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Disclaimer 
 
Except as specifically identified, all data and information discussed below and 
necessary for approval of 208144 are owned by Valeant Pharmaceuticals or are data 
for which Valeant Pharmaceuticals has obtained a written right of reference. Any 
information or data necessary for approval of 208144 that Valeant Pharmaceuticals 
does not own or have a written right to reference constitutes one of the following: (1) 
published literature, or (2) a prior FDA finding of safety or effectiveness for a listed drug, 
as reflected in the drug’s approved labeling. Any data or information described or 
referenced below from reviews or publicly available summaries of a previously approved 
application is for descriptive purposes only and is not relied upon for approval of 
208144. 
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1 Executive Summary 

1.1 Introduction 

NDA 208144 is a 505(b)(2) application that proposes market registration of a 
brimonidine tartrate ophthalmic solution, 0.025%, for relief of eye redness due to minor 
irritations in the OTC setting. The application relies in part on prior FDA findings of 
nonclinical safety for the approved listed drug product, Alphagan 0.2% (NDA 020613), a 
product whose marketing was discontinued for reasons other than safety or 
effectiveness. 

1.2 Brief Discussion of Nonclinical Findings 

No nonclinical data were submitted in support of this application. 

1.3 Recommendations 

1.3.1 Approvability:  Yes 

 

1.3.2 Additional Non Clinical Recommendations:  None 

 

1.3.3 Labeling:  No nonclinical safety concerns identified. 
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2 Drug Information 

2.1 Drug 

CAS Registry Number:  70359-46-5 
 
Generic Name:  Brimonidine tartrate 
 
Code Name:  N/A 
 
Chemical Name:  6-Quinoxalinamine, 5-bromo-N-(4,5-dihydro-1H-imidazol-2-yl)-, 
(2R,3R)-2,3-dihydroxybutanedioate (1:1) 
 
Molecular Formula/Molecular Weight:  C11H10BrN5•C4H6O6/442.2244 
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Structure:   
 

 
 
Pharmacologic Class:  Alpha adrenergic agonist 
 

2.2 Relevant INDs, NDAs, BLAs and DMFs 

NDA 020613; IND 108524 

2.3 Drug Formulation 

The proposed drug product is a preserved topical ophthalmic solution of composition as 
summarized in the Sponsor’s Table 2.3.P.1-1 below. The drug product will be packaged 
as nominal 2.5 and 7.5 mL fill volumes in 10 mL LDPE bottles using  tips and 
two-piece child-resistant closures. 
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 

 
 

 
Such an exposure would equate to approximately µg/kg/day in a reference 60-kg 
person. 
 
Internal consultation with CDER/OTS confirmed a lack of bacterial mutagenicity 
potential for  (Appendix 1). In addition, DTOP (Lori Kotch, PhD) was also 
consulted regarding standard practices and policies with respect to management of 
leachable/extractable impurities in ophthalmologic drug products. Dr. Kotch confirmed 
that NMT % would be considered an acceptable qualification threshold for a non-
genotoxic impurity in such a proposed ophthalmic drug product. 
 
Thus, based on the Sponsor’s submitted assessment, other publicly available 
information identified by this reviewer, and the noted internal consultation findings, the 
proposed specification of NMT % is considered to be reasonably safe and 
acceptable. 
 

2.6 Proposed Clinical Population and Dosing Regimen 

The drug product is intended for the relief of eye redness due to minor eye irritations in 
the OTC setting in adults and children five years and older. The recommended dosing 
regimen is to instill one drop in the affected eye(s) every 6-8 hours with a maximum of 
four times daily. 

2.7 Regulatory Background 

NDA 208144 was originally received on 31 March 2015, following development under 
IND 108524. The NDA was not filed at that time due to a lack of adequate post-
marketing safety data for review (Refusal to File letter, 29 May 2015). On multiple 
occasions during development, the Sponsor has inquired of the Agency whether any 
additional nonclinical data would be required to support market approval for their drug 
product. The Agency has consistently responded that no additional data would be 
required in the absence of excipient or impurity safety concerns or identification of some 
safety signal during clinical trials (cf. IND 108524 Pre-NDA Meeting Minutes, 10 
November 2014). The Sponsor indicates their reliance for nonclinical safety support on 
published literature and FDA’s prior findings of safety for the listed prescription drug 
product, Alphagan (brimonidine tartrate, 0.2%), under NDA 020613 (approved 6 
September 1996). The marketing of this product has now been discontinued for reasons 
other than safety or effectiveness, though other brimonidine products remain on the 
market. 

3 Studies Submitted 
No nonclinical studies were submitted in support of this application. 
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