


 
   

 
 

  

 
 

  

   
 
 
 

  
  

 
 

  

 

 

 

Decision Sufficiently Supported? Recommendations and Comments 
Evidence of Yes  No  NA The Applicant is not seeking new indication. 
Effectiveness
Proposed dose for Yes  No NA The Applicant is not seeking new indication. 
general population
Proposed dose Yes  No NA The Applicant is not seeking new indication. 
adjustment in specific 
patients or patients 
with co-medications
Pivotal bioequivalence Yes  No NA 
studies

(b) (4)

Labeling  Yes  No NA The approved Effient labeling will be not updated to include 
a summary of the pharmacokinetic (PK) data in accordance 
with the guidance document: Pediatric Information 
Incorporated into Human Prescription Drug and Biological 
Products Labeling. 

1.2 POST MARKETING REQUIREMENTS OR COMMITMENTS 

None 

SIGNATURES: 

Stacy S. Shord, PharmD 
Clinical Pharmacology Team Lead 
Division of Clinical Pharmacology V 

Brian Booth, PhD 
Deputy Division Director 
Division of Clinical Pharmacology V 

Nam Atiqur Rahman, PhD 
Division Director 
Division of Clinical Pharmacology V 
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(b) (4)

2.5 What bioanalytical methods were used to assess prasugrel-AM concentrations? 
Prasugrel-AM concentrations were analyzed using an LC/MS/MS method. The derivatized 
plasma samples were analyzed using the validated method 110886, “Determination of 
R138727_MP, R106583, and R119251 in Human Plasma by Turbo Ion Spray LC/MS/MS.” The 
analytical method was described in report no. 110886VRLC_EII. It appears to be the same 
method used in the original NDA (Please refer to the Clinical Pharmacology Review of the 
original NDA submission). 
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The analytical range was 0.500 ng/mL to 250 ng/mL. Samples above the limit of quantification 
were diluted to yield results within the calibrated range. A 10-fold dilution was validated, 
extending the range to 2500 ng/mL. A linear model and 1/x2 weighting factor was used to 
estimate prasugrel-AM plasma concentrations. The calibration curves met all acceptance criteria. 
The stability of prasugrel-AM in human plasma under multiple conditions was adequately 
characterized to support the estimation of prasugrel-AM concentrations in samples collected 
from these two trials. The precision and accuracy of the calibrators and quality controls were 
within the typical prespecified range of ±15%. The assay appears acceptable to estimate 
prasugrel-AM plasma concentrations for these trials. 

3. DETAILED LABELING RECOMMENDATIONS 
The Applicant proposed to modify sections 8.4 (b) (4) . The Applicant’s proposed changes are 
noted by an underline and proposed deletions are noted by a strikethrough line. FDA agrees with 
the proposed changes to these sections with the exception of the inclusion of the trial name. 

8.4 Pediatric Use 
Safety and effectiveness in pediatric patients have not been established. 

In a randomized, placebo-controlled trial , the primary objective of reducing the rate of 
vaso-occlusive crisis (painful crisis or acute chest syndrome) in pediatric patients, aged 2 to less 
than 18 years, with sickle cell anemia was not met. 

(b) (4)

(b) (4)
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This is a representation of an electronic record that was signed 
electronically and this page is the manifestation of the electronic 
signature. 

/s/ 

STACY S SHORD 
07/12/2016 

BRIAN P BOOTH 
07/13/2016 

NAM ATIQUR RAHMAN 
07/13/2016 
I agree with the team's recommendation. 
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