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 C L I N I C A L  T r I A L  H I G H L I G H T S

LDX was approved by the US FDA in 2007 for use in 
patients ≥6 years old with ADHD. The safety and toler-
ability profile of LDX has been consistent across clini-
cal trials, with small increases in heart rate and/or 
blood pressure observed. The most frequently observed 
treatment-emergent adverse events (TEAEs) associ-
ated with LDX treatment include decreased appe-
tite, decreased weight, and insomnia [Coghill D et  al.  
Eur Neuropsychopharmacol. 2013; Findling RL et  al.  
J Am Acad Child Adolesc Psychiatry. 2011].

Dr Newcorn and colleagues evaluated the safety and 
tolerability of LDX and OROS-MPH as secondary end 
points. Safety assessments included recording adverse 
events and vital signs. In the flexible-dose study, TEAEs 
were reported in 83.2% of patients receiving LDX,  
compared with 82.1% receiving OROS-MPH. In the 
forced-dose study, 66.5% of patients receiving LDX 
reported TEAEs, compared with 58.9% of patients  
receiving OROS-MPH. In the placebo groups, 63.7% and 
44.5% of patients reported TEAEs in the flexible- and  
forced-dose studies, respectively. Consistent with 
known effects of LDX and OROS-MPH, TEAEs that 
occurred in ≥10% of patients included decreased appe-
tite and headache with LDX and OROS-MPH in both 
studies, decreased weight with LDX in both studies and 
with OROS-MPH in the forced-dose study, and irritabil-
ity with LDX in the flexible-dose study.

Dr Newcorn and colleagues concluded that LDX was 
not statistically superior to OROS-MPH in a flexible-dose 
design but was statistically superior in a forced-dose 
design, while the safety and tolerability profiles of both 
agents were consistent with those observed in previous 
studies.

Optimal Dosing of Lurasidone 
Studied in Acute Schizophrenia
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Lurasidone, an atypical antipsychotic, showed effi-
cacy in doses of 40 to 160 mg once daily in patients 
with acute schizophrenia in 5 short-term, fixed-dose, 
placebo-controlled trials [Loebel A et  al. Schizophr Res. 
2013; Nasrallah HA et al. J Psychiatr Res. 2013; Ogasa M 
et  al. Psychopharmacology. 2013; Meltzer HY et  al. Am 
J Psychiatry. 2011; Nakamura M et  al. J Clin Psychiatry. 
2009]. In short-term studies, early nonresponse to atypi-
cal antipsychotics predicted nonresponse [Kinon BJ 
et  al. Neuropsychopharmacology. 2010; Kinon BJ et  al. 
Schizophr Res. 2008], although evidence to support con-
tinuation of initial therapy, dose escalation change in 
medication, and other clinical decisions is lacking.

Antony Loebel, MD, Sunovion Pharmaceuticals, 
Marlborough, Massachusetts, USA, presented a poster 
with results from the 6-week, randomized, double-blind, 
placebo-controlled lurasidone low-dose–high-dose study 
[NCT01821378]. Lower doses of lurasidone were not 
evaluated in a placebo-controlled trial in which assay 
sensitivity was established. Therefore, the objective 
of this study was to evaluate the efficacy and safety of 
lurasidone 20 mg per day in adults with an acute exac-
erbation of schizophrenia (defined by a Positive and 
Negative Syndrome Scale [PANSS] total score ≥ 80, a 
PANSS item score ≥ 4 on ≥ 2 PANSS items, and a Clinical 
Global Impression-Severity [CGI-S] scale score ≥ 4),  
and to determine an effective treatment strategy for 
patients who did not have a meaningful reduction 
in the PANSS total score by week 2 of standard-dose  
lurasidone (early nonresponders).

After a washout and screening period, patients were 
randomly assigned 1:2:1 to fixed-dose lurasidone 20 mg 
per day (n = 1010), 80 mg per day (n = 198), or placebo 
(n = 112). Patients were well matched for baseline char-
acteristics. Their mean age was 41 years, about a third 
were women, and 75% were white; the mean PANSS and 
CGI-S scores were 97 and 4.9.

Patients in the 20-mg group received the same  
dose throughout the study. After 2 weeks, patients in 
the 80-mg group classified as early responders (n = 100; 
≥ 20% improvement in PANSS total score) contin-
ued that dose for the rest of the study; those classi-
fied as early nonresponders were randomly assigned 
1:1 to continue 80 mg (n = 52) or 160 mg (n = 43) until 
study end. The mean changes in PANSS total score in 
the placebo, lurasidone 20-mg, and lurasidone 80- or  
160-mg groups, respectively, were −14.5, −17.6, and 
−24.9 (P < .001 vs placebo).

Adverse events (AEs) associated with lurasidone 
included akathisia, headache, and nausea; AEs asso-
ciated with placebo included insomnia and agitation. 
Serious treatment-emergent AEs were lower with lurasi-
done at each dose (3.0%) than with placebo (7.1%). No 
deaths occurred during the study. The incidence of AEs 
varied across the groups of early responders and nonre-
sponders, but whether the differences were statistically 
significant was not reported.

Although 20 mg dosing was safe and tolerable, it did 
not lead to significant improvement; therefore, the mini-
mum effective dose of lurasidone appeared to be 40 mg 
per day in the present study. Patients with acute schizo-
phrenia whose symptoms do not respond to 80 mg per 
day of lurasidone after 2 weeks of treatment may benefit 
from a dose increase to 160 mg per day rather than con-
tinuing the initial dose, according to the investigators.


