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Telecon Body: 
The purpose of this teleconference to obtain clarification on question 1 on the 
information request dated March 26, 2014 in which it was requested that ProFibrix 
commit to adoption of test methods and specifications for the control of Trehalose 

(b) (4)



 (b) (4) and Calcium Chloride  (b) (4) in the final product.  ProFibrix stated that 
they would like to have an understanding of this question so they know how to address it.  
ProFibrix asked why this is a requirement and why it is important to the product.   
 
FDA stated  that trehalose and calcium chloride are considered major components of the 
Drug Product that serve roles in product stability and efficacy and that it is critical that 
specifications be set and content controlled by testing.  ProFibrix stated that they have 
had several conversations with the FDA regarding this product and there were three 
conversations regarding the drug product specification.  ProFibrix received feedback that 
they specifications were appropriate.  ProFibrix stated that during the March 23, 2013 
CMC meeting, there was no note of this information, nor at their recent pre-BLA meeting. 
Trehalose is a  of the product. It is added, and it has never 
been considered as a test method by ProFibrix.  Product potency is measured throughout 
the manufacturing process, which the firm claimed provided a good measurement of 
trehalose function.  ProFibrix stated that the calcium chloride is in the  

  FDA stated that even if these are not 
directly involved in the activity of the product, they can have influence on the product 
stability and there should be a control in the final drug product. These could be important 
secondary components.  ProFibrix discussed the relationship of calcium and citrate in the 
role of clotting activation 
 
FDA reiterated that these  should be controlled in the Drug Product.   
ProFibrix stated that some of the assays will be difficult to do on the final dried product 
due to the fact that the combined thrombin and fibrinogen material clots immediately if 
reconstituted in water of neutral pH.  For this reason they stated that would like to do the 
measurements on the .  FDA 
recommended that ProFibrix provide a justification for testing at  

 on the final drug product.  FDA would be willing to consider this. 
ProFibrix asked about the timing of this submission, and would like to know whether 
they could respond in a separate amendment to question 1 and commit to the timeline.  
FDA stated that this approach is acceptable.  
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