






 

 
 

 

 
 

 

 
 
 

 

 

 

explained by the different storage condition: QC samples were stored at -20°C, while 
study samples were stored at -80°C. 

The cause for this discrepancy with the QC samples is not obvious.  An entirely empiric 
approach might suggest that the reanalyzed concentrations could be 30% lower than the 
original ones, in which case the reanalysis would not meet the acceptance criteria (to be 
within 20% deviation). However, based on the totality of evidence (as described under 
Recommendations), it is unlikely that the QC results would trump study sample results, 
similarity of methylphenidate AUC and Cmax values from the reference arm in this NDA 
and the values seen in the original NDA for the reference (see below) and clinical results.    

Cross Study Comparison: 
PK parameters for Methylin IR oral solution which was used as the RLD in this 
application were compared to those from the methylin IR oral solution label and the 
original NDA 21419. Mean AUC and Cmax values for methylphenidate are quite 
comparable between NDA 21419 and the current submission (Table below). This 
provides additional evidence for the reliability of the data submitted for this NDA. 

NDA #21419 
(approved) 

#202100 
(current) 

Dose (mg) 20 60 (30 mgx2, 
given 6hr apart) 

AUCinf (ng·hr/mL) 51.9±24.7 151±83 
Dose-normalized AUCinf(ng·hr/mL/mg) 2.59±1.24 2.52±1.38 
Cmax (ng/mL) 9.1±2.6 20.9±12.9 
Dose-normalized Cmax(ng/mL/mg) 0.46±0.06 0.35±0.02 
T1/2 (hr) 2.7±0.5 3.7±0.6 
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