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pyrogenic response is positive, the rabbit pyrogen test should be used as an interim 
test until a reliable endotoxin detection method is developed.

REVIEW SUMMARY
Amgen Inc. has submitted BLA 125557 in eCTD format on 19-Sep-2014 to license 
blinatumomab for treatment of adult patients with Philadelphia chromosome-negative relapsed or 
refractory B-precursor acute lymphoblastic leukemia (ALL). Blinatumomab is a single chain 
antibody construct of the bi-specific T-cell engager (BiTE®) class. The drug substance (DS) is 
manufactured at 

This review covers the product quality microbiology of the drug product (DP) and the IV 
stabilizer solution (IVSS) as presented in BLA section 3.2.P. Section 3.2.P.5 and the  product 
quality microbiology review for the DS (Section 3.2.S) was completed by Reyes Candau-Chacon, 
Ph.D.

DRUG PRODUCT QUALITY MICROBIOLOGY ASSESSMENT
Amendments Reviewed For Drug Product Quality Microbiology

Amendment 0005 - Response to information request sent 29-Sep-14
Amendment 0016 - Response to information request sent 23-Oct-14
Amendment 0017 - Response to information request sent 28-Oct-14
Amendment 0018 – Response to information request sent 10-Nov-14
Amendment not officially submitted by the end of the review, send by e-mail on 17-Nov-
14; Response received 18-Nov-14

Reviewer comment: The sponsor has updated BLA Section 3.2.P.3.5 to include 
qualification/validation information provided in Amendments 0005 and 0017. 

LABELING
1.14.1.1 Draft Labeling
2.5 Reconstitution and Preparation of Solution
Blinatumomab drug product is reconstituted with 3 mL of preservative-free Sterile Water for 
Injection, USP. It is then transferred to an IV bag containing 0.9% sodium chloride and 
intravenous stabilizer solution (IVSS). IV tubing is attached to the bag with a sterile 0.2 μm filter. 
The prepared solution is then stored at 2-8°C. The Blinatumomab solution is administered by 
continuous infusion using an infusion pump and the bags are changed at least every 24 to 48 
hours. The Blinatumomab solution is discarded at the end of infusion.

Storage Requirements
The storage requirements for the Blinatumomab drug product and IVSS are summarized in the 
table below.
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Reviewer comment: Storage times over 4 hours typically must be supported by microbial data. 
Adequate supporting microbial data is available for storage times at 2- The 48 hour storage 
time limit at Room Temperature for the prepared IV bag containing BLINCYTO for Infusion is 
not supported by microbial data.  However, this storage time includes the 24-48 hour infusion 
time which cannot be limited due to the administration regime.  During infusion, the drug is 
administered to the patient through an in line 0.2 micron filter which may mitigate some 
microbial contamination risks. However, potential contamination risks resulting from in home use 
cannot be fully mitigated.

SATISFACTORY
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BLA 125557 was submitted in eCTD on September 19, 2014. This review contains the assessment 
of the manufacturing process of blinatumomab bulk drug substance from a microbiological quality 
perspective. For review of drug product aspects of the application, please see the review by Dr. 
Candace Gomez-Broughton.

Amendments Reviewed for Drug Substance Quality

Review Narrative

 

Information 
Request date

Question numbers Amendment 
sequence

Amendment date

October 10, 2014 1 to 10 0010 October 21, 2014

October 29, 2014
3a, 3d, 4a, 4b, 5b, 
5c, 7b, 8a, 9a, 9c

0017 November 6, 2014

November 10, 2010 9c n.a. (e-mail) November 11, 2014
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