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REVIEWER: Colleen Thomas, Ph.D. 

ACTING BRANCH CHEIF: Patricia Hughes, Ph.D. 

 

BLA:      125561       

Applicant:     Alexion Pharmaceuticals Inc.  

US License Number:  1743 

Submission Reviewed: Original BLA  

Product:     sebelipase alfa (recombinant human lysosomal acid lipase)    

Indication:     Treatment of lysosomal acid lipase deficiency  

Dosage Form: Sterile, preservative-free liquid concentrate (2 mg/mL) supplied in 

single-use vials. The DP is administered by intravenous infusion after 

dilution.  

DP Manufacturing Site:  

 (FEI: ) 

FDA Receipt Date:  21 November 2014  

Action Date:    8 December 2015 (clock extension) 

 

 

Conclusion and Approvability Recommendation 
 

The amended application was reviewed from a product quality microbiology perspective and is 

recommended for approval. The post-marketing commitments are listed on the following page. 
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DP Quality Microbiology Post-marketing Commitments 

 

1. Validate the  

 

. If the 

 is revised based on the validation study, update the BLA file 

accordingly.  

 

2. Perform a microbial retention study to support the proposed  time limit for 

. Limit the validated time for  to  until the 

 time limit has been approved by the Agency.   

 

3. Perform a study to confirm that the dye ingress test method used for drug product 

stability samples is capable of detecting small defects that could allow microbial ingress. 

The study should be performed with a range of small defect sizes  Revise 

the positive control defect size used for stability testing based on the results of the study 

and update the BLA file accordingly.  

 

4. Conduct studies to understand the mechanism of endotoxin masking and/or interference 

in the drug product. Explore alternative test methods and develop a more suitable in vitro 

test method for the drug product.  

 

 

Reference ID: 3856697
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(b) (4)

(b) (4)

(b) (4) (b) (4) (b) (4)
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Product Quality Microbiology Assessment: Drug Product 
 

Drug Product Quality Microbiology Information Reviewed 

 

Sequence  Supporting document Submission date  

0092 93 14 October 2015   - process validation protocol 

0093 94 30 October 2015  - sterility assurance package 

0095 96 12 November 2015  - engineering lot release test data 

0098 99 19 November 2015 Micro IR response 

0099 100 25 November 2015 Module 3 update and micro IR response 

0102 103 4 December 2015 Module 3 update and micro IR response 

Not yet available* Not yet available* 7 December 2015* Module 3 update and micro IR response 

* A PDF copy of the IR response was received by e-mail on 7 December 2015. To avoid delaying action on the 

application, the response was reviewed before it had been processed through the Gateway. 

 

The BLA file was amended to change the DP manufacturing site from  

 to   The Agency agreed to a concurrent validation 

approach for transfer of the process to the  site. The process validation protocol was 

provided in sequence 0092. Please refer to the review performed by OBP for process validation 

and product comparability information.  

 

The product quality microbiology review covers the sterility assurance information provided to 

support sebelipase alfa DP manufacturing at the  site. The sterility assurance information 

requested by the Agency was provided in Module 1 of sequence 0093. Module 3 of the BLA file 

was updated with the sterility assurance information on a rolling basis. Because these updates 

were not initiated until late November, this memo follows the question and response format from 

sequence 0093 instead of the eCTD format.  

 

 

Reference ID: 3856697

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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Center for Drug Evaluation and Research 

Office of Pharmaceutical Quality 

Office of Process and Facilities 

Division of Microbiology Assessment 

 

 

PRODUCT QUALITY MICROBIOLOGY REVIEW AND EVALUATION 

 
REVIEWER: Colleen Thomas, Ph.D. 

TEAM LEADER: Patricia Hughes, Ph.D. 

 

BLA:      125561       

Applicant:     Alexion Pharmaceuticals (transferred from Synageva BioPharma)  

US License Number:  1743 

Submission Reviewed: Original BLA  

Product:     sebelipase alfa (recombinant human lysosomal acid lipase)    

Indication:     Treatment of lysosomal acid lipase deficiency  

Dosage Form: Sterile, preservative-free liquid concentrate (2 mg/ml) supplied in 

single-use vials. The DP is administered by intravenous infusion after 

dilution.  

DP Manufacturing Site:  (FEI: ) 

FDA Receipt Date:  21 November 2014  

Action Date:    8 September 2015  
 

 

Conclusion and Approvability Recommendation 
 

The BLA was reviewed for microbial control of the drug product manufacturing process and for 

assurance of drug product sterility and non-pyrogenicity. The BLA is recommended for 

approval. The post-marketing commitments are listed on the following page. 

 

Reference ID: 3810260
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Post-marketing Commitments: Drug Product Quality Microbiology 

 

Reviewer’s comment: PMCs 1-4 were listed in the previous review memo. 

 

1. 

 

2. Validate the  

 

. If the 

 is revised based on the validation study, update the BLA file 

accordingly. 

 

3. The microbial retention study  

 

 

 

 

 

 

 

 

4. Perform a study to confirm that the dye ingress test method used for drug product 

stability samples is capable of detecting small defects that could allow microbial ingress. 

The study should be performed with a range of small defect sizes ). Revise 

the positive control defect size used for stability testing based on the results of the study 

and update the BLA file accordingly. 

 

5. 

 

6. Conduct studies to understand the mechanism of endotoxin masking and/or interference 

in the drug product. Explore alternative test methods and develop a more suitable in vitro 

test method for the drug product.  

 

Reference ID: 3810260

(b) (4)
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(b) (4)
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Product Quality Microbiology Assessment: Drug Product 
 

Drug product (DP) quality microbiology information in eCTD sequences up to and including 

0056 was reviewed previously. The amendments reviewed in this memo addendum are listed in 

the table below.  

Drug Product Quality Microbiology Information Reviewed 

 

Sequence  Supporting document Submission date Description 

0062 63 29 June 2015 Amendment 

0064 65 14 July 2015 Amendment 

0067 68 27 July 2015 Amendment 

0073 74 5 August 2015 Response to LCM package 

 

 

Module 3.2 - Drug Product 

 

P.3 Manufacture 

 

P.3.1 Manufacturers 

 

Sequence 0073 added  

as a rabbit pyrogen testing site for the DP.  

 

P.3.3 Description of the Manufacturing Process and Process Controls 
 

Reviewer’s question: Some of the information provided in section 3.2.P.3.5 should also be 

provided in section 3.2.P.3.3 or 3.2.P.3.4. Please update the appropriate sections with the 

following information: 

 

 

Reference ID: 3810260

(b) (4)

(b) (4)

8 Page(s) have been Withheld in Full as B4 (CCI/TS) 
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SATISFACTORY 

 

 

Conclusion 

 

1. The BLA was reviewed for microbial control of the DP manufacturing process and for 

assurance of DP sterility and non-pyrogenicity. The BLA is recommended for approval. The 

post-marketing commitments are listed at the beginning of this memo. 

 

2. Product quality aspects other than microbiology should be reviewed by OBP. 

 

3. The DP manufacturing site was inspected by ORA from 11-19 May 2015. An FDA Form 483 

form was issued with 11 observations.  

 

 

 

 

Reference ID: 3810260

(b) (4)
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Conclusion
The drug substance part of this application, as amended, is recommended for approval from 
product quality microbiology perspective with the following post-market commitments:

 Increase the bioburden test volume for  
 samples to improve the sensitivity of the bioburden tests.  

In addition, provide bioburden qualification data for all in-process and drug substance 
samples from a total of three lots.

Reference ID: 3807586

(b) (4)

(b) (4)
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 Provide endotoxin qualification data for the in-process drug substance samples from a 
total of three lots.

 Improve the endotoxin method for the  samples by optimizing 
the endotoxin test procedures.

 Develop and validate a reliable endotoxin test for the unformulated drug substance 
sample.  In addition, validate the and drug substance endotoxin test using the 
modified endotoxin method involving the use of  sample preparation system.  
Provide the validation information and data.

Cc: Chi 
Hughes
Bugin

Reference ID: 3807586

(b) (4)

(b) (4)

(b) (4)
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Office of Pharmaceutical Quality 
Office of Process and Facilities 
Division of Microbiology Assessment 
 
 

PRODUCT QUALITY MICROBIOLOGY REVIEW AND EVALUATION 
 

REVIEWER: Colleen Thomas, Ph.D. 
TEAM LEADER: Patricia Hughes, Ph.D. 

 

BLA:      125561       

Applicant:     Synageva BioPharma Corp.  

US License Number:  2005  

Submission Reviewed: Original BLA  

Product:     sebelipase alfa (recombinant human lysosomal acid lipase)    

Indication:     Treatment of lysosomal acid lipase deficiency  

Dosage Form: Sterile, preservative-free liquid concentrate (2 mg/ml) supplied in 
single-use vials. The DP is administered by intravenous infusion after 
dilution.  

DP Manufacturing Site:  (FEI: ) 

FDA Receipt Date:  21 November 2014  

Action Date:    8 September 2015  
 

 
Conclusion and Approvability Recommendation 
 
The BLA was reviewed for microbial control of the DP manufacturing process and for assurance 
of DP sterility and non-pyrogenicity. Although no approvability issues have been identified thus 
far, additional data is needed in order to complete the review. An information request has been 
sent to the sponsor. In addition, new endotoxin method validation data will be performed by the 
end of June 2015. The new information will be reviewed in an addendum to this memo. The 
PMCs identified as of 8 June 2015 are listed below. 
 

Reference ID: 3777317
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Post-marketing Commitments 
 

1. 

 
2. Validate the  

 
 

Provide the data in a PMC study report. If the  is revised based on the 
validation study, then update the BLA file accordingly. 

 
3. The microbial retention study  

 
 

 
 

 
 

 
 update the BLA file accordingly. 

 
4. Perform a study to confirm that the dye ingress test method used for drug product 

stability samples is capable of detecting small defects that could allow microbial ingress. 
The study should be performed with a range of small defect sizes ). Provide 
the data in a PMC study report. Revise the positive control defect size used for stability 
testing based on the results of the study and update the BLA file accordingly. 

 

Reference ID: 3777317

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)
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SATISFACTORY 

 
P.3.3 Description of the Manufacturing Process and Process Controls 
 

Reference ID: 3777317

(b) (4)
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SATISFACTORY 
 
 
 
Conclusion 
 
1. The BLA was reviewed for microbial control of the DP manufacturing process and for 

assurance of DP sterility and non-pyrogenicity. Although no approvability issues have been 
identified thus far, additional data is needed in order to complete the review. An information 
request has been sent to the sponsor. In addition, new endotoxin method validation data will 
be performed by the end of June 2015. The new information will be reviewed in an 
addendum to this memo. The PMCs identified as of 8 June 2015 are listed on the front page 
of this memo. 

 
2. Product quality aspects other than microbiology should be reviewed by OBP. 

 
3. The DP manufacturing site was inspected by ORA from . A 483 form was 

issued with 11 observations.  
 
 

 

Reference ID: 3777317

(b) (4)

(b) (4)
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