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SATISFACTORY

Container Closure Integrity
The sponsor has submitted method validation reports and implementation plans for the Container 
Closure Integrity test to be used in lieu of sterility for drug product being placed on stability.

The sponsor has updated the applicable BLA section in Sequence 0035.

P.3.5 Control of Drug Product
P.3.5.1 Specification
Tables 1 and 2 were updated to list Container Closure Integrity as a test used for stability to be 
performed in lieu of sterility testing.

P.5.2 Release and Stability Analytical Procedures
Table 3 was updated to list CCIT as a test method used for asfotase alfa stability testing.

P.5.3 Validation of Analytical Procedures
Container Closure Integrity

(b) (4)
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Container closure integrity is assessed  

The method was qualified  to verify the capability of the test method 
to accurately differentiate between positive and negative controls (leak vs. no-leak).

The acceptance criteria for the studies are listed below.
All negative controls must pass
All positive controls with  defects must fail
All positive controls with  defects must fail

Results met all of the acceptance criteria. All positive controls failed the test with . 
While all of the negative controls passed. 

Reviewer comment: The  method for container closure integrity is 
suitable for its intended use.

SATISFACTORY
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Reviewer comments: The manufacturing process has been adequately described. Microbial 
controls are in place. The microbial controls and hold times are discussed further in Section 
3.2.S.2.4.

SATISFACTORY

S.2.3 Control of Materials
This section will be reviewed by OBP.

S.2.4 Controls of Critical Steps and Intermediates
Microbial  controls for the asfotase alfa drug substance manufacturing process are 
summarized in the table below.

Process Step Attribute 
Acceptance 
Criteria 

Bioburden 
Bioburden 
Endotoxin 
Bioburden 
Endotoxin 
Bioburden (  

 
Endotoxin  

 
Bioburden  
Endotoxin  
Bioburden (Cycle 1 
and 2) 
Endotoxin (Cycle 1 
and 2) 
Bioburden 

 
Endotoxin 

 
Bioburden 
Endotoxin 
Bioburden 
Endotoxin 
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P.3.4 Controls of Critical Steps and Intermediates
Process controls used to ensure microbial quality during manufacturing are listed below:

Critical Process Control Acceptance 
Criteria 

 Bioburden  
 Integrity 

Testing  

 
 Hold 

Time 
 

The drug product manufacturing process is continuous from formulation  
and storage.

Reviewer comment: The manufacturing process has been adequately described.

SATISFACTORY
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