


 

   
 

 
 

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

not experience any untoward events or potentially clinically significant changes from 
baseline in laboratory values, vital signs, ECG tracings, or EPS ratings, that are assessed 
as possibly related to the drug, and would warrant adjustment or discontinuation of the 
study drug. A dose level was judged to have been tolerated if 4 out of 6 (67%) of the 
subjects in a cohort with that maximum dose tolerated the dose. 

METHODS 

2 



 

 

 
 

 
 

 
 

 

 
 

 
 

Table1.-Demographic Characteristics 

Overall Design and Plan of the Study 

This was a multicenter, open-label, sequential cohort, dose-escalation study of multiple 
doses of aripiprazole ranging from 2 mg to 30 mg. Up to 24 subjects could have 
participated. Children and adolescent subjects preferentially with a primary 
schizophrenia diagnosis or bipolar spectrum disorder were eligible to participate in this 
study. Three cohorts of 6 subjects each were to be administered aripiprazole for up to 12 
days (depending upon the maximum dose for the cohort) using a forced titration scheme 
to achieve one of the following dose levels: 20 mg, 25 mg, and 30 mg. Following the 
dose-escalation phase, subjects entered the fixed-dose phase and received the maximum 
dose for that cohort for 14 days. 

The dosing schedule for each cohort is outlined in Table 2 

Table 2. Dosing Schedule for Dose-escalation and fixed-dose phases. 
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Pharmacokinetic/Pharmacodynamic Assessments
Blood was collected for the determination of aripiprazole plasma concentrations. 
Samples (4 mL) were taken on Days 14 and 15 of the fixed-dose phase at predose and at 
the following postdose hours: 1, 2, 3, 4, 6, 8, 10, and 24 hours. Specific information 
regarding sample handling and processing is provided in an appendix to the study 
protocol 

Pharmacokinetics 
For each subject, the aripiprazole and dehydro-aripiprazole plasma concentration-time 
data were analyzed using a noncompartmental method. Actual blood sample times were 
used for PK calculations. Missing time zero values were imputed using the 24-hour 
postdose value as the dosing interval was 24 hours. Values for Css,max and tmax were 
taken directly from the observed data. Values of AUCτ were estimated using the linear 
trapezoidal rule to the actual time of the 24-hour sample. Values of CLss/F for 
aripiprazole were determined using standard methods 

(b) (4)
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Results 

Table 3. Tolerability Results During the Dose-Escalation Phase, as Assessed by Majority 
Vote of Principal Investigators 
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Figure 1.  Mean Aripiprazole Plasma Concentrations Following Multiple 
Oral QD Dosing of Aripiprazole in Children and Adolescent Subjects 

Figure 2. Mean Dehydro-aripiprazole Plasma Concentrations Following 
Multiple Oral QD Dosing of Aripiprazole in Children and Adolescent Subjects 

Table 4. Mean (SD) Plasma Pharmacokinetic Parameters for Aripiprazole Following 
Multiple Oral QD Dosing of Aripiprazole in Children and Adolescent Subjects 
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Table 5. Mean (SD) Plasma Pharmacokinetic Parameters for Dehydro-aripiprazole 
Following Multiple Oral QD Dosing of Aripiprazole in Children and Adolescent Subjects 
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Figure 3 Values of CLss/F Versus Dose Following Multiple Oral QD Dosing of 
Aripiprazole in Children and Adolescent Subjects 

CONCLUSIONS 

1.There appears to be trend of decreased clearance with dose but it is difficult to verify 
with 24 subjects although the firm states that the drug appears to be linear.  AUC and 
Cmax appear to be linear although the firm did not do a log analysis of the dose data so 
linearity appears likely but not definitively determined. 

2 Page(s) of Draft Labeling have been Withheld in Full as b4 (CCI/TS) immediately following this page
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FDA LABEL-Comments 

The firm’s proposed label only contained changes to the label by adding  pediatric 
information which is supported by recent pediatric studies. The other portions of the label 
related to Drug-drug interactions and Clinical Pharmacology are identical to the currently 
approved label 

Andre Jackson______________________________________ 
Reviewer, Psychopharmacological Drug Section, DCP I 
Office of Clinical Pharmacology and Biopharmaceutics 

RD/FTinitialized by Raman Baweja, Ph.D._____________________________ 

Team Leader, Psychiatry  Drug Section, DCP I 
Office of Clinical Pharmacology 
cc: NDA 21-436/S017, HFD-860(Mehta, Baweja, Jackson) 
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