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HIGHLIGHTS OF PRESCRIBING INFORMATION

These highlights do not Include all the information needed to
use ILEVRO* (nepafenac ophthalmic suspension), 0.3% safely
and effectively, See full presaibing information for ILEVRO
(nepafenacophthalmic suspension), 0.3%.

ILEVRO* (nepafenac ophthalmicsuspenslon), 0.3%, topical
ophthalmic

Initial U.S. Approval: 2005

~~~~~~~~~~ INDICATIONS AND USAGE -+-erverervereene
ILEYRO* (nepafenac ophthalmic suspension), 0.3% s a nonsteroidal,
anti-inflammatory prodrug indicated for the treatment of pain and
inflammiation associated with cataract surgery (1).

............ = DOSAGE AND ADMINISTRATION ----=r-rreveemseese
One drop of ILEVRO* (nepafenac ophthalmic suspension), 0.3% should
be applied to the affected eye one-time-daify beginning 1 day prior ta
cataract surgery, continued on the day of surgery and through the first
2weeks of the postoperative period. An additional drop should be
administered 30 to 120 minutes prior to surgery. (2)

---------- DOSAGE FORMS AND STRENGTHS---seses1seveenes
Sterile ophthalmic suspension 0.3%: 1.7 mLina
4mLbottleand 3 mLina4ml bottle. (3)

............... O] TATTD (0 (1] —————
Hypersensilivity to any of the ingredients in the formuta or to other
NSAIDS.(4)

~~~~~~~~~~~~~~ AWARNINGS AND PRECAUTIONS «+evusessessenvase
Increased bleeding time due to interference with thrombocyte
aggregation (5.1)
Delayed healing (5.2)
Corneal effects including keratitis (5.3)

~~~~~~~~~~~~ ADVERSE REACTIONS -vsseerassssssrassassse
Most common adverse reactions (5 to 10%) are capsular opacity,
decreased visual aculty, foreign body sensation, increased intraocular
pressure, and sticky sensation. (6.1)

Toreport SUSPECTED ADVERSE REACTIONS, contact Alcon
Laboratories, Inc. at 1-800-757-9195 or FDA at
1-800-FDA-1088 or yyww.fda.gov/medwatch,
See 17 for PATIENT COUNSELING INFORMATION
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
ILEVRO* {nepafenac ophthalmic suspensien), 0.3%s indkcated for the
Ireatment of pain and inflammatlon associated with cataract surgery.

2 DOSAGE AND ADMINISTRATION

21 Recommended Dosing

(ne drop of LEVRO® (nepafenac ophthatmic suspension), 0.3% should be
applied to the affected eye one-time-daily beginning 1 day priar to
calanact surgery, continied onthe dy of strgery and through the frst 2
wieeks of the posteperatie penod. Ax additional drop shauld bz
administered 30 t 120 ministes prior to surgery.

22 UsewithOtherTopical Ophthalmic

Medicatlons
ILEVRO* (nepafenac ophthalmi suspension), 0.3% may be administered In
conjunctlon with other toplcal ophthalmi medications such as
beta-blockers, carbank anhydrase inhlbRors, alpha-agonlsts, cydoplegics,
and mydriathes.

if more than one topical ophthalmic medication Is being used, the
medlcines must be administered at least S minutes apart.

3 DOSAGE FORMS AND STRENGTHS
Sterile ophthalmic suspension 0.3%

1.7mLIna4ml bottle
3milna4ml bottle

4 CONTRAINDICATIONS

ILEVRO* (nepafenac ophthalmic suspension), 0.3% s contralndcated in
patients with previously demonstrated hypersensitivity to any of the
Ingredients In the formula orto other NSAID.

5 WARNINGS AND PRECAUTIONS

51 Increased Bleeding Time

With some nonsteroidal anti-inflammatory drugs including ILEVRG*

(nepafenac ophthalmic suspension), 0.3%, there exists the poteatlal for

increased bleeding time due to Interference with thrombocyte
aggregation, There have been reponts that ocularly appied nonsteroidal

aannnammatory drugs may cause Increased bleeding of ocular tissues

(including hyphema) in conjunction with ocular surgery.

[ts recommended that 'LEVRO* (nepafenac ophthalmic suspension), 0.3%

be used with caution in patients with known bkedla tendencies or who
are reczlving other medlcations which may prolong bleeding time.

Find authenticated court documents without watermarks at docketalarm.com.

52 Delayed Healing

Topkal nonsteroidal antHnlIamm(ory drugs (NSAIDs) Including ILEVRO*
(nepafenac ophthalmic suspenslon), 0.3%, may slew or delzy heallng: Toplcal
corticosterolds are also known to slow or defay heallng. Concomitant use of
topical NSAIDs and topical steralds may Increase the potential for healing
problems.

53 Corneal Effects

Use of topical NSAIDs may result in keratitis, In some susceptible patlents,
continued use of topical NSAIDs may result In epithelial breakdown, corneal
thinning, corneal erosian, corneal ulceratlon or corneal perforation, These
events may be sight threatening. Patients with evidence of comeal epithellal
breakdown should immediately dlscontinue use of toplcal NSAIDs Including
ILEVRO* {nepafenac ophthalmic suspension), 0.3% and should be closely
monitoted for corneal health.

Postmarketing experlence with topkal NSAIDs suggests that patlents with
complicated ocular surgeries, corneal denervation, corneal epithellal defects,
diabetes mellitus, ocular surface diseases (e, dry eye syndrome),
rheumatold arthritls, or repeat ocular surgeries within a short perlod of time
may be at Increased risk for coreal acverse events which may become sight
threatening. Toplcal NSAIDs should be used with caution In these patients,

Postmarteting experlence with toplcal NSAIDs also suggests that use more
than 1 day prior to surgery or use beyond 14 days post-surgery may increase
patientrisk and severity of corneal adverse events.

54  ContactlensWear
ILEVRO™ {nepafenac ophthalmic suspension), 0.3% should not be
adminlstered while using contact lenses.

6 ADVERSE REACTIONS

Because clinical studles are conducted under widely varying conditions,
adverse reactlon rates observed in the linical studies of a drug cannot be
directly compared to the rates in the diinical studies of another drug and may
not reflect the rates observed in practice,

6.1 Seriousand Otherwise Important
Adverse Reactions
The following adverse reactions are discussed in greater detall in olher
sectionsof hbelrz.
+ Increased Bleedlng TIme (Wornings and Precautions 5.7}
« Delayed Heeling (Wamings and Precoutions 5.2)
« Corneal Eifec n?mmngmd Precaitions 5.3)

62 Ocular Adverse Reactions

The most frequently reported ocular adverse reactions following cataract
surgery were capsular opacity, decreased visual aculty, forelgn body
sensatlon, Increased Intrancular pressure, and stickv sensation, These
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Other acular adverse reactions occurting at an Incléence of approximately
110 5% included conjunctival edema, comeal edema, dry eye, lid margin
crusting, ocular discomfort, ocular hyperemla, ccular pale, ocular pruritus,
photophablz, tearing and vitreous detachment.

Some of these reactions may be the consequence of the cataract surglcal
procedure.

63  Non-OcularAdverse Reactions
Non-ocular adverse reactions reported at aninddence of 1 to 4% included
headache, hyperterslon, rausealvomiting, and siausitis.

8 USE IN SPECIFIC POPULATIONS

8.1  Pregnancy

Teratogenlc Effects,

Pregnancy Category C: Reproduction studles performed with nepafenac
intabbits and rats at oral doses up to 10 mg/kg/day have revealed no
evidence of teralogenlity due to nepafenac, despite the [nduction of
maternal tokicity. At this dose, the animal plasma exposure to nepafenac
and amfenac was apprmﬁmtelz 70and 630 times human plasma
exposure at the recommended human topical oplithalmic dose for rats
and 20 and 180 timas human plsma exposure for rbbits, respectively. In
rats, malernally taxic doses > 10 m/ky wereassociated with dystoda,
Increased postimplantation loss, reduced fetal welghts and growth, and
reduced feta! servivel.

Nepafenac has bieen shown to cross the placental bartier Inrats. There are

o adequate and well-controlled studles In pregnant women. Because

anfmal reproduction studles are not always predictive of human response,

ILEVRO* {nepafenac ophtha!mic suspension), 0.3% should be used during

geqnan(y onlyif the potential benefit Justifies the patential risk to the
tus.

Non-tel ¢ Effects,

Because of the known effects of prostagandin blosynthesis inhibiting
drugs on the fetal cardiovascular system (clesure of the ductus arteriosus],
the use of ILEVRO? (nepafenac ophthalmic suspenslon), 0.3% during late
pregnancy should be avolded,

83 Nursing Mothers

Nepafenac s excreted In the milk of lactating rats. itks niot known whether
this drug Is excreted In human milk. Because many drugs are excreted in
human ik, caution should be exercised wien ILEVROY (nepafenac
ophthalmlcsuspenston), 0.3% s administered to a nursing woman.

84 PediatricUse

The safety and effectiveness of ILEVRO™ {nepafenac ophthalmic
suspenslon), 0.3% In pediatric patients below the age of 10 years have not
been established.

85  GerfatricUse
No overall differences insafety and effectiveness have been observed
between elderly and younger patients.
11 DESCRIPTION
1LEVRO* (i ophthalmic suspension), 0.3% is a sterile, topical,
nonsteroldal antl-inflammatory {NSAID) prodrug for ophthaimic use. Each
ml of ILEVRO* {nepafenac ephthalmic suspension), 0.3% contalns 3 mg of
nepafenac. Nepafenac Is designated chemically as 2-amino-3-
benzoylbenzeneacetamide with an empirical formulaof (15H714N202.
The structural formula of nepafenac Is:

0 NHz

NH;

NepafenacIs a yellow crystalline powder. The molecular welght of
nepafenacis 254.28.

(LEVRO™ (nepafenac ophthalmic suspension), 0.3% Is supplied 25 a sterlle,
aqueous suspenslon with a pH approvimately of 6.8,

The osmolality of ILEYRO* {nepafenac ophthalmlcsuspension), 0.3%Is
appraximately 300 mOsm/kg.

Each mLof ILEYRO* (nepafenac ophthalmic suspension), 0.3% contalns:
Active: nepafenac.3% Inactives: boric acid, propylene glycol, carbomer
974P, sodium chloride, guar gum, carboxymethylcellutose sedium, edetate
disodium, benzalkonium chloride 0.005% (preservative), sodium
hydrexide and/or hydrochloric acid to adjust pH and purified water, USP.

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

After topical ocular dosing, nepafenac penelrates the cornea and Is
converted by ocular tissue hydrolases to amfenac, a nonsteroidal
anti-inflammatory drug. Hepafenac and amfenac are thought to inhikit
the actlon of prostaglandin H synthase (cyclooxygenase), an enzyme
required for prastaglandin productlon.

123 Pharmacokinetics

Fellowing bilateral topical ocular once-taily dosing of ILERD® (nepafenac
ophthalmic suspension), 0,35, the cencentrations of nepafenac and
amfenac peaked at a median time of 05 hourand 075 host, tespectively
on both Day 1.2nd Day 4, The mean sleady-state Cmay for nepafenac and
for amfenac were 0.847 +0.269 ng/mL and 1.13 = 0491 ng/mL,
respectively.

Nepafenac atconcentrations up 1o 3009 ng/m and amfenac at
concentratiozs up ta 1000ng/ml did notinhlblt the in vitro metabolism of
i speciic maiker substrates of cytochrome PASO (CYP) isaaymes KYP A2,
CYP209, CYPIC19, CYP2DS, CYPIET, ard CYPIAA), Therefore, drug-rirug
Interactions Iwolving CYPmediated metabolism of conconitanty
adminlstered drugs are unlikely.

Weh Pl 8010719-0514

Find authenticated court documents without watermarks at docketalarm.com.

13 NONCLINICALTOXICOLOGY
131 Cardnogenesks, Mutagenesls,
Impalrment of

mpal
Nepafenac has not been evaluated In long-term carcinogenicity stedies,
Increased ciromosomal abemations were observed in Chinese hamster ovary
celfs exposed fa vitro to nepafenac suspension. Nepafenac wias not mutagenic
in the Ames assay or in the mouse lymphoma forward mutatlon assay. Oial
doses upto 5,000 mg/g did nat result In an Increase In the formation of
micronucleated polychromatic erythrocytes in vivo In the mouse micronucleus
assay In the bone marrow of mice.

Nepafenac did not Impalr fertfity when adminlstered orally to male and
female rats at 3 mg/kg.

14 CUNICAL STUDIES

In two double masked, randomlzed clinkcal trlals In which patients were dosed
dally beginning one day priar to cataract surgesy, continved on Lhe day of
surgery and for the first twa weeks of the pestoperalive period, ILEVRD*
{nepafenacophthalmic suspension), 0.3% demonstrated superior clinica!
efficacy compared lo s vehide In trealing posloperative pain and
Inflammation.

Trealmenl effect aver vehlcle fer resolution of ocular paiin occurred as early
asday 1 post-surgery. Treatment effect overvehlcle for resolution of
inflammation was significantiy better than vehlcle in both studies at day

7 and day 14 post-suigery.

Inflammatlon and Ocular Paln Resolution Results of Nepafenac
ophthalmicsuspenslon, 0.3% versus Vehldle at Day 14 Post-surgery
(All-Randemlzed Population)
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16 HOW SUPPLIED/STORAGE AND

HANDLING
ILEVRO® {negafenac ophthaimic suspension), 0.3% Is suppiled Ina whie,
:val. wmmdy;chymmmnzr dispensor vm amtural ow
ensity polyethylene dispensing phug and gray polypro) @) presented
ian aeerwrap {1.7ml fillanly}. Tamper evidence lspn;'vyidtd with a shiink
band areund the closure and eck area of the package.

17 mLin4 ml bottle NDC 0065-1750-07
ImLin&ml bottle NOC 0065-1750-14

Storage: Slore at2-25°C (36~ 77°F).
Protect from light.
17 PATIENT COUNSELING INFORMATION

17.1  Slow or Delayed Healing
Patients should be informed of the possibllity that slow or delayed healing
may accur while using nonstervidal anti-inflammatory drugs (NSAIDs),

172 Avoiding Contamination of the Product

Patients should be Instructed to avoid allowing the tip of the dispensing
centainer to contact the eye orsutrounding strectures because this could
cause the tip to become contaminated by common bacteria known to cause
ocular infections. Setlous damage Lo the eye and subsequent loss of vision
may result from wsing contaminated solutions,

Use of the same bottle for both eyes i not recommended with topial eye
drops that are used In assoclation with surgery.

173 Contact Lens Wear
1LEVRO¥ (nepafenac ophthalmic suspension), 0.3% should rot be
administered while wearing contact lens,

174 Intercurrent Ocular Cenditions

Patients should be advised that if they develop an intercurrent ocular
condition {e.g., trauma, or infection) or have ocular surgery, they should
Immedlately seek thelr physiclan's advice concerning the continued use of the
muki-dose containet.

175  Concomitant Toplcal Ocular Therapy
Ifmore than one toplcal opathalmic medicatlon is helng used, the medicines
must be administered at least § minutes apart.

17.6  Shake Well Before Use
Patlents should be Instructed to shake well before each use.
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