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2. Conduct studies to understand the mechanism of endotoxin masking in the drug product. 
Explore alternative test methods and develop a more suitable endotoxin release test for 
the drug product.  

3. Validate the dye ingress test using dinutuximab drug product vials. The validation study 
should identify the range of breach sizes detectable by the assay. The positive control 
used for the dye ingress test should be based on the validation study data. 
 

Product Quality Microbiology Assessment: Drug Product 

For submissions with multi-disciplinary information, only drug product quality microbiology 
information was reviewed. 

 
Drug Product Quality Microbiology Information Reviewed 

Sequence number Date Description 

0000 11 April 2014 Original BLA 
0018 17 July 2014 Amendment 
0021 1 August 2014 Amendment 
0022 1 August 2014 Amendment 
0025 8 August 2014 Amendment 
0057 29 September 2014 Amendment 
0063 30 October 2014 Amendment 
0064 31 October 2014 Amendment 
0067 17 November 2014 Amendment 
0068 21 November 2014 Amendment 
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Satisfactory

Conclusion

I. The drug substance section of the BLA, as amended, was reviewed from a microbial 
control and microbiology product quality perspective and recommended for approval. 

II. Information and data not related to microbial control of the drug substance should be 
reviewed by the OBP reviewer. 

III. A pre-license inspection (June 9-13, 2014) was conducted by BMAB and OBP at United 
Therapeutics Corporation, 1040 Spring Street, Silver Spring, MD 20910 facility and was 
classified as VAI.

Reference ID: 3657581

(b) (4)
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CMC Microbiology Deficiencies for STN 125516/0 Unituxin (dinutuximab)   

Information Requests sent  

October 07, 2014:

Reference ID: 3657581

(b) (4)
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