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this attribute of NMT   Preparation of a dose of 100 mg/m2 for a 
patient with a BSA of 1.8m  would necessitate the use of 9 product vials and 9 
diluent vials.  If both the product and diluent contain the maximum allowable 
limit for bacterial endotoxins, a total load of  will be delivered to the 
patient.  An endotoxin load of exceeds the USP<85> allowable limit of 
350 EU per hour. 
� Lower the diluent limit for bacterial endotoxins to provide an individual with 

a BSA of 1.8m2 a margin of safety regarding bacterial endotoxins.  
Reference is made to USP<85> which states the following regarding the 
establishment of endotoxin limits: 
“For formulations (usually anticancer products) administered on a per square 
meter body surface, the formula is K/M, where K 5 EU/kg and M is the 
(maximum dose/m2/hour x 1.80 m2)/70 Kg.” 

 
The applicant amended the NDA on 20 September 2010 addressing the above 
point.  The amended diluent endotoxin limit is summarized and reviewed in 
Section P.5.2 of this review. 
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