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Executive Summary 

Sunovion has submitted two separate supplements to the original NDA (S26 and S27; for 
Latuda, lurasidone oral tablets) both as a Prior Approval Supplement (PAS) and a Submission of 
Pediatric Study Reports-Exclusivity Determination. The two supplements included the same 
pharmacokinetic (PK) study report in children and adolescents 6-17 years (Study D1050300). 
The PK study was submitted to fulfill the post-marketing requirement (PMR) listed as 1701-1 in 
the original approval letter (dated 10/28/2010). The PK study is also used to satisfy the written 
request (WR) issued by the agency (dated 04/20/2012).  In addition, the following studies were 
submitted in each supplement.  

Study D1050301 was submitted in S26, which provides clinical efficacy and safety 
information to support the approval of lurasidone in the treatment of adolescent patients 
with schizophrenia.
Study D1050325 was submitted in S27, which provides clinical efficacy and safety 
information in children and adolescents with irritability associated with autistic disorder.  

The office of Clinical Pharmacology finds that the  supplements are acceptable from 
the clinical pharmacology’s point of view. The design and conduct of the pediatric 
pharmacokinetic study (Study D1050300) are consistent with the requirements listed under the 
issued WR and this study has fulfilled the PMR. There are no additionally identified PMR 
studies at this time.  
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The PK study indicated that: 
The exposure of lurasidone (i.e., steady-state Cmax and AUC: Figure 1 and Figure 2) was 
similar in children and adolescents 10 – 17 years and adult patients for doses from 40 mg 
to 160 mg without adjusting for body weight.
For the younger children (i.e., 6-9 year), the exposure of lurasidone (i.e., steady-state 
Cmax and AUC) was found to be similar to adult patients for doses from 40 mg to 80 mg, 
even though there seemed to be a higher exposures (steady-state Cmax and AUC) in 
younger children (i.e., 6- 9 years) both at the 20 mg and at 120 mg dose level.  

Based on these results, the intended doses of 40 mg and 80 mg for the treatment of schizophrenia 
in adolescents yielded similar exposure to adults, and hence are acceptable from the OCP’s point 
of view.

Labeling Recommendations:

Label language change to section 12.3: 

Sponsor’s version:

Reviewer recommendation: 
 

The LATUDA exposure (i.e., steady-state Cmax and AUC) in children and adolescent 
patients (10 to 17 years of age) was generally similar to  in adults when 
administered the same dose from 40 to 160 mg without adjusting for body weight.  
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Figure 1: Lurasidone Exposure (Cmax) in Pediatric Subjects (Different Age Strata’s) 
compared to Adult Subjects for Various Doses (20 mg to 160 mg) 
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Figure 2: Lurasidone Exposure (AUC) in Pediatric Subjects (Different Age Strata’s) 
compared to Adult Subjects for Various Doses (20 mg to 160 mg) 
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Appendix: Review of Individual Study Report 
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PK Parameters 
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PK Moieties 
Blood samples were collected and processed to obtain serum samples for the 
concentration measurements of lurasidone and its major metabolites (ID-14283, ID-
14326, ID-11614, ID-20219, and ID-20220) 

PD Endpoint(s) Pharmacodynamics were not assessed for this study. 
PD Parameters Pharmacodynamics were not assessed for this study. 
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Safety Measures 
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Table 2: Primary psychiatric history by dose cohorts for all subjects (ages 6-17 year) 
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Table 4: Summary of Lurasidone Key Pharmacokinetics Parameters for All Age 
Groups on Day 10 (or Day 12 for 160 mg) 
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The observed lurasidone pediatric pharmacokinetic exposures following multiple-dose 
administration (Cmax and AUC0-tau) across the dose range studied (20-160 mg) were generally 
within the simulated adult exposure ranges for the same dose and durations in adults.  

Reference ID: 4033257



12

Figure 4: Lurasidone Exposure (Cmax) in Pediatric Subjects (different age strata’s) compared to Adult 
Subjects for various doses (20 mg to 160 mg) 
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Overall Sponsor Conslusions 

The observed lurasidone pediatric PK exposures (Cmax and AUC0-24) following multiple dose 
administration, in subjects age 6 to 17 years, across the daily dose range studied (20 to 160 mg) 
were generally similar to adult exposures previously observed at steady state. Overall, lurasidone 
was generally tolerated by all age groups at daily doses of up to 80 mg with an adverse event 
profile that was similar to prior studies in adults.
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AUC) was found to be similar to adult patients for doses from 40 mg  to 80 mg, even though there 
seemed to be a higher exposures (steady-state Cmax and AUC) in younger children (i.e., 6- 9 years) 
both at the 20 mg and at 120 mg dose level.

Based on these results, the intended doses of 40 mg and 80 mg for the treatment of schizophrenia in 
adolescents yielded similar exposure to adults, and hence are acceptable from the OCP’s point of view.  
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