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 FDA ORA inspectors identified significant deficiencies of the 
quality systems of the facility.  ORA, FDA Office of Compliance, and OPQ/OPF issued non-
concurrence for approval due to lack of assurance of sterility of the final drug product.  An 
extension of the PDUFA review cycle to December 8, 2015 was issued by the Agency to the 
sponsor of Kanuma, Alexion, on September 3, 2015 to allow review of significant new 
information submitted in response to the inspectional issues and to give Alexion additional time 
to resolve the inspectional issues.

To facilitate timely delivery of this life-saving medication to patients, and based on the 
sponsor’s experience obtained from manufacturing of  clinical and commercial scale lots at 

 Alexion and the Agency agreed on a solution in which Alexion would move the 
manufacture of Kanuma final product to  and seek approval 
of Kanuma final product lots manufactured at  through a protocol-based, concurrent 
validation and concurrent release strategy.  To expedite FDA’s review of the  process and 
product, the Agency instructed Alexion to submit relevant sections pertinent to process control 
and product testing on a rolling submission basis.  The strategy and sequence of submission 
include the following regulatory filing elements and sequence:

1.  process validation (PV) protocol based on previous manufacturing 
experience

2. Analytical comparability protocol for comparing  product to  
product with appropriate acceptance criteria

3. Process control and monitoring results and release and comparability results for the 
engineering (ER) lot produced at  prior to commercial process validation

4. Stability data of the ER lot stored at long-term storage, accelerated, and stressed 
conditions

5. Release testing, analytical comparability results, and the interim PV report for the 
first PV lot (PPQ1)

6. Stability data of the first PV lot to be submitted as a product correspondence post-
BLA approval

7. Release, analytical comparability, stability and interim PV report for the second PV 
lot to be submitted as CBE-30 supplement post-BLA approval

8. Release, analytical comparability, stability for the third PV lot and the final PV report 
to be submitted as CBE-30 supplement post-BLA approval

Alexion submitted all data as planned.  This addendum evaluates the process controls and 
analytical test limits and their effectiveness in maintaining consistency of critical product quality 
for drug product manufactured at .  Our overall evaluation of the submission in its 
final form concludes:

1. The process validation protocol (including sampling plan throughout the process 
validation campaign) is sufficient to evaluate the minor manufacturing changes at 

 compared to   
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