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This memo conveys the Division’s decision to approve this application. 

This application has been the subject of reviews of CMC (McLamore-Hines; 12 
November 2014), biopharmaceutics (Eriadiri; 29 April 2014), microbiology (Miller; 12 
November 2014), clinical effectiveness and safety (Xiao; 19 December 2014).  

There is also a CDTL memo (Sapru; 8 January 2014), with which I am in complete 
agreement. I comment here on a few novel aspects. 

Although products are different for User Fee purposes if they contain distinct sets of 
ingredients, as Dr. Sapru points out, the Division treats physiological saline solutions 
as a single product. Where variations lie largely within physiological bounds for the 
electrolyte constituents, the Division has not asked for clinical data for novel variations.  

The two PHOXILLUM products extend the set of Gambro products from 8 to 10, but we 
thought, and the sponsor agreed, that all ten products ought to be described in a single 
label. The first 8 variations are marketed under the name PRISMASOL. The sponsor 
requested to retain the PHOXILLUM name for these two new phosphate-containing 
variations, and I concurred; this decision results in what may be a label unique with 
two trade names.  

There was considerable discussion regarding the classification in the label. After input 
from DMEPA and USP, we settled on “renal replacement solution”, but I note that, 
perhaps unlike many products, you cannot use the classification to tell you what is 
potentially substitutable.  

Dosing instructions for these products deal with the physical container and allowable 
additions, but they are silent on selection of a particular variation for a patient. 
Nephrologists are supposed to know what they want to accomplish. This aspect of 
labeling is not different with the addition of PHOXILLUM.  

Late in the review, the Division became aware of several cases of metabolic acidosis on 
PHOXILLUM, and a question has arisen about the total buffering capacity of the 
variations of PRISMASOL and PHOXILLUM. The sponsor provided these data on 9 
January 2015, and there only minor differences in buffering capacity among the ten 
variations in this product line. I conclude that there is nothing among the PHOXILLUM 
variations that make patients more vulnerable to metabolic acidosis. 
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