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Lurasidone (Latuda) is an second-gener-
ation antipsychotic (SGA) licensed for

the treatment of schizophrenia in adults.
Treatment should be initiated at a dose of
37mg once daily, adjusting within the range
37–148mg daily according to response.
Patients taking ≥111mg daily who discon-
tinue treatment for more than three days
should restart at a dose of 111mg daily
and up-titrate to their optimal dose.
Patients taking a lower dose can restart
their previous dose without titration. The
dose should be taken with a meal, which
increases bioavailability up to two-fold.

No dose adjustment is recommended
for age (except due to renal impairment)
though caution is advised in patients
aged ≥65; there is no experience with a
dose of 148mg daily in older people.

Patients with moderate or more
severe renal impairment should begin
treatment at a dose of 18.5mg daily, 
with a maximum of 74mg daily. In
patients with moderate or severe hepatic
impairment, the starting dose is 18.5mg
daily, with a maximum of 74mg daily in
moderate impairment and 37mg daily in
severe impairment.

Lurasidone shares the prescribing
cautions and contraindications of other
antipsychotics. It has clinically significant
interactions with several drugs that inhibit
or induce hepatic CYP3A4 enzymes; full
details are in the SPC. Grapefruit juice
should be avoided during treatment.

Clinical trials
The evidence base for lurasidone princi-
pally comprises three six-week placebo-
controlled trials and two long-term trials,
supported by a long-term withdrawal
study.1

The three short-term trials included
hospital patients with acute exacerba-
tions of schizophrenia (n=489,2 4783 and
4884). All were designed to compare
lurasidone (dose range 37–148mg daily)
with placebo; two included active controls
(m/r quetiapine 600mg daily3 and olan-
zapine 15mg daily4). The primary end-
point was the change in total Positive and
Negative Syndrome Scale (PANSS-T)
score, with Clinical Global Impression –
Severity (CGI-S) score among the second-
ary end-points. The proportions of
patients completing each study were 
66, 34 and 72 per cent.

Lurasidone reduced PANSS-T by sig-
nificantly more than placebo. However,
this was not consistent and there was no
clear dose-response relationship, a find-
ing that was attributed to the heterogene-
ity of schizophrenia.1 There were
corresponding changes in CGI-S scores.
Defining response as a ≥20 per cent
reduction in PANSS-T score over baseline,
responder rates were generally signifi-
cantly lower with placebo (41–54 per
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KEY POINTS

n Lurasidone (Latuda) is licensed for the treatment of schizophrenia

n The recommended dose is initially 37mg once daily with food, adjusting within
the range 37–148mg daily; 28 days’ treatment costs £90.72–£181.44

n In trials lasting six weeks or one year, lurasidone was broadly as effective as m/r
quetiapine and risperidone

n Adverse effects are typical of an SGA and include dose-related akathisia, nausea
and somnolence

n It is not associated with adverse metabolic effects and has a moderate effect 
on weight



Place in therapy
Georgina Weatherdon and Mark
Taylor

Lurasidone acts as an antagonist with
high affinity for dopamine D2 receptors
and serotonin 5-HT2A and 5-HT7 receptors,
with additional moderate affinity for 
noradrenaline alpha-2c receptors. It 
is also a partial agonist for 5HT1A.

Lurasidone has minimal affinity for mus-
carinic M1, noradrenaline alpha-1 or his-
tamine H1 receptors, leading to reduced
propensity to adverse effects such as
CNS depression, orthostatic hypotension
and weight gain respectively.1

Need for a new antipsychotic?
Antipsychotics work partly via D2-receptor
antagonism, but as a consequence can
be associated with extrapyramidal side-

effects (EPSEs) and elevated prolactin 
levels. Older, or “first generation” antipsy-
chotics were particularly associated with
EPSEs, leading to the introduction of the
newer “second generation” or “atypical”
antipsychotics. SGAs were then found to
have detrimental effects on weight and
metabolic parameters,2 which lead to the
search for a new antipsychotic with both
low EPSE propensity and minimal meta-
bolic derangement. 

cent) than with lurasidone (58–79 per
cent). The response with lurasidone was
similar in magnitude to that with m/r que-
tiapine and olanzapine.

One 12-month study5 was a non-
inferiority extension of a six-week trial2

with flexible rather than fixed doses and
included 292 patients who had
responded to lurasidone or m/r quetiap-
ine. The primary end-point was relapse
(worsening of ≥30 per cent PANSS-T and
CGI-S score ≥3, readmission for worsen-
ing psychosis, suicidal or homicidal
ideation and/or risk of harm). The risk of
relapse was not significantly different
(lurasidone 24 per cent, quetiapine 34
per cent; hazard ratio 0.728, CI95%
0.410, 1.295) and lurasidone was non-
inferior (see Figure 1).

The second 12-month study was
designed to assess the tolerability and
safety of lurasidone 37–111mg daily com-
pared with risperidone (Risperdal) 2–6mg
daily in 629 clinically stable outpatients;
non-inferiority for efficacy was a secondary
end-point.1,6 There were no significant dif-
ferences in PANSS-T or CGI-S scores after
12 months but non-inferiority of lurasidone
was not demonstrated for relapse rate
(lurasidone 20 per cent, risperidone 16
per cent; HR 1.31, CI95% 0.87, 1.97).

To determine the efficacy of lurasi-
done as maintenance therapy, 285 inpa-
tients experiencing an acute episode
received lurasidone 37 or 74mg daily for
12 weeks; those who responded or who
were stable were then randomised dou-
ble-blind to continue treatment or switch
to placebo for up to 28 weeks.1 The pri-
mary end-point was relapse. 

Only 48 patients completed the study.
Fewer patients who continued lurasidone

had relapsed after 28 weeks (30 vs 41
per cent with placebo; HR 0.66, CI95%
0.45, 0.98).

Adverse effects
In short-term trials, about 10 per cent of
patients discontinued lurasidone due to
adverse events, similar to placebo and
other antipsychotics (except m/r quetiap-
ine: 3 per cent). In long-term trials, this
figure increased to 18 per cent with
lurasidone (vs 22 per cent with m/r que-
tiapine and 16 per cent with risperidone).

The adverse events associated with
lurasidone in clinical trials were similar to
those of other SGAs. Akathisia was dose-
related, reported in 11 per cent of
patients at 37mg daily and 22 per cent
at 111mg daily. Other frequent adverse
events included nausea, somnolence
(also dose-related) and sedation.
Lurasidone had little effect on the QT

interval, glycaemic control or lipid levels;
weight gain occurred in 5–10 per cent of
patients in long-term studies.
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Figure 1. Kaplan-Meier plot of time to relapse for lurasidone vs m/r quetiapine



Lurasidone l NEW PRODUCTS n

Prescriber 19 March 2015  z 35prescriber.co.uk

Efficacy of lurasidone
Short-term trials
Three large six-week double-blind
placebo-controlled trials1,3,4 showed that
lurasidone was an effective treatment of
acute exacerbations of schizophrenia.
Further studies found that lurasidone was
comparable to olanzapine 15mg daily5

and m/r quetiapine 600mg daily6 in the
management of acute episodes of schiz-
ophrenia. In terms of dose response,
most of the six-week studies found no sig-
nificant difference in the therapeutic
effects of 40mg, 80mg and 120mg
lurasidone.3–5

Long-term trials
Longer-term 12-month trials showed the
probability and severity of relapse and
probability of hospitalisation was lower in
those treated with lurasidone compared
to those treated with m/r quetiapine.7 In
addition, lurasidone significantly
improved neurocognitive performance
compared to quetiapine, although was
similar in terms of functional capacity.8

However, a study that compared longer-
term treatment with risperidone to lurasi-
done found comparable levels of efficacy
and rate of relapse, and a higher all-
cause discontinuation rate in the lurasi-
done group.9

Tolerability of lurasidone
Lurasidone was generally well tolerated
in the majority of studies whether short
term or longer term. However, across all
trials the adverse effects of nausea,
insomnia, sedation, akathisia and parkin-
sonism were commonly reported with
lurasidone treatment.2 Dose-related cor-
relation to adverse effects was not con-
sistent, although several studies showed
40mg lurasidone to be better tolerated
than 120mg.3,5 The most frequent rea-
sons for discontinuation were lack of effi-
cacy and withdrawn consent, adverse
events accounting for <12 per cent of
patients in lurasidone groups.2

Extrapyramidal side-effects
Overall EPSEs were significantly
increased with lurasidone (10–13 per
cent of patients) compared to placebo,
particularly akathisia and parkinsonism.
In general rate of EPSEs rose with

increased dose of lurasidone, and lurasi-
done was associated with increased
EPSEs compared to m/r quetiapine,6,7

with another study showing incidence of
akathisia and use of medication for
parkinsonism to be higher in the 120mg
lurasidone group compared to 40mg
lurasidone and olanzapine 15mg.5 Rates
of EPSEs with risperidone were compara-
ble to lurasidone, although akathisia was
more common in the lurasidone group.9

Weight gain and metabolic effects
The effect of lurasidone on weight gain
and metabolic parameters (including cho-
lesterol, triglyceride, fasting glucose and
HBA1c) appears to be negligible. Pooled
data from six-week clinical trials demon-
strates small, insignificant increases in
mean body weight and blood glucose,
and decrease in total cholesterol and
triglyceride levels.2

Lurasidone resulted in much fewer
patients with >7 per cent weight gain (5.9
per cent) than olanzapine 15mg (34.4
per cent), and had minimal effect on
metabolic parameters (comparable to
placebo) unlike olanzapine, which was
associated with significantly increased
LDL/triglyceride/glucose levels. These
results were similar to quetiapine6,7 and
risperidone9 in other studies. One trial
looking at switching to lurasidone from
other antipsychotic therapy also demon-
strated improvement in lipid/weight
parameters.10

Prolactin 
A moderate yet significant increase in pro-
lactin level with lurasidone was noted2 in
these studies, however no prolactin
related side-effects were reported. This
effect was dose related.5,6 The increase
in prolactin level was comparable to que-
tiapine7 and olanzapine5 but less than
with risperidone.9

ECG/physical abnormalities
Lurasidone was not associated with clin-
ically significant ECG (including QT inter-
val), vital sign, or physical examination
abnormalities.2

Other
Among the most common side-effects of
lurasidone treatment were nausea and

somnolence. The latter was improved by
giving an evening dose of lurasidone.7

Conclusion
Lurasidone is a safe, efficacious, and well
tolerated SGA. It is effective in treating
acute exacerbations of schizophrenia
and has the potential for use in the man-
agement of chronic schizophrenia. It is
particularly innovative with regard to a
lower risk of adverse weight/metabolic
effects compared to other SGAs.
Lurasidone also has a comparable 
EPSE profile to other SGAs apart from
akathisia. This beneficial balance of effi-
cacy and tolerability makes lurasidone 
an attractive option for long-term mainte-
nance therapy. Lurasidone is also cur-
rently under consideration for
monotherapy or as adjunctive therapy for
bipolar disorder. 
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