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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ILEVRO* (nepafenac ophthalmic suspenslon), 0.3%, topical
ophthalmic
Initial V.5, Approval: 2005

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

...................... DOSAGE AND ADMINISTRATION -v--eseressesrserne
One drop of ILEVRO* (nepafenac ophthalmic suspension), 0.3% should
be applied to the affected eye one-time-daily beginning 1 day prior to
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 -+sssssseeeereess
Sterile ophthalmic suspension 0.3%: 1.7 mLina
4mLbottle and 3 mLina 4 mL bottle. 3)

............................ CONTRAINDICATIONS --envessemsermseensenses
Hypersensitivity to any of the ingredients in the formuta or to other
NSAIDS.(4)

----------------------- WARNINGS AND PRECAUTIONS --
Increased bleeding time due to interference with thrombocyte
aggregation (5.1)

Delayed healing {5.2)
Corneal effects including keratitis (5.3)

Mosl common adverse reactions (5 to 10%) are capsular opacity,
decreased visual acuity, 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 www.fda.gov/medwatch,

See 17 for PATIENT COUNSELING INFORMATION
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE
ILEVRO* (nepafenac ophthalmic suspension), 0.3% s indlcated for the
Ireatment of pain and inflammation associated with cataract surgery.

2 DOSAGE AND ADMINISTRATION

21 Recommended Dosing

(e drop of ILEVAD® (nepafenac ophithalmic suspensiun), 0.3% should be
applied (o the affected eye me-tme-taily beginning 1 day prior to
calaract suery, continied o the day af surgery and through the first 2
wieeks of the pastoperative perlod. An additional drop should be
administered 30 to 120 minutes prior to sungery.

22 UsewlthOther Toplcal Ophthalmic

Medicatlons
ILEVRO* (nepafenac ophthalmic suspenslon), 0.3% may be administered In
conjunction with other topical ophthalmic medications such as
beta-blockers, carbonic anhydrase inhlbltors, alpha-agonists, cydoplegics,
and mydrlatics.

If more than one topical ophthalmic medication Is being used, the
medlctnes must be adminlstered at least S minutes apart.

3 DOSAGE FORMS AND STRENGTHS
Sterile ophthalmic suspenslon 0.3%

1.7 mLina4ml bottle
3mtlna4ml bottle

4 CONTRAINDICATIONS

ILEVRO* {nepafenac ophthalmic suspenslon), 0.3% Is contralndlcated in
patients with prevlously demonstrated hypersensitivlty to any of the
Ingredients In the formula or to other NSAIDs.

5 WARNINGS AND PRECAUTIONS

51  Increased Bleeding Time

With some nonsteroidal anti-inflammatory drugs induding ILEVRO™
(nepafenac ophthalmlc suspension), 0.3%, there exists the potential for
Increased bleeding time due to Interference with thrombocyte
aggregation, There have been reports that ocularly applled nonsteroidal
anti-Inflammatory drugs may cause Increased bleeding of ocular tissues
(including hyphema) in conjunction with ocular surgery.

[t s recommended that {LEVROX {nepafenac ophthalmic suspension}, 0.3%
be used with caution In patients with known bleeding tendencies or who
are recelving other medications which may prolong bleeding time.
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52  Delayed Healing

Topical nonsteroidal anti-inflammatory drugs (NSAID} Induding ILEVRO*
(nepafenac ophthalmlc suspenslon), 0.3%, may slow or delay heallng. Topical
corticosterolds are also known to slow or delay healng. Concomitant use of
toplcal NSAIDs and topical sterotds may Increase the potential for healing
problems.

53 Corneal Effects

Use of toplcal NSAIDs may result in keratitis. In some susceptible patents,
continued use of topical NSAIDs may result In epithelial breakdown, corneal
thinning, corneal erosion, corneal ulceratlon or corneal perforation. These
events may be sight threatening. Patients with evidence of comeal eplthellal
breakdown should Immediately discontinue use of toplcal NSAIDs Including
ILEVRO* {nepafenac ophthalmic suspension), 0.3% and should be closely
monitored for corneal health.

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

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

5.4  Contact Lens Wear
ILEVRO* {nepafenac ophthalmic suspension), 0.3% should not be
administered while using contact lenses,

6 ADVERSE REACTIONS

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

6.1 Serious and Otherwise Important
Adverse Reactions
The following adverse reactions are discussed in greater detall in other
sections of labeling.
+ Increased Bleeding Time (Warnings and Precautions S.1)
« Delayed Healing {Warnings and Precautions 5.2)
« Comneal Effects (Warnings and Precautions 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 nressure, and stickv sensation, These
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Other ocular adverse reactlons occurring atan Incldence of approximately
1o 5% included conjunctival edema, corneal edema, dry eye, lid margin
arusting, ocular discomfort, ocular hyperema, ocular paln, ocular pruritus,
photophobla, tearing and vitreous detachment.

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

6.3  Non-Ocular Adverse Reactions
Non-ocular adverse reactions reported at an incldence of 1to 4% included
headache, hypertenslon, nawseafvomiting, and sisitls.

8 USE IN SPECIFIC POPULATIONS

8.1 Pregnancy

Teratogenlc Effects.
Pregnancy Category C: Reproduction studles performed with nepafenac
in rabbits and rats at oral doses up to 10 mg/kg/day have revealed no
evidence of teratogenlclty due to nepafenac, despite the Induction of
maternal toxicity. At this dose, the animal plasma exposure to nepafenac
and amfenac was approximately 70 and 630 times human plasma
exposure at the recommended human tojical oplithalmic dose for rats
and 20and 180 times humman plasmia exposure for rabbits, respectively. [n
rats, malernally taxic doses = 10 mifkq viere associated wilh dystoda,
Increased postimplantation loss, reduced fetal weights and growth, and
teduced fetal survival.

Nepafenac has been shown to cross the placental barrier In rats. There are
no adeguate and well-controlled studles in pregnant women, Because
animal reproduction studies are not always predictive of human response,
ILEVRO* {nepafenac ophthalmlc suspension), 0.3% should be used during
pregnancy only il the potentlal benefit justifies the potential rsk to the
fetus.

Non-teratogenlc Effects,

Because of the known effects of prostaglandin blosynthesis inhibiting
drugs on the fetal cardiovascular system {dosure of the ductus arteriosus),
the use of ILEVRO* (nepafenac ophthalmic suspenslon), 0.3% during late
pregnancy should be avolded,

83 Nursing Mothers

Nepafenac is excreled In the milk of lactating rats. It Is not known whether
this drug Is exceeted I humn milk, Because inany drugs are excreted in
human milk, caution should be exerdsed when ILEVRO® (nepafenac
aphthalmic suspension), 0.3% s adminlstered to a nursing woman.

8.4  PediatricUse

The safety and effectiveness of ILEVRO* (nepafenac ophthalmic
suspenslon), 0.3% In pediatric patlents befow the age of 10 years have not
been established.

85  GeriatricUse
No overall differences in safety and effectiveness have been observed
between elderly and younger patients.

11 DESCRIPTION
ILEVRO* (nepafenac ophthalmlc suspenslon), 0.3%Is a sterile, topical,
nonsterotdal antl-Inflammatory (NSAID) prodrug for ophthalmlc use. Each
mL of ILEVRO* {nepafenac ophthalmic suspenslon), 0.3% contalns 3 mg of
nepafenac. Nepafenac Is deslgnated chemically as 2-amino-3-
benzoylbenzeneacetamide with an emplrical formula of C15H14N202.
The structural formula of nepafenac fs:

0 NH;

NH;

Nepafenac Is a yellow crystalline powder. The molecular welght of
nepafenacis 254.28.

ILEVRO* (nepafenac ophthalmc suspension), 0.3% Is supplied as a sterlle,
aqueous suspenslon with a pH approximately of 6.8,

The osmolality of ILEVRO* (nepafenac ophthalmic suspension), 0.3%Is
approximately 300 mOsm/kg.

Each mL of ILEVRO™ (nepafenac ophthalmic suspension), 0.3% contalns:
Actlve: nepafenac 0.3% Inactives: boric acid, propylene glycol, carbomer
974P, sodium chloride, guar gum, carboxymethylcellulose sodium, edetate
disodlum, benzalkonium chloride 0.005% (preservative), sodium
hydroxide and/or hydrochloric acid to adjust pH and purified water, USP.

12 CLINICAL PHARMACOLOGY

121 Mechanism of Action

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

123 Pharmacokinetlcs

Following bilateral topical ocular once-taly dosing of ILEVRD® (nepafenac
ophthalmic suspenston), 0.3%, the concantrations of fiepafisnac and
amfenag peaked at a medlan time of 0.5 hour and 0.75 hour, respectively
on both Pay 1.and Day 4, The mean steady-state Cma for nepafenac and
for amfenac were 0.847 + 0.269 ng/ml and 1.13 £ 0.491 ng/ml,
Tespectlvely.

Nepafenac at concentrations up to 3000 ng/mi and amfenac at
concentrations up to 1000 ng/mL did not inhlbit the in vitro metabolism of
6 spedfic matker siubstrates af cytachome PASD (CYP) lsorymes (CYPIAZ,
CYPC9, CYPC19, CYP2DG, CYP2E1, and CYPIAA), Therefore, drug-druy
Interaetions Involving CYP mediated metabolism of cencomitantly
adminlstered drugs are unlikely.
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13 NONCLINICAL TOXICOLOGY

131 Cardnogenesis, Mutagenesls,

Impalmment of Fertility
Nepafenac has not been evaluated In long-term carcinogenicity studies.
Increased chromosomal aberrations were observed in Chinese hamster ovary
cells exposed in vitro to nepafenac suspension. Nepafenac was not mutagenic
in the Ames assay or in the mouse lymphoma forward mutation assay. Oral
doses up t0 5,000 mg/kg did not 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 fertifity when adminlstered orally to male and
female rats at 3 mg/kg.

14 CLINICAL STUDIES

In two double masked, randomized clinlcal trlals In which patients were dosed
dally begInning one day prlor to cataract surgery, continured on Lhe day of
surgery and for the first two weeks of the postoperalive period, ILEVRO*
{nepafenac ophthalmlc suspension}, 0.3% demonstrated supertor clinical
efficacy compared o its vehide In trealing posloperative pain and
Inflammation.

Trealmenl effect over vehlcle for resolution of ocutar pain occurred as early
asday 1 post-surgery. Treatment effect over vehlcle for resolution of
inflammation was significantly better than vehlcle in both studles at day
7and day 14 post-surgery.

Inflammatlon and Gcular Paln Resolution Results of Nepafenac
ophthalmicsuspension, 0.3% versus Vehicle at Day 14 Post-surgery
(All-Randomlzed Population)
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suspention,
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12) Difforence i Nepaena ophthalmic suspension, 0 35% {n/M) ~vehicke. The 95% confidence intervalis
derived using asymplolic approximation.
16 HOW SUPPLIED/STORAGE AND

HANDLING
ILEVRO® {nepafenac ophthalmic suspension), 0.3% ks suppiled In a white,
oval, bowr density polyethylens DROP-TAINER® dispensor with a natura| low
density polyethylene dispensing plug and gray polypropylent cap presented
frvan awerwrag {1 7l 6l wnly) Tamper evidence Is provided with a shrink
band around the closure and neck area of the package.

1.7 mLIn4 mL bottle NDC 0065-1750-07
ImLIn 4 mk bottle NDC 0065-1750-14

Storage: Storeat2- 25°C {36- 77°F).
Protect from light.
17 PATIENT COUNSELING INFORMATION

17.1  Slow or Delayed Healing
Patients shoutd be infermed of the possibllity that slow or delayed healing
may occur while using nonsleroidal anti-inflammatory drugs (NSAIDs}.

172 Avoiding Contamination of the Product

Patients should be Instructed to avoid allowing the tip of the dispensing
container to contact the eye or surrounding structures because this could
cause the tip to become contaminated by comman bacteria known to cause
ocular infections, Serious damage to the eye and subsequent loss of vision
may result from uslng contaminated solutions.

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

173 Contact Lens Wear
ILEVRO" (nepafenac ophthalmlc suspension), 0.3% should not be
administered while wearing contact lens,

174 Intercurrent Ocular Conditions

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

1.5  Concomitant Topical Ocular Therapy
If more than one topical ophthalmlc medicatlon is belng used, the medicines
must be administered at least 5 minutes apart,

17,6 Shake Well Before Use
Patlents should be Instructed to shake well before each use.
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