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HIGHLIGHTS OF PRESCRIBING INFORMATION

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

ILEVRO* (nepafenac ophthalmic suspension), 0,3%, topical
ophthalmic
Initial U.5. Approval: 2005

serseressscasmssessesss |NDICATIONS AND USAGE -swmseermsssroseees -
ILEVRO" {nepafenac ophthalmic suspenslon], 0.3% i a nonsteroidal,
anti-inflammatory prodrug indicated for the treatment of pain and
inflammition associated with cataract surgery (1).

secscsssarsssssscecss DOSAGE AND ADMINISTRATION -revererereree i
On deop of ILEVAD* {nepafenac ophthalmic suspension), 0.3% should
be appliad to the affected eye one-time-daily 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 pricr to surgery. {2)

secemsasessanenssscs N)SAGE FORMS AND STRENGTHS----escscenscenes
Sterlle ophthalmic suspension 0.3%: 1.7 mLina
4mL bottle and 3 mL ina 4 mL bottle. (3}

cemmmmmmsssissessssscsscess. CONTRATHDICATIONS roeseseeseassaressrerne
Hypersensitivty to any of the ingredients in the formuta or to other
NSAIDS.(4)

uuuuuuuuuuuuu WARNINGS AND PRECAUTIONS verresereareseans
Increased bleeding time due ta interforence with thrombacyte
agyregation (5.1)

Delayedhealing {5.2)
Comeal effects including keratitis (5.3)

——————————— -ADVERSE REACTIONS «wrcerssesmasssmmasarisns
Maost common adyerse reactions (5 1o 10%) are capsular opacily,
decreased visual acully, 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 ww,fda.gov/medwatch,

See 17 for PATIENT COUNSELING INFORMATION
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FULL PRESCRIGING IRFORMATION

1 INDICATIONS AND USAGE
ILEVRO™ (nepafenac ophthalmic suspensien, 0.3%1s indbiated for the
Ireatrrent of pain and inflammatlon associated with cataract surgery.

2 DOSAGE AND ADMINISTRATION

21 Recommended Dosing
Onz frop of ILEVRD® (mepifenac ophehatmi: suspensionl, 03% shou'd e
applied to the affected eye one-time-daily beginring 1 dy priae to
calanied sutgery, conlinied on e diy of strgery and thiough the first 2
weeks of the postoperatie pedod, Ax additonal drop shauld be
atiministered 30 1 120 minikes grlor o susgery.

22 UsewithOther Topical Ophthalniic

Medicatlans
ILEVAD* (nepafenac ophthalmic suspension), 0.3% may be administered In
conjunctlon with other toglcal ophthalmic medications such as
beta-blockers, carbianlc anhydrase Inhibltars, alpha-agunlsts, cydoplegics,
and mydriatics,

I more than one topical ophthalmic medication Is being wsed, the
medicines must be administered at least S minutes apart,

3 DOSAGE FORMS AND STRENGTHS
Stesile ophthalmic suspension 0.3%

17 mlIna4ml bottle
3mblna 4 ml hottle

4 COMTRAINDICATIONS

ILEVRO* {nepafenac ophthalmic suspension], 0.3% Is contraladkcated in
patients with previously demonstrated hypersensitivity to any of the
Tngredients In the formula or to ather NSAIDs.

5 WARNINGS AND PRECAUTIONS

51 Increased Bleeding Time

With some nansteroidal antl-inflammatary destgs induding ILEVRC®
[nepafenac ophthalmic suspension), 0.3%, there exists the poteattal for
Increased bleeding time due fo Interference with thrombocyte
aggregetion, There have been reports that oqularly applled nonstercidal
anti-nNlammatary drugs may cause Increased bleeding of acilar tissties
[including hyphema} in conjunction with ocular surgery,

tIs recommendad that ILEVRO* {nepafenac ophthalmic suspension], 0L3%

b wsed with caution in patients with known b tendenclis or wha
are recelving ather medications which may prolong bleeding time.

Find authenticated court documents without watermarks at docketalarm.com.

52 Delayed Healing

Tophcal nossteraidal anti-inflammatory drugs (NSAIDs) Including ILEVRO®
{nepafena ophihalmic suspension), 0.3%, may slow or delay heallng, Taplcal
coiticosterolds are alsa known to show or defay healing. Concomitant use of
topical NSAIDs and topical steralds may Increase the potential for healing
problems.

53 Comneal Effects

e of topical NSAIDs may resalt in keratitis, In some susceplible patlents,
continued use of topical NSAIDS may result in eplthelial breabdewn, cormeal
thinning, corneal erosion, corneal ulceratlon or cormeal perforation. These
events may be sight threatening. Patients with evidence of comeal eplthellal
breakdown should immediately dlscontinue use of topical HSAIDs including
ILEVRO* {nepafenac ophthalmic suspension), 0.3% and should be clasely
monitored for cormeal health,

Postmarketing ekperlence with toplcal NSAIDS suggests that patlents with
complicated ocular surgeries, comeal depervation, cormeal epithellal deficts,
diabetes meliitus, ocelar surface diseases (e.q. diy eye syndrome),
theumatald arthtitls, or repeat ocular surgertes within a short perlod of time
may be at Increased risk for cormeal acverse events which may become sight
theeakening. Topleal NSAIDs shuld be used with caution In these patients,

Postmarketing experlence with toplcal HSAIDS alsa suggests that use more
than 1 day prioe to surgery or use beyand 14 days post-suigery may increase
patient risk and severity of corneal adverse events.

54 ContactLens Wear

ILEVRO™ {nepafenac ophthakmic suspensian), 0.3% should not be
adminlstered while using cantact lenses.

1 ADVERSE REACTIONS

Because clinkcal studles are conducted under widely varying conditions,
adverse reactlon rates observed in the diical studies of a drug cannot be
directly compared te the rates in the dinical studles of anather drug and may
not reflect the rates observed In practice,

61  Serious.and Otherwise Important
Adverse Reactions
The fullowing adverse reactions are discussed in greater detall in olher
settlnmofiahtﬂr:lg
+ Increased Bleeding Nime [ Warnings and Precautions 5.7)
+ Delayed Healing (Warnings and Precoutions 5.2)
+ Cameal Effexts {Warmings and Precautions 5.3)

62 Ocular Adverse Reactlons

The mash frequently veported ocular adverse reactions following cataract
sungery were capsular opacity, decreased visual aculty, forelgn bady
sensatlan, lncreased Intraocular nrassure. and sticky sensation, These
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Other ocslar adverse reactions ccarring al an Incldence of appraximately 13 HONCLINICAL TOXICOLOGY
1105% inthuded conjunctival edema, comesl edena, dry e, I matgin-+~ 4

ocular dhicomifort, ocular yperemia, eoudar pale, onalar prumits, Impalrment of Fertiity
mﬁ'm”‘ P et Nepslenschas not been evaluated in long-term stadis.
Seme of these reactions may be the consequence of the ataract sughal  Increased cromasomal aberratians wer oheerved inChinese
picedure. m‘rﬂumbwwaﬂ:&w“m mﬁ“
Non-Oc mes assay or in the mouse ward mutathon asiay.
::n o uml::am:mamllwm of 110 8% included deses “dﬂ« mgfig did nat nwlt In arllrmmlrr: the formatlan of
micronucleated polychromiatic erythvecytes in uivaIn the mouse micranucless
iuhda.uhypﬂl;rsm Nmﬂumll:g;anﬁshlﬂls. 252y hebone marow fmce.
SE W SPECFIC POPULATIO Mt ety ol
81 puguq P e female fats at 3 mgfhy.
eratogenic

W CUNCALSTUDIES
m:{m':,?ﬂwﬁﬂﬂﬂmm“mﬂm Iotwo double maske, ancomized il s n which ptints were dosed
evience of Leratogenlchy die to pepafenat, despie the Induction of dally beginning one day priar to cataract swigesy, continved on Lhe day of

surgery and for the first twa weels of the pestoperative period, ILEVAD®
mwummwmmbtm (nepalenac ophthalimlc suspension), 0.3% demonstrated superior diical
expasuse o the ectmmesded haman ipical ophtlmk dese forraty 1020y ompared ot vebide In resting postopesaive pan and
2nd 20 and 1801ienes husan plasmsa expostue ot rsbblts espectively fp  HaTmation.
rats, malemnally toxk doses > 10 mg/ky wereassocialed with dystocks,  Trealmenl effect over veblcle for resolution of ooutar pai ocoumed as eaily
Increased pestimplantation oss, reduced fetal weights 20 qrowth, and  asdy 1 post-sugery. Treatment effect overvebicl fo reschution of
reduced fetal survival inflammatien was shgnificantly better than vehicle in both studies at éay
Nepafenac has heen shawn to rossthe placental barerinats Thereare 7 200 80y 14 post-sigey.
1 adequate and well-controlled studles|n pregnant women, Because  Inflammation and Ocular Paln Resolution Results of Nepafenac
antmal reproduction studles are not predictive of fuman respanse,  ophthalmic suspenshon, 0.3% versus Vehlde at Day 14 Post-surgery
ILEVRO* (mepafemac op hthalmic suspension), 0.3% should be wsed during ~ (All-Randemized Populatian)

mﬂmﬂhhlllhepﬂmlalberlaﬁt]uﬂlleslhtpulmlhlrﬂmthe s BT “f"n.‘.:.";'?f"' ".'.'r.:'ﬁ';??"

Non-teratogenic Effects, iy || pabenc spbinmsc

Because of the known effects of prostaghndin M?nthmsmunq ey 1 271 5 T e

drugs on the fetal candhovascular system {dlesure of the ductus arterdosus), e 1 s o) T

the use of ILEVAQ® {nepafenac ophthalimic suspenslon), 0.3% during late Wtide i1} o e

pregnancy should be avnided. L L] TN P T W
(] [ e——
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Mepafenac 1 ecreed i the il of acatng as R ek oo whether e | T | A

this drug s excreted in human ik Because siany Grugsare exetedin =, s |

human milk, caution should be exercised when ILEVRO® (nepatznac

oghthafmlc suspeaston), 0 1% Is adminkstered to 2 nersing woman, .:::;'f.. . ‘m A ke i il et i by e
B4 Pediatric Use ) Otesmare i epuaeris sphthdmic urspemons, § 1% (1AW - meditle Bao 6% oo denis el &
The safety and effectiveness of ILEVRO* {nepafenac ophthaimbc etem g e i pgnaine,

suspenslon], 0.3% in pediatric patents below the age of 10 years have not
besnestablithed. fears 1% HOW SUPPLIED/STORAGE AND

HANDLING
85 Geriatrle Use ILEVRO* {vegafnac ophthadmic suspendion), 0.3% s supglled i white,
Hooverall differences nsafoty and elfectiveness have been observed vl Jow ety NF'TH}‘MBIUP-WJER' disgensor with a natural lw

between elderly and ens. ety polye Phig and gray polypropylne cig prestated
1 ey B gt 41 mnm\mp ?«Ir} lmrremmebmwdrdwwmtshhk
) DISCHPTRN band arsund the dnmmnﬂmtham of the package.

IEVRO® nepaerac ophthalmc sspension, 3% sa s, opial
e ant ety (RS D g b ot e G 17nLindnibotle  NCOOGS-7S07

ml of ILEVRO® fnepafensc ephthalmic suspensioni, 0.3% contains 3mg of  mLin & i bottle NDC 0065-1750-14

epalenic Nepafenac s desguated henical 5 2-2mina 3 oy
bR il e ey, S LIS ITR
The stnectural formula of nepafena b: Protect from light.
NH, W PATIENT COUNSELING IFORMATION
V4 SloworDeayed ealing
NH; Patientshould be iformed ofthepossility tatslow o delaed g

may ocur while using nonstemidal anti-inflammiatory drugs (HSAIDs),
1712 Avoiding Contamination of the Product

Wepafenac Is a yellow crystalline powder, The mokecular weight of Patients should be mstructed to avoid allowing the tip of the dispensing
nepafenic ks 254,28 tmhlngmnrm‘ theeye ursumwtaﬂhgsmcur::hcamthlum
1LEVAO™ (nepafenac ophthalmic suspencion), 0.3% ks supplied as asterlle, st the tp to become contaminated by commaa bictesla knuwn to cause
aqueays suspenslon with a pH approximatelyef 6.5, auular hlm“m Setlows dan:m n: eyeand subsequent hoss of Vison
The osmalabity of ILEVAO® {nepafenac aphithalmbe suspension), 0.3% Is MRS R S o Lanm o R

apprax|mately 300 mOsm/bg. Use of the same bottle for both eyes & not recommended with topical eye

Each L of ILEVRO® {nepafinsc ophthalmbcsuspension, 0.3% contas: diops that are used 1n assodlation with sargery.
mmmmmmmmgmum 173 Contact Lens Wear

974P,sodhum chloride, guar gum, sodium, edetate  IEVAO" (nepaferac sphthalmic suspension), 0.3% shou'd not be

diodiom, benzalionium chlorde 0.005% (presersative), sodium admiistered while wearing contiact lens.

Iydresice andfor hydrochleric acid to adiust pHand purified watet USE. 47,4 Intercurrent Deslar Conditions

12 CLINICAL PHARMACOLDGY mwhmmwwwlmm%Mr i
tendition [eq.. trauma, or infection] or have ocular sumery, they shou

121 Mechanlsm of Action Imedbtey seek therghysichns advicecoocem g the ontirued us of the

Adter topical ocular nat peneliates the comea ard b
munedbyouhrmmw amfen, a nonstenidal mult-dose container
apti-nflammatory drug. Nepalenac and amferacare thought toinhibit 17,5 mqudhiarnm"

the action of prostaglandin i synthase (qydoonygenase), amengyme ~ 1fmere than ane ng used, the medicines
reqltedfntnw Lndln ucthon. e o munheaimlmwamsmupm
123 Pharmacokineties 176  Shake Well Before Use

Fellowing bilteral topical ocular ance-daily dmhqnfﬂ.[\lﬂi' tnmfm: Patlents should be Instructed to shake well before each use.

ophthalimic suspenston), 0.3%, the

amfenac peaked at a median time umsfmmdn?sm

o both Day 1 and Day 4, The mean steady-state Cmay fornepafenacand U, Patent Nos, 5475,034; 6,403,605 and 7,165,767

for amfenac were 0,847 + 0.269 na/ml. and 1.13 £ 0.49) L 3 Trademark of Novart's

respectivel.

Nepatmat at congeatrations up 'o 3009 ng/ml and amfena: at

woncentrations gpts IWW did notinkbl the i it metaboliam of @
§ specic maker ibstate of ochsne PISO (O scymes CYPIR), Alcon
(YP2CS, CYPICIS, CYP2DS, CYPIEI, ard CYPIAR), Presefre, duog-drug

teractions bwelving CYPmediited metzbalism of concanitan ALCON LABORATORILS, INC.
admilstered drugs are unilkely. W Fort Worth, Tewas 76134 USA
Web Pl 9010710-0514 © 2014 Nevartls

DOCKET

A R M Find authenticated court documents without watermarks at docketalarm.com.



https://www.docketalarm.com/

