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Ilevro (nepafenac ophthalmic suspension) is approved to reduce pain and inflammation resulting from
cataract surgery.

The FDA approved Alcon Laboratories, Inc’s, Ilevro (nepafenac ophthalmic suspension) 0.3% to reduce the
pain and inflammation resulting from cataract surgery. The original approval took place in October 2012, but a
labeling revision was made in December, and the official drug marketing launched in late January 2013. The
lower strength nepafenac 0.1% is also available as branded Nevanac ophthalmic suspension and was
approved by the FDA in 2005 for inflammation associated with cataract surgery.

Pharmacology and Pharmacokinetics

Ilevro is a topical nonsteroidal antiinflammatory prodrug that penetrates the cornea and is converted to a
potent active metabolite, amfenac, by ocular hydrolases. Surgical trauma that occurs in ophthalmic surgery
activates cyclooxygenase (COX) enzymes that yield prostaglandins, or inflammatory mediators. Both
compounds are thought to inhibit COX enzymes, which results in inhibition of prostaglandin production. An
advantage of Ilevro is its nonpolar structure, which allows effective corneal penetration to a greater extent than
other NSAIDs. Ilevro’s rapid penetration minimizes contact time with the cornea, resulting in less corneal
damage and fewer adverse effects. Peak concentration of Ilevro occurs between 30 and 45 minutes.
Concentrations of Ilevro many times higher than therapeutic levels were not shown to affect CYP45
metabolism; therefore, drug–drug interactions involving this pathway are unlikely.

Dosage and Administration

Ilevro is only available as a sterile ophthalmic suspension in a 1.7ml and 4ml bottle. Patients should shake
well before use and instill 1 drop of Ilevro into the affected eye once daily starting 1 day before cataract
surgery, on the day of surgery, and up to 2 weeks into the postoperative phase. It is also recommended to
instill 1 drop into the affected eye at least 30 to 120 minutes prior to surgery. There are no drug interactions
between Ilevro and other ophthalmic agents such as betablockers, carbonic anhydrase inhibitors, alpha
agonists, cycloplegics, or mydriatics. However, if more than 1 agent is administered, they should be instilled at
least 5 minutes apart to ensure adequate drug delivery.

Clinical Trials

A doubleblind randomized controlled trial assessed efficacy between nepafenac 0.3%, nepafenac 0.1%
(Nevanac), and a nepafenac vehicle given 1 day prior to surgery, administered on the day of surgery, and
continued into the first 2 weeks of the postoperative period. The primary outcome was clinical cure of
inflammation at 14 days postoperative, defined as a score of 0, indicating no aqueous flares or aqueous cells
were present. Other outcomes included clinical cure at 7 days postoperative and maintenance of clinical cure
at 4 separate visits post–treatment cessation. Results concluded that inflammation and pain resolution were
similar between Ilevro and Nevanac, but significantly improved between Ilevro and the vehicle alone. A second
randomized controlled trial comparing only Ilevro and a vehicle confirmed these results. Ilevro was superior to
the vehicle in resolving inflammation and pain at 7 and 14 days postsurgery. The benefit of Ilevro was
demonstrated as early as 1 day postsurgery compared with vehicle. The patient was considered successful if
they were declared cured and remained cured at subsequent visits. Additional clinical trials are ongoing to
determine clinical significance in ocular surgeries other than cataract surgery.

Contraindications, Warnings, and Precautions

Ilevro is only contraindicated in patients with known hypersensitivity to any of its ingredients or other NSAIDs.
The most serious adverse effects that may result from Ilevro are delayed healing, increased bleeding time, and
keratitis or corneal inflammation. Contact lenses should not be worn while administering Ilevro. Serious

MORE ARTICLES >>

How Pharmacists Can Help Prepare Patients for
Natural Disasters
Jon Roth, CEO of the California Pharmacists
Association, explains how pharmacists can help
prepare their patients for natural disasters.

Pharmacologic Treatment Options for Managing
Insomnia
Julie A. Dopheide, PharmD, BCPP, FASHP,
professor of clinical pharmacy, psychiatry, and
behavioral sciences at the University of Southern
California School of Pharmacy, lists off
pharmacologic treatment options for patients with
insomnia.

Contraindications and Adverse Effects of
Antidiabetic Agents
Susan Cornell, PharmD, CDE, FAPhA, FAADE,
discusses the contraindications and adverse effects
pharmacists should consider when recommending
antidiabetic agents.

New and Emerging Therapies for Type 2
Diabetes and Glycemic Control
Jennifer Costello, PharmD, BCPS, BCADM,
discusses several new and emerging therapies for
type 2 diabetes and glycemic control.

News Videos Resource Centers Continuing Education Community Publications

Latest Articles

http://www.pharmacytimes.com/
http://www.pharmacytimes.com/firewallce.php?frmURL=https%3A%2F%2Fwww.pharmacytimes.org/login
http://www.pharmacytimes.com/firewallce.php?frmURL=https%3A%2F%2Fwww.pharmacytimes.org/register
http://www.pharmacytimes.com/signup
https://www.facebook.com/PharmacyTimes
https://twitter.com/pharmacy_times
https://www.linkedin.com/groups/Pharmacy-Times-3989299
https://www.youtube.com/user/PharmacyTimesTV
https://plus.google.com/u/0/+pharmacytimes/posts
http://www.pharmacytimes.com/rss/4
http://contemporaryclinic.pharmacytimes.com/
http://www.otcguide.net/
http://www.cou-co.com/login
javascript:void(0);
https://googleads.g.doubleclick.net/aclk?sa=L&ai=BnKwXPErnVqCSGor_-QOYt5bQA6vf1dwGAAAAEAEg1drMFjgAWIuwhLWUAmDJhoCAyKOgGbIBFXd3dy5waGFybWFjeXRpbWVzLmNvbboBCWdmcF9pbWFnZcgBAtoBW2h0dHA6Ly93d3cucGhhcm1hY3l0aW1lcy5jb20vcHVibGljYXRpb25zL2lzc3VlLzIwMTMvbWF5MjAxMy9hbGNvbi1sYWJvcmF0b3JpZXMtaW5jcy1pbGV2cm-YAriRAsACAuACAOoCFy85NDI0MjgzL1BUX1JPU183Mjh4OTBM-AL_0R6QA6wCmAPgA6gDAcgDmQTgBAHSBQYQu63FvwKQBgGgBhTYBwHgBws&num=0&cid=5Gjxx-h41yKn_6BZXiymToEU&sig=AOD64_3P1qKKzk0Q3p67JyzkPv0dBMD6xQ&client=ca-pub-7203212329370932&adurl=http://cou-co.com&nm=2
http://www.pharmacytimes.com/news
https://googleads.g.doubleclick.net/aclk?sa=L&ai=BLdWMPErnVr_AKZPY-QOhiYO4Bavf1dwGAAAAEAEg1drMFjgAWIOxhLWUAmDJhoCAyKOgGbIBFXd3dy5waGFybWFjeXRpbWVzLmNvbboBCWdmcF9pbWFnZcgBAtoBW2h0dHA6Ly93d3cucGhhcm1hY3l0aW1lcy5jb20vcHVibGljYXRpb25zL2lzc3VlLzIwMTMvbWF5MjAxMy9hbGNvbi1sYWJvcmF0b3JpZXMtaW5jcy1pbGV2cm-YAriRAsACAuACAOoCFy85NDI0MjgzL1BUX1JPU18zMDB4MjUw-AL_0R6QA6wCmAPgA6gDAcgDmQTgBAHSBQYQu63FvwKQBgGgBhTYBwHgBws&num=0&cid=5GjdewrJBAQzP_keSe_BJyRU&sig=AOD64_2Buua02Ad5af3G26LCM8vMvb8WeA&client=ca-pub-7203212329370932&adurl=http://cou-co.com&nm=2
http://www.pharmacytimes.com/email-profile?m=4
http://www.pharmacytimes.com/multimedia
https://googleads.g.doubleclick.net/aclk?sa=L&ai=B_uWjPErnVqjDL5T8-QPwy7bIAqvf1dwGAAAAEAEg1drMFjgAWJOvhLWUAmDJhoCAyKOgGbIBFXd3dy5waGFybWFjeXRpbWVzLmNvbboBCWdmcF9pbWFnZcgBAtoBW2h0dHA6Ly93d3cucGhhcm1hY3l0aW1lcy5jb20vcHVibGljYXRpb25zL2lzc3VlLzIwMTMvbWF5MjAxMy9hbGNvbi1sYWJvcmF0b3JpZXMtaW5jcy1pbGV2cm-YAriRAsACAuACAOoCGC85NDI0MjgzL1BUX1JPU18zMDB4MjUwQfgC_9EekAOsApgD4AOoAwHIA5kE4AQB0gUGELutxb8CkAYBoAYU2AcB4AcL&num=0&cid=5GjfJL1w3CeoFIruZCiOm9Tc&sig=AOD64_0qIKvNOaQvgCfoaLETiR0rPZiCjw&client=ca-pub-7203212329370932&adurl=http://cou-co.com
http://www.pharmacytimes.com/interviews/how-pharmacists-can-help-prepare-patients-for-natural-disasters
http://www.pharmacytimes.com/interviews/pharmacologic-treatment-options-for-managing-insomnia-
http://www.pharmacytimes.com/interviews/contraindications-and-adverse-effects-of-antidiabetic-agents-
http://www.pharmacytimes.com/interviews/new-and-emerging-therapies-for-type-2-diabetes-and-glycemic-control-
http://www.pharmacytimes.com/news
http://www.pharmacytimes.com/videos
http://www.pharmacytimes.com/resource-centers
http://www.pharmacytimes.com/continuing-education
javascript:void(0);
http://www.pharmacytimes.com/publications
https://www.facebook.com/sharer/sharer.php?u=http://www.pharmacytimes.com/publications/issue/2013/may2013/alcon-laboratories-incs-ilevro
https://twitter.com/intent/tweet?url=http://www.pharmacytimes.com/publications/issue/2013/may2013/alcon-laboratories-incs-ilevro&text=Alcon%20Laboratories,%20Inc%27s%20Ilevro&via=Pharmacy_Times
https://www.linkedin.com/shareArticle?mini=true&url=www.pharmacytimes.com/publications/issue/2013/may2013/alcon-laboratories-incs-ilevro&title=Alcon%20Laboratories,%20Inc%27s%20Ilevro&summary=Ilevro%20(nepafenac%20ophthalmic%20suspension)%20is%20approved%20to%20reduce%20pain%20and%20inflammation%20resulting%20from%20cataract%20surgery.
https://plus.google.com/share?url=http://www.pharmacytimes.com/publications/issue/2013/may2013/alcon-laboratories-incs-ilevro
mailto:
http://www.pharmacytimes.com/print.php
ellic
Text Box
Lupin EX1150Page 1

ellioj
Typewritten Text
IPR2015-01099IPR2015-01097IPR2015-01100IPR2015-01105



3/14/2016 Alcon Laboratories, Inc's Ilevro

http://www.pharmacytimes.com/publications/issue/2013/may2013/alconlaboratoriesincsilevro 2/2

damage can occur to the eyes if the bottle becomes contaminated, so taking measures to prevent
contamination is essential (ie, avoid touching tip of dropper to eye). Ilevro has not been shown to cause
teratogenic effects in rat and rabbit models; however, since no wellcontrolled studies have been performed in
women, Ilevro is pregnancy category C but should be avoided in late pregnancy and in nursing women. Safety
in pediatric patients aged under 10 years has not been established and there were no observed differences in
the elderly population.

Jeff Prescott, PharmD, RPh, is senior vice president of clinical and scientific affairs at Pharmacy Times. Nicole
Braccio is a PharmD candidate at the Ernest Mario School of Pharmacy at Rutgers University.
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