
  
 

 
 

 
 

  

  
 
 

 
  

 
 
 

 
 

  
 

  
  

 
 

  

  
  

 

 
  

  
 

  

 
 
 

Memo to File 

NDA 21-366 SE5 (017) Crestor (Rosuvastatin calcium) Tablets 
Submission Date: 4/16/09 
Reviewer: Jayabharathi Vaidyanathan 
Team Leader (Acting): Wei Qiu 

Astra-Zeneca has submitted this supplement to NDA 21-366, to provide safety and 
efficacy data on the use of Crestor tablets in children and adolescents 10 to 17 years of 
age with heterozygous familial hypercholesterolemia (HeFH). This supplement also has 
revisions to appropriate sections of the currently approved prescribing information for 
Crestor. The sponsor also has requested an additional six months of marketing exclusivity 
based on submission of the requested information as detailed in the FDA Written Request 
dated March 7, 2006 (Attachment). The Written Request for pediatric studies requires 
submission of a final report for a randomized, double-blind, placebo controlled, parallel 
group, 12-week study in children and adolescents ≥ 10 years and ≤ 17 years of age with 
HeFH, who have failed dietary intervention. Pediatric Waivers for studies in children <10 
years of age were granted by the FDA on June 1, 2001. Also, pediatric studies under the 
Pediatric Research Equity Act (PREA) are considered required post-marketing study 
commitments. Therefore the studies submitted under this supplemental NDA fulfills both 
the pediatric post-marketing Phase 4 commitment as well as the Written Request.  

The pediatric program of rosuvastatin consists of two studies, (4522IL/0086 and 
D3560C0087) which were conducted under IND 56, 385. Study 4522IL/0086 is a 
pharmacokinetic study conducted in 18 pediatric patients (10 to 17 years of age) with 
HeFH. Study D3560C0087 (PLUTO; Pediatric Lipid-redUction Trial of rOsuvastatin) is 
the pivotal Phase IIIb trial of efficacy and safety in pediatric patients with HeFH. The 
pivotal pediatric clinical trial was carried out at 20 multi-centers.  

Crestor is currently commercially available in tablet strengths of 5 mg, 10 mg, 20 mg, 
and 40 mg. The clinical formulations of rosuvastatin tablets used in this pediatric PK 
study were the same as those used in the adult rosuvastatin studies. According to the 
sponsor, as the tablet formulations and sizes for the 10, 40, and 80 mg strengths were 
well-tolerated by the study population in the PK trial, a separate pediatric formulation for 
future trials was considered unnecessary.  

The primary objective of study 4522IL0086 was to determine the pharmacokinetics of 
single oral doses of 10, 40, and 80 mg rosuvastatin and the pharmacokinetics of multiple 
doses of 80 mg rosuvastatin given over a 7-day period. The secondary objective was to 
assess the safety and tolerability of single 10-, 40-, and 80-mg doses and of repeat 80-mg 
doses for 7 days. Sponsor has indicated that the 80-mg dose was discontinued from 
development in 2002 for all populations, but this occurred after the pediatric 
pharmacokinetic study had completed dosing. AstraZeneca does not intend for the 
currently marketed 40 mg high dose, nor the discontinued 80 mg dose studied in the 
pediatric pharmacokinetic study, is to be labeled for use in the proposed pediatric 
population. 



 

  
  

 
 

    
 

  
 

 
 

 
 

  

 
 

  
 

 
  

  
 

  

 

This was an open-label, nonrandomized, parallel group trial conducted at a single center. 
Serial blood samples and a 24-hour urine specimen were obtained after ascending single-
dose administrations of rosuvastatin 10, 40, and 80 mg in 3 groups of subjects. Subjects 
receiving the 80-mg dose then received rosuvastatin 80 mg once daily for 7 days after a 4 
to 10 day wash out period; serial blood samples and a 24-hour urine specimen were 
obtained on Day 7. 18 pediatric subjects, aged 10 to 17 years inclusive weighing at least 
35 kilograms with a serum level of low-density lipoprotein cholesterol (LDL-C) at least 
190 mg/dL, or LDL-C at least 160 mg/dL and at least 1 first-degree family member or 
grandparent with a history of premature coronary artery disease were included in this 
study. This study was submitted to the NDA in 2003 and was reviewed (please see for Dr. 
Chung’s review dated 7/21/03 for details). The conclusion is as follows: There was no 
significant difference in pediatric PK for rosuvastatin as compared to adult patients.  

Figure: AUC (left panel) and Cmax (right panel) of rosuvastatin in pediatric 
patients 

Table: Summary of primary PK parameters in pediatric and adult patients 

The pivotal efficacy and safety study (D356100087) was a 12-week, randomized,
 
placebo-controlled, double-blind study, which also included a 40-week, open-label,
 
titration-to-goal treatment period, evaluating the efficacy and safety of rosuvastatin 5, 10, 

and 20 mg in the treatment of in children and adolescents, aged 10 to 17 years, with
 
HeFH. According to sponsor, the primary objective of this study was met: all doses of
 
rosuvastatin were significantly superior to placebo in reducing LDL-C after 12 weeks of
 
double-blind treatment, the primary efficacy outcome, in this study population. There was 

no PK or PK-PD analysis in this study.
 
No new clinical pharmacology studies have been submitted for this NDA.  
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