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DIVISION OF CARDIOVASCULAR AND RENAL PRODUCTS 

Divisional Memo 
NDA:   209387 Nitroprusside (Nipride RTU) for hypertensive 

crisis, control of surgical bleeding, and heart failure. 

Sponsor:  Exela Pharma Sciences 

Review date: 7 March 2017 

Reviewer: N. Stockbridge, M.D., Ph.D., HFD-110 

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

This application has been the subject of reviews of CMC (Kelly, Kambhampati, Janoria, 
Chen, Anand, Capacci-Daniel, & Sapru; 28 February 2017). There is also a CDTL memo 
(Sapru; 1 March 2017), with which I am in complete agreement. 

This is a 505(b)(2) application relying upon safety and effectiveness of RLD Nitropress. 
There are no remaining product quality issues; the amber vials of 50 mg in 100 mL of 
0.9% sodium chloride have an expiry date of 12 months. The facility inspections are 
complete. 

There are no new nonclinical, BA/BE, or clinical studies.  

Labeling negotiations are complete. Labeling was updated to PLR/PLLR with numerous 
modernizations. The indications were not altered. 
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E. OPDM Memo (Zarna Patel), in DARRTS, dated 31-January-2017 

F. DPMH Review (Catherine Roca), in DARRTS, dated 01-January-2017 

1. Background

The applicant, Exela Pharma Sciences, LLC, sought U.S. marketing approval for Sodium Nitroprusside in 
0.9% Sodium Chloride Injection under the provisions of Section 505(b)(2) of the Federal Food and 
Cosmetic Act and 21 CFR §314.54. The referenced listed drug (RLD) is Hospira’s Nitropress® (Sodium 
Nitroprusside Injection). 

The parenteral route of administration of the proposed drug product is the same as that of the RLD. The 
RLD NITROPRESS® (Sodium Nitroprusside Injection) is not suitable for direct injection because the 
solution must be further diluted in sterile 5% dextrose injection before infusion. However, Exela’s 
proposed formulation, Sodium Nitroprusside  Injection, is intended for direct intravenous 
infusion without further dilution. The proposed formulation is indicated for the immediate reduction of 
blood pressure of adult and pediatric patients in hypertensive crisis, and for the treatment of acute 

heart failure. 

No new clinical data have been provided in support of Exela’s proposed drug product because the current 
application relies on the Agency’s determination of safety and efficacy for previously approved RLD i.e., 
Nitropress® (Sodium Nitroprusside Injection). 

2. Chemistry, Manufacturing and Controls (CMC) 

Drug Substance: The drug substance Sodium Nitroprusside (as dihydrate) is freely soluble in water, and 
does not exhibit isoelectric point, chirality, and isomerism. For all CMC details concerning Sodium 
Nitroprusside, USP, including structural characterization, manufacturing processes, control strategies, and 
process controls that ensure consistent production of the  of the drug substance, the applicant has cross-
referenced the drug master files (DMFs #  which have been reviewed by CMC 
reviewer and found to be adequate to support the approval of this NDA. 

Drug Product: The applicant has proposed a ready-to-use formulation (Sodium Nitroprusside in 0.9% 
Sodium Chloride Injection) version of the RLD i.e., previously FDA approved Nitropress® (Sodium 
Nitroprusside Injection). The proposed formulation is a sterile, unpreserved, single dose, solution 
intended for intravenous infusion without further dilution. Each mL contains 0.5 mg of Sodium 
Nitroprusside, USP, 9 mg of sodium chloride, USP in Water for Injection, USP. None of the compendial 
excipients i.e., sodium chloride, USP, and Water for Injection, USP, used in the manufacture of the drug 
product, are produced from any materials of human or animal origin. Hence, there is no reason to suspect 
the presence of Bovine Spongiform Encephalopathy infectious agent in the excipients. Regarding 
comparison of Exela's formulation with the Hospira's RLD, the active ingredient concentration of the 
RLD is 25 mg/mL (50 mg/2 mL) and is diluted with 5% dextrose for injection (DFI) prior to intravenous 
infusion. The active ingredient concentration in Exela’s proposed drug product is 0.5 mg/mL (50 mg/100 
mL). The RLD product contains only Water for Injection, USP , whereas, Exela’s proposed 
formulation contains Sodium chloride, USP as a , and Water for Injection, USP .  
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