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Addendum to BLA 125499 Plegridy (peginterferon beta-1a) 

Background
Biogen sent in the following responses to the Agency’s information request at the time of 
the late cycle meeting and after the CMC review had been signed off.  The most 
information request items has been discussed and resolved at the late cycle meeting
except the following two items: 1) request regarding addition of receptor IFNAR2 
binding assay to the DP release and stability testing and 2)  

 This addendum reviews the information about the two 
issues received after the late cycle meeting. 

FDA Request F regarding receptor binding assay
You evaluated affinity of peginterferon to its receptor IFNAR2 as a characterization test 
but did not include this test in release and stability testing. Provide a scientific 
justification for your decision. Because this assay may be more sensitive to potential 
changes in product quality and may be less variable than the cell based CPE assay, we 
recommend that you consider including this assay in your release and stability testing. 

Biogen Response 
Interferon beta-1a belongs to type I interferon family. Effects of the type I interferon 
family members are mediated through interaction with a common type I IFN receptor 
composed of IFHAR1 and IFNAR2. As such, full functional biological activities 
mediated by IFN require both IFNAR1 and IFNAR2 binding. The CPE assay routinely 
used for peg interferon beta-1a release and stability testing is a full functional assay that 
assesses binding affinity to both IFNAR1 and INFAR2 receptors. Since the IFNAR2 
binding assay only provides one of the required biological functions of peginterferon 
beta-1a it is not suitable for product release and stability testing.  The Biogen proposes to 
continue use of IFNAR2 binding as a characterization assay. 

FDA Reviewer Comments
It is well-known in the literature that binding of both IFNAR1 and IFNAR2 is required 
for type I IFN full functional activity which is monitored in the current cell-based CPE 
potency assay. Biogen provided sound scientific justification to not include the 
IFNAR2 binding assay for release and stability testing because it only assesses 
IFNAR2 binding activity. Therefore, I concur with the sponsor's proposal to continue use 
of IFNAR2 binding assay as a valuable characterization assay and not to include it in 
routine release and stability testing. 

Response to FDA Request F is satisfactory

The rest information request items were discussed at the later cycle meeting with the 
sponsor.
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PRODUCT QUALITY (Biotechnology) 
 FILING REVIEW FOR ORIGINAL BLA/NDA (OBP & DMPQ) 

File Name: 5_Product Quality (Biotechnology) Filing Review (OBP & DMPQ) 022409.doc Page 8 

IS THE PRODUCT QUALITY SECTION OF THE APPLICATION FILEABLE?             Yes    No 
 
 
If the application is not fileable from product quality perspective, state the reasons and provide comments to be 
sent to the Applicant. 
 
 
 
 
 
 
Please identify and list any potential review issues to be forwarded to the Applicant for the 74-day letter. 
 
 
 
 
 
 

 
 
Product Quality Reviewer(s)        Date 
 
 
 
Branch Chief/Team Leader/Supervisor      Date 
 
 
 
Division Director          Date 
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Therapeutic Biological Establishment Evaluation  
Request (TB-EER) Form 

Version 1.1 
 

Instructions:  
 
The review team should upload this form into DARRTS by checking the form in as a 
communication.  The DARRTS “Communication Group” is “BLA Administrative Form” 
and the “Communication Name” is “FRM-BLAADMIN-61 – Establishment Evaluation 
Request Form.”  
 
TB-EERs should be submitted: 
   

1) within 10 business days of the application filing date (initial TB-EER)  
2) 15-30 days prior to the planned action date (final TB-EER) 

 
When requesting establishment evaluations, please include only the site (or sites) 
directly affected by the proposed changes.  For efficacy supplements or license 
transfers, please include all licensed manufacturing sites.   
 
For bundled supplements, one TB-EER to include all STNs should be submitted. 
 

 
APPLICATION INFORMATION 

 
PDUFA Action Date:   May 14, 2014 
 
Applicant Name:   Biogen Idec Inc. 
U.S. License #:   1697 
STN(s):    STN 125499/0 
Product(s):    Plegridy® (peginterferon beta-1a) 
Summary:   New BLA 
     

 
FACILITY INFORMATION 

 
Firm Name:    Biogen Idec Inc. 
Address:    14 Cambridge Center 

Cambridge, MA 02142  
FEI:     1220951 
Short summary of manufacturing activities performed:  Manufacture and storage of 
master and working cell banks;   
Drug Substance Manufacture; Drug Substance QC testing (Bioburden and Endotoxin) 

 
This site was inspected by NWE-DO on March 4 – 15, 2013 and classified VAI.  This 
was a routine GMP surveillance inspection covering biotech drug substance 
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manufacturing operations.  The TRP profile was updated and is acceptable.  BMAB 
(with the input of OBP) will determine whether this site requires a PLI for this 
BLA.   
 
 
Firm Name:    Biogen Idec Inc. 
Address:    5000 Davis Drive 

 Research Triangle Park, NC 27709-4627 
FEI:     3000719749 
Short summary of manufacturing activities performed:  Storage of master and working 
cell banks;  Drug Substance and 
drug product QC testing (Pre-filled Syringe); Drug product Stability Testing (Pre-filled 
Syringe); Stability Testing (Functionality Testing) of pre-filled pen 
 
This site was inspected on September 19 – 30, 2011 and classified VAI. This was a 
routine GMP surveillance inspection covering biotech drug substance manufacturing and 
testing operations.  The CTX and TRP profiles were updated and are acceptable. 
 
CDRH should be consulted to determine whether this site (or any other sites submitted in 
this BLA) requires device inspectional coverage prior to the approval of this BLA.  Once 
this has been determined, NDMAB or GDMAB will enter a FACTS assignment request 
for any required device inspections. 
 
 
 
Firm Name:    Biogen Idec Denmark Manufacturing ApS 
Address:    Biogen Idec Allé 1 

DK-3400  
Hillerød, Denmark 

FEI:    3006339887 
Short summary of manufacturing activities performed:  Drug Substance and drug product 
QC testing (Pre-filled Syringe); Drug product Stability Testing (Pre-filled Syringe); 
Assembly of the pre-filled pen components with the pre-filled syringe; Release Testing 
(Functionality Testing) and EU QP Release of the pre-filled pen; Secondary packaging of 
pre-filled syringe and pre-filled pen; Stability Testing of pre-filled syringe; Stability 
Testing (Functionality Testing) of pre-filled pen 
 
This site was inspected by CDER on May 6 – 13, 2013 and initially classified VAI.  
Although this inspection was primarily conducted as a PLI for new biotech drug 
substance manufacturing, this inspection provided in-depth systems-based coverage, 
including extensive review of the firm’s Quality System.  The site was also inspected by 
IOG May 23-27, 2011, providing coverage of the testing and packaging responsibilities.  
This site is acceptable for the purposes of this BLA from a drug CGMP compliance 
perspective. 
 
CDRH should be consulted to determine whether this site (or any other sites submitted in 
this BLA) requires device inspectional coverage prior to the approval of this BLA.  Once 
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This site was inspected by  on  and classified VAI.  This was 
a routine GMP surveillance inspection covering drug testing operations.  The CTB and 
CTL profiles were updated and are acceptable. 
 
 

OVERALL RECOMMENDATION 
 

Please resubmit this TB-EER 15-30 days prior to the planned action date for an updated 
compliance evaluation. 
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