
From:   Alicea, Candido
Sent:   Wednesday, March 13, 2019 12:44 PM
To:     'joan.robertson@grifols.com'
Subject:        RE: Information Request #18:  STN 125683/0, Immune Globulin 
Subcutaneous (Human), Action due date July 9, 2019

Our Reference:  BLA 125683/0

Dear Ms. Robertson:

We are reviewing your July 9, 2018, biologics license application for Immune Globulin 
Subcutaneous (Human) 20%.  We determined that the following information is necessary to 
continue our review:

Environmental isolate Test and use of  standard.

1.      In your response to IR (i.e., Amendment 125683/0.23), received 22 February of 2019, you 
indicated that environmental testing is routinely performed on adequacy testing for  
and will be performed for  with a target implementation date of Q3 2019. 
However, CBER is requesting the testing of known environmental isolates (EI) as part of your 
sterility test qualification process, as the  indicator microorganisms are only a general 
representation of test suitability, where the testing of your known EI will provide sterility 
assurance specific to the product, your facility and indicated test method.  Please submit the 
requested sterility qualification report by April 26, 2019.  If the report is not available by this 
time, please provide the time frame by which the qualification will be complete.

2.      CBER’s U.S. Standard Diphtheria Antitoxin is calibrated using the  
neutralization assay, not a  neutralization assay.  Therefore, CBER recommends 
you re-qualify your assay in the near future using the  standard (i.e., 
Diphtheria Antitoxin Human IgG  for use in Diphtheria 

 Potency Assay, to prevent future issues associated with using a standard not 
developed for a more sensitive  assay. Please comment.

The review of this submission is on-going and issues may be added, expanded upon, or 
modified as we continue to review this submission.  

Please submit your response to this information request as an amendment to this file by April 
26, 2019 referencing the date of this request. If you anticipate you will not be able to respond 
by this date, please contact me immediately so a new response date can be identified.

Regards,
Candido

Cándido Alicea Ph.D.
CDR, USPHS 
Regulatory Project Manager 
Center for Biologics Evaluation and Research 
Office of Tissues and Advanced Therapies
U.S. Food and Drug Administration
10903 New Hampshire Avenue
Silver Spring, MD 20993-0002 
Phone:  240-402-8310
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Fax:  301-595-1303 
candido.alicea@fda.hhs.gov 
 
         
"THIS MESSAGE IS INTENDED ONLY FOR THE USE OF THE PARTY TO WHOM IT IS ADDRESSED AND 
MAY CONTAIN 
INFORMATION THAT IS PRIVILEGED, CONFIDENTIAL, AND PROTECTED FROM DISCLOSURE UNDER 
LAW. If you are not 
the addressee, or a person authorized to deliver the document to the addressee, you are hereby notified that any review, 
disclosure, 
dissemination, copying, or other action based on the content of this communication is not authorized. If you have 
received this 
document in error, please immediately notify the sender by e-mail or phone." 




