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• EL 153-32, 
• EL 158-68, 
• EL 159-76, 
• EL 126-33, 
• EL 127-01, 
• EL 124-59 

The files include raw data for endotoxin validation and revalidation studies, endotoxin 
robustness studies, endotoxin in-process results and bulk drug substance release for batches 
B2436-1 to B2436-11. Only reports relevant to data included in the BLA are reviewed here. 

File EL 158-12 contains raw data (copies of laboratory notebooks) and validation report of the 
endotoxin test method included in the BLA. The validation was performed using samples from  
conformance batches B2436-007, B2436-008, and B2436-009. File 158-12 raw data are identical 
to the data included in the BLA validation report. A summary of the raw data in EL 158-12 is 
shown in Table 1. 
 
Table 1: Summary of endotoxin validation method raw data included in EL 158-

12 
 
 
 
 
 
 
 
 
 
 
 
 
 

Files EL 158-68 and EL 159-76 include BDS endotoxin release raw data and reports for batches 
B2436-005 and B2436-006 (EL 158-68) and batches B2436-007, B2436-008, B2436-009 (EL 
159-76). All endotoxin results in the files are consistent with the results included in the BLA  

. Endotoxin concentration is expressed in EU/mL in the validation report and as EU/mg 
in the batch analysis. However, this does not affect endotoxin results  

 

Based on the information reviewed in this addendum I find no discrepancy between raw data 
submitted by ACC and endotoxin results reported in the BLA. I find no evidence to support 
concerns regarding data integrity at ACC. 

 

Reference ID: 3205515

(b) (4)

(b) (4)

(b) (4)



---------------------------------------------------------------------------------------------------------
This is a representation of an electronic record that was signed
electronically and this page is the manifestation of the electronic
signature.
---------------------------------------------------------------------------------------------------------
/s/
----------------------------------------------------

REYES CANDAU-CHACON
10/18/2012

PATRICIA F HUGHES TROOST
10/19/2012

Reference ID: 3205515







STN 125422/0        JETREA® (ocriplasmin)          ThromboGenics Inc.                           41  
 

Environmental Assessment 
According to the firm, ocriplasmin (2.5 mg/mL) meets the criteria for categorical exclusion under 
21 CFR 25.31(c) for substances that occur naturally in the environment when the action does not 
alter significantly the concentration or distribution of the substance, its metabolites, or 
degradation products in the environment. The active drug substance ocriplasmin is a recombinant 
version of a naturally occurring human enzyme, which would have the same metabolites or 
degradation products as the non-recombinant version. In addition, the quantity of ocriplasmin 
administered generally to a selected population is very low (125 μg). The estimated concentration 
or distribution of the substance itself and its metabolites and degradation products would be 
significantly below 1 part per billion at the point of entry into the aquatic environment.  
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