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1 Executive Summary 
 
1.1 Recommendations 
 
The Office of Clinical Pharmacology and Biopharmaceutics (OCPB) has concluded that 
the clinical pharmacology information submitted to this NDA supplement is adequate to 
support the claim for Pediatric Exclusivity for Norvir and to make the relevant labeling 
revisions. Based on the submitted pharmacokinetic data, it is acceptable to expand the 
pediatric age range from > 2 years of age to > 1 month of age. The dosing regimen for 
HIV-infected pediatric patients does not change (350 to 400 mg/m2 BID). 
 
1.2 Post Marking Commitments 
 
None 
 
1.3 Summary of Important Clinical Pharmacology and Biopharmaceutics Findings 
 
Application Contents 
 
Two studies provide pharmacokinetic data in HIV infected patients <2 years old of age. 
 
Study PACTG 345 is the main study to support the Pediatric Exclusivity claim. The 
ritonavir dose regimens studied were 350 and 450 mg/m2 BID. The number of subjects 
with pharmacokinetic data in each age group are as follows: 
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1 month to < 3 months: 18 
3 months to < 6 months: 10 
6 months to < 2 years: 13 
 
Study PACTG 366 is a supportive study to the Pediatric Exclusivity claim. The ritonavir 
dose regimen studied was 350 mg/m2 BID. The number of subjects with pharmacokinetic 
data in the age range of >6 months to 2 year was 9. 
 
Pharmacokinetics of Ritonavir in Pediatric Patients 
 
In Study PACTG 345, ritonavir exposures in infants and children < 2 years of age after 
350 or 450 mg/m2 BID dosing were similar to historical data in older children after 250 to 
350 mg/m2 BID dosing, with the exception that steady-state trough concentrations were 
lower in children < 2 years of age. There was high variability in ritonavir exposure. 
Higher ritonavir exposures were not evident with 450 mg/m2 BID dose compared to the 
350 mg/m2 BID dose. 
 
 
Table 1. Mean ± SD (Median) Pharmacokinetic Parameters of Ritonavir at Steady State Across 

Different Age Groups (All BID Regimens) 
 

 
 
 
In Study PACTG 366, ritonavir exposures in children ≤ 2 years of ago were lower than in older 
children receiving 350 mg/m2 BID dose, and also were lower than those observed in the PACTG 
345 study. 
 
The data submitted with this sNDA adequately describe the RTV exposure in HIV-
infected pediatric patients. It appears that increasing the RTV dose beyond 400 mg /m2 
will not lead to increased RTV concentrations. 
 
Pending on the DSI’s inspection results, Study 366 may need to be excluded from the 
review. However, it will have no impact on the overall conclusions of this review. 
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