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Introduction: The Integrated Quality Review for NDA 209260, with approval recommendation from quality /CMC 
perspective, was uploaded to Panorama on January 3, 2018. Subsequently, updated information was received from the 
Applicant to address emerging issues related to NDA 505(b)(2) designation (Biopharmaceutics aspects) and bioburden 
acceptance limits (Microbiology Aspects), which are briefly discussed below.   
 
Biopharmaceutics Aspects: This 505(b)(2) NDA for Atropine Sulfate Injection (0.4 mg/mL) multi-dose vial 
has relied for approval, in part, on Agency's findings of efficacy and safety for the Listed Drug, Ansyr (Atropine 
Sulfate) Injection (0.1 mg/mL; NDA 21146). The Biopharmaceutics review team focused on the evaluation of 
the Applicant’s biowaiver request and supporting justification. The review team concluded that the Applicant 
has provided adequate scientific justification to establish the bridge between its proposed product and Ansyr, 
thereby, permitting reliance on FDA’s findings for that Listed Drug, as per 21 CFR 320.24(b)(6). In response to 
Agency's information request (dated January 23, 2018), the Applicant on January 24, 2018 submitted a statement 
of reliance on two additional listed drugs (Bacteriostatic Sodium Chloride 0.9% in Plastic Container ([NDA 
018800) and Bacteriostatic Water for Injection in Plastic Container (NDA 018802), which also contain 9 mg/mL 
benzyl alcohol. The Agency concluded that reliance on the findings of safety for these two listed drugs is 
appropriate and adequate to support the safety of the proposed benzyl alcohol content of Atropine Sulfate 
Injection (0.4 mg/mL) in adults. From a Biopharmaceutics perspective, NDA 209260 for Atropine Sulfate 
Injection (0.4 mg/mL) has been recommended for approval (for details, please refer to revised Biopharmaceutics 
review by Drs. G. Geiser and T. Wu, dated January 25, 2018).  
 
Microbiology Aspects: Due to the high doses of drug product needed to treat organophosphate, carbamate or 
muscarinic mushroom poisoning, there was concern regarding the exposure of patients to high levels of endotoxins 
that could exceed  times the USP chapter < 85 > limit of 5 EU/kg of body weight. Based on an amendment 
(dated January 9, 2018), the Applicant proposed to reduce the endotoxins acceptance limits from  EU/mg to
EU/mg. The microbiology review team concluded that the endotoxin level-related risk associated with 
extraordinarily large doses of drug product is acceptable given the severity of the medical condition necessitating 
that dose. USP chapter <85> limits on endotoxins exposure are compliant as long as the total maximum dose does 
not exceed 1.65 mg/kg/hr. (for details, please refer to Microbiology memo by Drs. V. Huse and S. Langille, dated 
January 26, 2018). 
 
Revised Drug Product Specification:  
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