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CMC Microbiology Deficiencies for BLA 761033/0  reslizumab                                         
Information Requests sent 
May 11, 2015

I. Labeling 
The proposed labeling claims that drug product diluted in normal saline may be 
stored refrigerated at 2- 8°C (36- 46°F) or at room temperature up to 25ºC (77ºF), 
protected from light for up to 16 hours.. Please submit microbiological studies to 
support the 16 hour storage time at 2- 8°C or at room temperature up to 25ºC. 
Describe the test methods and results that employ a minimum countable inoculum 
(10-100 CFU) to simulate potential microbial contamination that may occur during 
reconstitution. The test should be run at the label’s recommended storage conditions, 
be conducted for twice the recommended storage period, and use the label-
recommended diluent. Periodic intermediate sample times are recommended. 
Challenge organisms may include strains described in USP <51> plus typical skin 
flora or species associated with hospital-borne infections. In lieu of this data, the 
product labeling should recommend that the post-reconstitution storage period is not 
more than 4 hours at 2-8°C.

II. The following qualification information and data in Appendix 3.2.A.1 should be 
moved to section 3.2.P.3:

III. A summary of the EM program is described in Appendix 3.2.A.1. Please move the 
information to section 3.2.P.3.5.

IV. Media fill simulation information in Appendix 3.2.A.1 should be moved to section 
3.2.P.3.

V. Provide the details of bioburden testing and method qualification summary data from 
3 formulated bulk drug product lots.

VI. Please provide information and summary data for the rabbit pyrogen test of 
Reslizumab in conformance to 21CFR610.13 (b). The rabbit pyrogen test should be 
done at least once with 3 lots of finished drug products to demonstrate that the 
product does not contain pyrogenic substances other than bacterial endotoxin.

VII. Low endotoxin Recovery
Please provide evidence that the drug product formulation does not interfere with 
endotoxin recovery in the LAL test. Conduct spiking studies on the undiluted drug 
product with known amount of endotoxin and simulate the worst-case hold conditions 
to evaluate endotoxin masking over time. The studies should be conducted using 
containers of similar composition as those used for the drug product. 

August 23, 2015

(b) (4)
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c. Include a comparison of the validation and production operating 
parameters 

17. Please provide the information and summary data of the most recent 
 qualification runs

18. Include a comparison of the validation and production operating parameters of 
the  process.

Justification of Specification
19. The proposed commercial specification endotoxin 

provide any safety factor. Additionally, the 0.9% sodium chloride injection USP 
used to dilute the DP for intravenous infusion may also add to the level of 
endotoxin.  Your data indicate that the endotoxin levels at release and during 
stability at 2 to 8°C are <  EU/mg. Please tighten the current reslizumab 
DP release endotoxin specification to provide a safety margin.

Stability
20. We recommend that a container closure integrity test be performed  

Facilities and equipment
21. Please provide the type of products filled  

 

FDA comments to the Firm’s response (amendment in Sequence 0003)
22. Please submit the report providing the information and result summary data of 

rabbit pyrogen testing performed with 3 lots of finished drug products of 
reslizumab.

October 19, 2015
I. Validation of Analytical procedures

1. Endotoxin test:
a. Please provide the rationale for characterizing the endotoxin assay method 

2. Sterility test
a. It is not clear whether the sterility test method qualification was performed 

with drug product manufactured by the commercial process  
 Please respond to the following comments.

i. Section 3.2.P.5.3 states that the sterility test method validation was 
conducted on two reslizumab drug product batches (10-001036 and 
10-000862) while the Report 07-02-F002-24.0 “Determining 
Bacteriostasis/Fungistasis Activity of Bulk and Finished Products” 
states  

 used in the method verification study and Report 07-02-F002-25
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