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1. EXECUTIVE SUMMARY 
The NDA for memantine extended release (ER) capsule was filed in response to a written 
request issued on January 25, 2012 and amended on May 29, 2013 in children 6-12 years old 
with Autism Spectrum Disorder (ASD). 

(b) (4)

(b) (4)

The sponsor has conducted a single dose pharmacokinetic study with the 3 mg ER capsule in 
pediatric patients 5 to 16 years of age and submitted the study report prior to the issuance of the 
written request.  The Office of Clinical Pharmacology has concluded that the study is sufficiently 
designed and conducted to characterize memantine pharmacokinetics in pediatric patients at the 
target age range (6-12 years). The pharmacokinetic study results were applied to support the 
pediatric doses in the efficacy and safety studies. Hence no additional pediatric pharmacokinetic 
study has been required as part of the written request. 

The pediatric pharmacokinetic study report is included in the current submission. Study results 
indicated that across the studied age range (5-16 years), the Tmax occurred at 24-30 hrs and the 
half-life was approximately 45 hrs. AUC and Cmax increased as a patient’s body weight 
decreased. 

1.1 Recommendations 
The Office of Clinical Pharmacology has determined that there is sufficient clinical 
pharmacology information provided in the NDA. 

1.2 Labeling Recommendations:
We recommend that no pediatric pharmacokinetic information be included under Section 8 of the 
label. Memantine has been approved for the treatment of moderate to severe dementia of the 
Alzheimer’s type. The approved indication does not target a disease in pediatric patients. In 
addition, the results from the efficacy and safety studies for ASD are negative. Hence, from the 
OCP’s perspective, the usage of memantine in pediatric patients should not be implied or 
suggested in the label.  

2. QUESTIONS BASED REVIEW 

2.1 Was the pharmacokinetics of memantine influenced by the subject’s weight? 

Yes. The AUC inf and Cmax were higher for the lower weight children (Table 1). 

2
	

Reference ID: 3510579 









Randomized 
Treated 
Completed 
Discontinued Due to AE 
PK Population/Safety Population 

14 
14 
14 
0 
14 

Age [Mean (range)] 9.8(5-16) 
Male/Female 12/2 
Race (Caucasian/Black/Asian/Hispanic) 12/2 

Results:
	

Table 1. Pharmacokinetic Parameters (Mean ± SD) 


Table 2. Incidence of Treatment-Emergent Adverse Events by Weight Group 
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