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Instructions:  
The review team should email this form to the email account “CDER-TB-EER” to submit:  

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

 
Note: All manufacturing3 locations named in the pending submission, whether contract facilities 
or facilities owned by the applicant, should be listed on this form. For bundled supplements, one 
TB-EER to include all STNs should be submitted.  
 

 
APPLICATION INFORMATION  

PDUFA Action Date: October 17, 2012 
 
Applicant Name:  ThromboGenics 
U.S. License #:  1866 
STN(s):  125422/0 
Product(s):  Jetrea™ (ocriplasmin) Intravitreal Injection 
 
Short summary of application: BLA to request approval of a Jetrea™ (ocriplasmin) Intravitreal 
Injection 
 

FACILITY INFORMATION  
Manufacturing Location:  
Firm Name:  Fujifilm Diosynth Biotechnologies UK Ltd 
Address:  Belasis Avenue, Billingham, Cleveland TS23 1LH, UK 
FEI:  3007182567 
Short summary of manufacturing activities performed: Manufacturing, labeling, release 
testing, monitoring storage of WCB, storage of MCB 
 
Inspected by CDER OMPQ from and classified VAI.  This inspection 
covered DS manufacturing operations and found the TRP profile updated and acceptable.  
This inspection covered manufacturing operations for this BLA. 
 
Firm Name:  
Address:  
FEI:  
Short summary of manufacturing activities performed: Stability testing of DS and DP, 
release testing (SDS page, potency) 
 
This site was inspected by IOG from  and initially classified OAI.  This CGMP / 
PAI inspection provided coverage of the firm’s testing operations in support of this BLA.  The 
inspection noted deficiencies in the execution of the stability protocol used to support the BLA.  
Specifically, the firm did not document and could not confirm that stability samples at the  
condition were stored   As the firm’s response to inspectional deviations 
has not yet been received by the Agency, DIDQ is unable to provide an acceptable compliance 
recommendation in support of this BLA.  DGMPA has weighed the significance of the finding 

Reference ID: 3204848Reference ID: 3205021

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)



related to the subject product and finds that the observation does not pose a significant risk to the 
stability program because the product is stored at -20oC.  .  Therefore DGMPA finds this site 
acceptable for the purposes of this BLA.    
 
Firm Name:  
Address:  
FEI:  
Short summary of manufacturing activities performed: Storage of Master and Working Cell 
Bank 
 
Inspected by  from  and classified NAI.  Cell banking operations 
were covered and are acceptable.  
 
Firm Name:  
Address:  
FEI:  
Short summary of manufacturing activities performed: DS release testing for Western Blot, 

 
 
Inspected by IOG from  and classified NAI.  This biotech CGMP inspection 
covered testing operations and found the CTL profile updated and acceptable. 
 
Firm Name:  
Address:  
DUNS:  
FEI:                
Short summary of manufacturing activities performed: DS release testing for endotoxin 
 
This facility was inspected by IOG from  and initially classified VAI for general 
CGMP compliance.  This inspection also provided pre-approval coverage for operations in 
support of this BLA.  During the course of the inspection, the firm withheld all data and records 
that were required to assess CGMP compliance of commercial drug substance endotoxin testing 
in support of this BLA.  The investigator was led to believe by representatives of this firm that 

 was not contracted to perform commercial drug substance manufacturing operations in 
support of this BLA.  After the inspection closed and these findings were reported to CDER, 
DIDQ and DGMPA attempted to clarify the discrepancy between inspectional findings and BLA 
commitments with Thrombogenics,   
During a teleconference,  stated that they had withheld pertinent information from the 
investigator for fear of breaching confidentiality, despite being aware that the purpose of the 
investigator’s inspection was to verify that operations in support of the BLA were compliant to 
CGMP.  IOG and DIDQ have recommended withholding approval due to the refusal of the firm 
to provide information during the pre-approval inspection and the inability to verify readiness for 
commercial manufacturing operations, conformance to application commitments, and integrity of 
supporting data.  In evaluating the case, DGMPA/NDMAB has determined the following: 
 

• A Post-Marketing Commitment (PMC) is necessary to support the drug substance 
endotoxin testing based on the withheld information for the inspection.  Information 
provided on  indicates that Thrombogenics  

Reference ID: 3204848Reference ID: 3205021

(b) (4)

(b) (4) (b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4)

(b) (4) (b) (4)





further the distribution of the drug from the original place of manufacture to the person who makes final 
delivery or sale to the ultimate consumer.”  
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SUMMARY BLA125422 USAN --Ocriplasmin 

 

 
 

The Quality Team Leader’s Executive Summary 
 
 
 

From:   Jee Chung, Ph.D. 
Kathy Lee, M.S. 
Division of Therapeutic Proteins  

 
Through:   Susan Kirshner, Ph.D. 
    Division of Therapeutic Proteins  

 
 

BLA Number:  125422 
Product:   JETREA (ocriplasmin) 
Sponsor:    Thrombogenics Inc. 
 
Date of Review:  September 13, 2012  
Due Date of CDTL Memo: October 15. 2012 

 
 
 
 

 
 

DEPARTMENT OF HEALTH & HUMAN SERVICES  

Center for Drugs Evaluation and Research – Food and Drug Administration
Office of Biotechnology Products / Office of Pharmaceutical Science

Division of Therapeutic Proteins
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SUMMARY BLA125422 USAN --Ocriplasmin 

A protocol for the extension of drug product shelf life was submitted.  The protocol is 
acceptable.    
 

 
III. DRAFT POST MARKETING COMMITMENTS/POST MARKETING 
 REQUIREMENTS 
  
Note the final PMC language will be in the approval letter including commitments dates. 
 

1. To perform a feasibility study to adjust the drug product final fill volume or 
concentration to reduce the likelihood more than one patient could be dosed from the 
same single use vial due to excess reconstituted drug product remaining in the vial 
after the initial dosing. 

 
The final study report will be submitted in 03/13. 

 
2. To revise the acceptance criteria for the drug substance and drug product release and 

stability specifications for low pH CEX-HPLC, RP-HPLC, and low pH SEC-HPLC to 
include “No new peaks above the limit of quantitation” and for non-reduced SDS-PAGE 
“No new bands greater than the limit of quantitation.”  

 
 
 Interim Report Submission: 12/12  
 Final Report Submission: 04/13 
 

3. To establish an upper limit for the acceptance criterion for  potency assay 
or provide data to justify why this is not necessary. 
 

The final study report and, if required, revised specification will be submitted in 
12/12. 

 
4. To evaluate and revise, as needed, the acceptance criteria for the all drug substance 

release specifications based on data from at least thirty lots of each.  
 

The final study report and, if required, revised specification will be submitted in 
12/15 

 
5. To evaluate and revise, as needed, the acceptance criteria for the all drug product release 

specifications based on data from at least thirty lots of each.  
 

The final study report and, if required, revised specification will be submitted in 12/17 
 
6. To revise the system suitability criteria for RP-HPLC, and drug substance and drug 

product release and stability methods to ensure adequate column performance. 
 
The updated system suitability criteria will be submitted in 03/13. 
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D. Complexity 
 

• Critical Quality Attributes 
The critical quality attributes and product-related variants are listed in the 
following tables: 
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SUMMARY BLA125422 USAN --Ocriplasmin 

 

 

 

 
I. Immunogenicity 
 
Immunogenicity for this product has not been evaluated. This product is injected directly 
into the eye and will be indicated for a one time dose only.  
 
Below is a summary of a study Thrombogenics performed to assess the enzymatic 
activity of ocriplasmin in human vitreous fluid. This data shows that ocriplasmin is 
generally cleared within 4 hours of dosing.  
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SUMMARY BLA125422 USAN --Ocriplasmin 

 
Per the Clinical pharmacology review; “the PK properties of a single 125μg IVT dose of 
ocriplasmin were evaluated when administered at different time points prior to planned 
primary pars plana vitrectomy in patients with eye disease.  All patients (n=16) had IVT 
ocriplasmin activity levels above LLOQ between 0.5 and 4 hours post-dose, and 50% of 
patients (2/4) displayed IVT ocriplasmin activity levels below LLOQ at 24+/-2 hours 
post-dose.” See table below.  

 
 
 
Because the product will only be used once via intraocular injection, requiring an 
immunogenicity safety study at this point in development is not necessary.  However if the 
Sponsor ever performs additional safety or efficacy studies with this product immunogenicity 
should be evaluated.  
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BLA STN 125422 
 
 

Product USAN name  
Ocriplasmin 

 
 
 

License Holder 
Thrombogenics Inc. 

 
 
 

 
Reviewers:  Ramesh Potla, Richard Ledwidge, Leslie Rivera Rosado 
Maria Teresa Gutierrez-Lugo, Nikolay Spiridonov, Frederick Mills, 

and Jee Chung  
  

LC/TL Reviewer: Jee Chung and Kathy Lee  
 

Division of Therapeutic Proteins 
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