone's beneficial effect on mood and cognition3). It 
has very low affinity at the 5HT2C, H1 and M1 receptors which may 
account for the minimal weight gain and low incidence of metabolic 
side effects with lurasidone3,13).

In interpreting the findings from these cases, it is important to con-
sider the limitations of this evidence. Improvement in clinical symptoms 
may have led to a healthier lifestyle, although this still demonstrates the 
benefit of Lurasidone for these patients. It is also important to note that 
the response to Lurasidone is not uniform, and weight loss does not 
occur with each patient. For example, in case one the patient remained 
on another antipsychotic with metabolic side effects and this may have 
led to the further weight gain seen after starting Lurasidone. There are 
multiple other confounding factors that cannot be accounted for in a 
case series, and it could be that there are other medications are contrib-
uting the weight changes. 

The extent to which Lurasidone can improve the metabolic status of 
patients requires further systematic research and randomised studies 
investigating a switch from existing antipsychotics to Lurasidone, and 
the subsequent changes in metabolic parameters and weight. It would 
also be useful to demonstrate whether there is a dose dependent effect 
on weight loss, any adjunctive role for Lurasidone (such with 
Aripiprazole in lowering raised prolactin) and the rate at which weight 
loss can occur over time. Research also is needed to inform whether 
Lurasidone is efficacious to be used as a potential first line therapy so 
that patients are not being subjected to the risk of developing metabolic 
side effects unnecessarily. 

CONCLUSION

This case series adds to the evolving evidence that Lurasidone can 
minimise weight gain or in fact lead to weight loss. This is attributed to 
its different receptor profile compared to the second generation antipsy-
chotics. The metabolic burden faced by psychiatric patients is increasing 
and novel agents such as Lurasidone are a welcome alternative. 
Although patients may be clinically well on the second generation anti-
psychotics, their prolonged use is increasing the risk of physical mor-
bidity and mortality. Further research is required to investigate 
Lurasidone use early in the course of Schizophrenia rather than as a 
reactive measure to metabolic side effects accumulating over years of 
multiple antipsychotic treatments. This case series demonstrates the 
need for further randomised studies to determine whether switching to 
Lurasidone can not only halt these side effects but reverse weight gain 
in these patients. 
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