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1 . 12.14 Environmental Analysis

1.12.14 Environmental Analysis

Bausch & Lomb, a division of Valeant Pharmaceuticals North America LLC. hereby claims

that the action requested of approval of this new drug application (NDA) for brimonidine

tartrate ophthalmic solution, 0.025%, , qualifies for a categorical exclusion and therefore does

not require the submission of a full environmental assessment per 21 CFR 25.3l(b).

This is an additional brimonidine taitrate-containing drug product that will have little to no

contribution to the aquatic or terrestrial environment, compared to the 1.0 PPB threshold

outlined in 21 CFR 25.3 1(b). The calculation below is from the FDA Guidancefor Industry:

Environmental Assessment ofHuman Drug and Biologics Applications ", July 1998, and is

used to estimate the potential concentration of the substance at the point of entry into the

aquatic environment.

Basic assumptions

0 Compound in use is brimonidine tartrate

0 Quantity of active per proposed commercial and sample use is W" per year

The expected introduction concentration (EIC) of brimonidine tartrate into the aquatic
environment is calculated as follows:

ElC Aquatic (PPB) = A*B*C*D

A = kg/year of product use

B = l/liters per day entering publicly owned treatment works (POTW) (1.214

X 10” liters per day standard)
C = year/365 days

D = 109 rig/kg (conversion factor)

Brimonidine tartrate calculation:

A = mm)
D) (4)

(b) (4)

Result: A*B*0ch = mu)

This result is well below the 1.0 PPB threshold outlined in 21 CFR 25.31(b). Therefore, a

categorical exclusion from further environmental assessment under 21 CFR 25 is requested.
(h) (4)

(II) (4)
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3. Labeling: Storage Statement: OPQ quality review (dated 11/6/17) recommended

strengthening the storage statement by adding a warning against storage at high

temperatures e.g. “discard if the product if stored at any temperature above 30°C

(86°F)”. The recommendation was based on changes in the pH, osmolality and

concentration of the drug product seen in stability results and was made to assure

that the quality of the product remained within specifications similar to the

reference listed drug (RLD) when used by the consumer in an over-the counter

setting. However, DTOP (Division of Transplant and Ophthalmology Products)

clinical review (dated 11/27/17) advised that the warning statement “is not

warranted fiom a clinical prospective” since “changes in pH and osmolality do not

reach levels that are likely to affect the safety or efficacy of the drug product”.

Thus, OPQ defers decision regarding the discard statement to the DNDP labeling
team.
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