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powder into bottles is performed) was inspected and deficiencies were identified and 
cited in a 483.  Responses to these deficiencies were also under review at the time of the 
original CDTL Review.  Since that time, the Office of Compliance determined that the 
sites provided adequate responses to address the deficiencies cited in the 483s and the 
sites have been given “acceptable” designations. 

For a more complete discussion of the CMC issues and their resolution, please refer to 
the CMC Review submitted by Dr. Rapti Madurawe, the CMC Branch Chief. 

3. Labeling  

At the request of both the CMC reviewers and the reviewers in the Division of 
Medication Error Prevention and Analysis (DMEPA), the Applicant has provided 
revisions to their proposed container and carton labeling for Viread oral powder.  As 
requested, the Applicant added the following statement to both the bottle label and carton 
label:

“Each level dosing scoop provides approximately 1 g of the oral powder which 
contains 40 mg of tenofovir disoproxil fumarate, which is equivalent to 33 mg of 
tenofovir disoproxil.” 

Because it was considered more informative to patients/caregivers and prescribers, 
DMEPA recommended that the strength statement on the bottle and carton labels be 
written as “40 mg/scoop” rather than    

4. Final Recommendations/Risk Benefit Assessment  

With the resolution of the previously noted CMC and site inspection issues, I recommend 
approval of TDF (Viread) for the treatment of HIV-1-infected pediatric patients 2 to < 12 
years of age and approval of Viread oral powder and reduced strength tablets.  The CMC 
reviewers confirm that the formulation used in the pediatric clinical trial was the same 
formulation planned for commercial use and the PK, safety and efficacy data submitted 
reflect the manufacturing process described in the CMC reviews and the sites inspected.  
The good results from the pediatric clinical trial suggest that the issues raised by the 
manufacturing facilities inspections do not prompt clinical concern and the likelihood of 
significant improper dosing as a result of non-uniform blending of powder is very small.   

However, I agree with the CMC review team’s recommendation to request two additional 
studies of the manufacturing process to verify that uniformity of dose is maintained 
during commercial packaging and patient use.  In order to provide enhanced oversight, 
the Applicant has agreed to the following CMC post-marketing commitments: 

PMC # 1865-1 
During the filling of one commercial full-scale Viread oral powder lot, execute a 
stratified sampling plan to determine the potency of the powder blend and verify that 
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potency variation does not occur due to segregation. Include individual measurements 
of strength from at least one single scoop sample per container for containers 
spanning the full packaging run. Include both individual values and statistical analysis 
of the data in the study report. 
The timetable you submitted on January 17, 2012, states that you will conduct this 
study according to the following schedule:

Study/Trial Completion: 12/18/2012  
Final Report Submission: 01/18/2013 

PMC # 1865-2 
Submit data from a simulated in-use study of strength per scoop where a bottle is 
exhaustively sampled one scoop at a time. Use a bottle subjected to appropriate 
simulated shipping conditions so that it is representative of a bottle obtained by a 
patient. Include data from each scoop sampled and appropriate statistical analysis in 
the study report. 
The timetable you submitted on January 17, 2012, states that you will conduct this 
study according to the following schedule:

Study/Trial Completion: 12/18/2012  
Final Report Submission: 01/18/2013
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