הודעה על החמרה  ( מידע בטיחות)  בעלון לרופא
 תאריך 19.11.2012
שם תכשיר באנגלית ומספר הרישום Nevanac (143-57-31467-00)
שם בעל הרישום לפידות מדיקל בע"מ
	ההחמרות המבוקשות

	פרק בעלון
	טקסט נוכחי
	טקסט חדש

	Indication
אישור תוספת התוויה
	NEVANAC® ophthalmic
 suspension is indicated for the
 treatment of  pain and
 inflammation associated with cataract surgery.
	NEVANAC is indicated in adults for:
- Prevention and treatment of postoperative
 pain and inflammation associated with 
cataract surgery

- Reduction in the risk of postoperative
 macular oedema associated with cataract 
surgery in diabetic patients. (see section 5.1)


	contraindications
	NEVANAC® ophthalmic
suspension is contraindicated
in patients with previously 

demonstrated hypersensitivity

 to any of the ingredients in the 
formulation or to other NSAIDs.
Like other NSAIDs, NEVANAC is also contraindicated in patients in whom
attacks of asthma, urticaria, or acute 
rhinitis are precipitated by
acetylsalicylic acid or other NSAIDs.


	Hypersensitivity to the active substance

or to any of the excipients listed in section

6.1. 
Hypersensitivity to other nonsteroidal anti‑inflammatory drugs (NSAIDs).
Patients in whom attacks of asthma,
urticaria, or acute rhinitis are precipitated
by acetylsalicylic acid or other NSAIDs.



	Posology, dosage  & administration

	Shake well before use. One drop of NEVANAC® ophthalmic suspension
should be applied to the affected
eye(s) three-times-daily beginning 1 
day prior to cataract surgery, 
continued on the day of surgery and 
through the first 2 weeks of the 
postoperative period. 

NEVANAC® ophthalmic suspension 
may be administered in conjunction
with other topical ophthalmic 
medications such as beta-blockers, 
carbonic anhydrase inhibitors.
(PRECAUTIONS(חלק מסעיף   
Pediatric Use: The safety and 

effectiveness of NEVANAC® suspension

in pediatric patients below the age of 10 years have not been established.
Geriatric Use: No overall differences in 

safety and effectiveness have been 

observed between elderly and younger patients.

	Posology

Adults, including the elderly 
For the prevention and treatment of pain
and inflammation, the dose is 1 drop of 
NEVANAC in the conjunctival sac of the 
affected eye(s) 3 times daily beginning 1 day prior to cataract surgery, continued on the day of surgery and up to 21 days of the 
postoperative period, as directed by the 
clinician. An additional drop should be administered 30 to 120 minutes prior to 
surgery.
For the reduction in the risk of postoperative macular oedema associated with cataract
surgery in diabetic patients, the dose is 1 
drop of NEVANAC in the conjunctival sac of
the affected eye(s) 3 times daily beginning 
1 day prior to cataract surgery, continued on the day of surgery and up to 60 days of the postoperative period as directed by the 
clinician. An additional drop should be administered 30 to 120 minutes prior to 
surgery.

Special populations

Patients with renal or hepatic impairment

NEVANAC has not been studied in patients 
with hepatic disease or renal impairment.  Nepafenac is eliminated primarily through biotransformation and the systemic 
exposure is very low following topical ocular administration. No dose adjustment is
warranted in these patients.

Paediatric population

The safety and efficacy of NEVANAC in 
children and adolescents have not been established. No data is available. 
Method of administration 

For ocular use.

Patients should be instructed to shake
the bottle well before use.

If more than one topical ophthalmic 
medicinal product is being used, the 
medicinal product must be administered at 
least 5 minutes apart.

To prevent contamination of the dropper tip and solution, care must be taken not to touch 
the eyelids, surrounding areas or other 
surfaces with the dropper tip of the bottle.  Patients should be instructed to keep the 
bottle tightly closed when not in use.


	Special Warnings 
and Special
 Precautions for Use

	WARNINGS

There is the potential for cross- 

sensitivity to acetylsalicylic acid, phenylacetic acid derivatives, and 
other nonsteroidal anti-inflammatory agents. Therefore, caution should be 
used when treating individuals who 
have previously exhibited sensitivities 
to these drugs.

With some nonsteroidal anti-
inflammatory drugs including 
NEVANAC® suspension, there exists 
the potential for increased bleeding 
time due to interference with 
thrombocyte aggregation. There have 
been reports that ocularly applied nonsteroidal anti-inflammatory drugs 
may cause increased bleeding of 
ocular tissues (including hyphemas) in conjunction with ocular surgery.

PRECAUTIONS

General: Topical nonsteroidal anti-inflammatory drugs (NSAIDs) including NEVANAC® suspension, may slow or 
delay healing. Topical corticosteroids 
are also known to slow or delay healing. Concomitant use of topical NSAIDs and topical steroids may increase the potential for healing problems.

Use of topical NSAIDs may result in keratitis. In some susceptible patients, continued use of topical NSAIDs may 
result in epithelial breakdown, corneal thinning, corneal erosion, corneal ulceration or corneal perforation. 
These events may be sight threatening. Patients with evidence of corneal 
epithelial breakdown should 
immediately discontinue use of topical NSAIDs including NEVANAC® 
suspension and should be closely monitored for corneal health.

Postmarketing experience with topical NSAIDs suggests that patients with complicated ocular surgeries, corneal denervation, corneal epithelial defects, diabetes mellitus, ocular surface 
diseases (e.g., dry eye syndrome), rheumatoid arthritis, or repeat ocular surgeries within a short period of time
may be at increased risk for corneal 
adverse events which may become 
sight threatening. Topical NSAIDs 
should be used with caution in these patients.

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

It is recommended that NEVANAC® ophthalmic suspension be used with caution in patients with known 
bleeding tendencies or who are 
receiving other medications which may prolong bleeding time. 

Information for Patients: NEVANAC® ophthalmic suspension should not be administered while wearing contact 
lenses.

Instruct patients to avoid 
sunlight during treatment with 
NEVANAC.


	The product should not be injected. 
Patients should be instructed not to swallow 
NEVANAC.

Patients should be instructed to avoid 
sunlight during treatment with NEVANAC.
Ocular effects
Use of topical NSAIDs may result in keratitis. In some susceptible patients, continued use of topical NSAIDs may result in epithelial breakdown, corneal thinning, corneal 
erosion, corneal ulceration or corneal 
perforation. These events may be sight threatening. Patients with evidence of 
corneal epithelial breakdown should 
immediately discontinue use of NEVANAC 
and should be monitored closely for corneal health. 

Topical NSAIDs may slow or delay healing. 
Topical corticosteroids are also known to 
slow or delay healing. Concomitant use of 
topical NSAIDs and topical steroids may 
increase the potential for healing problems. Therefore, it is recommended that caution 
should be exercised if NEVANAC is 
administered concomitantly with 
corticosteroids, particularly in patients at 
high risk for corneal adverse reactions 
described below. 

Post‑marketing experience with topical 
NSAIDs suggests that patients with 
complicated ocular surgeries, corneal denervation, corneal epithelial defects, 
diabetes mellitus, ocular surface diseases 
(e.g., dry eye syndrome), rheumatoid 
arthritis or repeat ocular surgeries within 
a short period of time may be at increased 
risk for corneal adverse reactions which may become sight threatening. Topical NSAIDs 
should be used with caution in these 
patients. 
Prolonged use of topical NSAIDs 
may increase patient risk for occurrence and severity of corneal adverse reactions.
There have been reports that ophthalmic 
NSAIDs may cause increased bleeding of 
ocular tissues (including hyphaemas) in conjunction with ocular surgery. NEVANAC 
should be used with caution in patients with known bleeding tendencies or who are 
receiving other medicinal products which 
may prolong bleeding time.
An acute ocular infection may be masked by
the topical use of anti‑inflammatory 
medicines. NSAIDs do not have any 
antimicrobial properties. In case of ocular infection, their use with anti‑ infectives
should be undertaken with care.
Contact lenses

Contact lens wear is not recommended 
during the postoperative period following cataract surgery. Therefore, patients should
be advised not to wear contact lenses unless clearly indicated by their doctor.
Benzalkonium chloride

NEVANAC contains benzalkonium chloride 
which may cause irritation and is known to discolour soft contact lenses. If contact lenses need to be used during treatment, patients should be advised to remove contact lenses 
prior to application and wait at least 15 
minutes before reinsertion.
Benzalkonium chloride has been reported to cause punctate keratopathy and/or toxic ulcerative keratopathy. Since NEVANAC 
contains benzalkonium chloride, close 
monitoring is required with frequent or 
prolonged use. 
Cross-sensitivity

There is a potential for cross‑sensitivity of nepafenac to acetylsalicylic acid, 
phenylacetic acid derivatives, and other 
NSAIDs.
4.7
Effects on ability to drive and use machines

NEVANAC has no or negligible influence on 
the ability to drive and use machines.

Temporary blurred vision or other visual disturbances may affect the ability to drive 
or use machines. If blurred vision occurs at instillation, the patient must wait until the 
vision clears before driving or using 
machines.

	Interaction with 
Other Medicaments
and Other Forms of Interaction

	Pharmacokinetics:

Drug-Drug Interaction: Nepafenac at concentrations up to 300 ng/mL did 
not inhibit the in vitro metabolism of 
6 specific marker substrates of 
cytochrome P450 (CYP) isozymes 

CYP1A2, CYP2C9, CYP2C19, CYP2D6, 
CYP2E1, and CYP3A4). Therefore, drug

- drug interactions involving CYP- 

mediated metabolism of concomitantly administered drugs are unlikely. 
Drug-drug interactions mediated by 
protein binding are also unlikely.
	4.5
Interaction with other medicinal 
products and other forms of interaction

In vitro studies have demonstrated a very 
low potential for interaction with other 
medicinal products and protein binding interactions (see section 5.2).

Prostaglandin analogues

There are very limited data on the 

concomitant use of prostaglandin analogues

and NEVANAC. Considering their mechanism

of action, the concomitant use of these 

medicinal products is not recommended.
5.2
Pharmacokinetic properties
Interactions with other medicinal products: Neither nepafenac nor amfenac inhibit any
of the major human cytochrome P450 
(CYP1A2, 2C9, 2C19, 2D6, 2E1 and 3A4) 
metabolic activities in vitro at concentrations
up to 300 ng/ml.  Therefore, interactions involving CYP‑mediated metabolism of concomitantly administered medicinal 
products are unlikely. 
Interactions mediated by protein binding are
also unlikely.



	Fertility,   pregnancy
and Lactation

	Carcinogenesis, Mutagenesis, 
Impairment 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 to 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 impair fertility 

when administered orally to male and 
female rats at 3 mg/kg 

(approximately 90 and 380 times the 
plasma exposure to the parent

drug, nepafenac, and the active 

metabolite, amfenac, respectively, 

at the recommended human 

topical ophthalmic dose).

Pregnancy: Teratogenic Effects.

Pregnancy Category C: Reproduction 
studies performed with nepafenac in 
rabbits and rats at oral doses up to 10 mg/kg/day have revealed no evidence of teratogenicity due to nepafenac, despite
the induction of maternal toxicity. 
At this dose, the animal plasma exposure
to nepafenac and amfenac was 
approximately 260 and 2400 times 
human plasma exposure at the 
recommended human topical 
ophthalmic dose for rats and 80 and 680
times human plasma exposure for 
rabbits, respectively. In rats, maternally 
toxic doses ≥10 mg/kg were associated 
with dystocia, increased 
postimplantation loss, reduced fetal 
weights and growth, and reduced fetal survival.

Nepafenac has been shown to cross the placental barrier in rats. There are no adequate and well-controlled studies in pregnant women. Because animal reproduction studies are not always predictive of human response, 
NEVANAC® suspension should be used 
during pregnancy only if the potential 
benefit justifies the potential risk to the 
fetus.

Non-teratogenic Effects: Because of the known effects of prostaglandin 
biosynthesis inhibiting drugs on the fetal cardiovascular system (closure of the 
ductus arteriosus), the use of NEVANAC®
ophthalmic suspension during late 
pregnancy should be avoided.
Nursing Mothers: NEVANAC® 
ophthalmic suspension is excreted in 
the milk of lactating rats. It is not known 
whether this drug is excreted in human 
milk. Because many drugs are excreted
in human milk, caution should be 
exercised when NEVANAC® 
ophthalmic suspension is administered
to a nursing woman.
	4.6
Fertility, Pregnancy and lactation

Women of childbearing potential

Nevanac should not be used by women of 
child bearing potential not using 
contraception.
Pregnancy
There is no adequate data regarding the 
use of nepafenac in pregnant women. 
Studies in animals have shown reproductive toxicity (see section 5.3). The potential risk 
for humans is unknown. Since the systemic exposure in non‑pregnant women is 
negligible after treatment with Nevanac, 
the risk during pregnancy could be 
considered low. Nevertheless, as inhibition 
of prostaglandin synthesis may negatively 
affect pregnancy and/or embryonal/foetal development and/or parturition and/or 
postnatal development. NEVANAC is not recommended during pregnancy.
Breastfeeding

It is unknown whether nepafenac is 
excreted in human milk. Animal studies have shown excretion of nepafenac in the milk of 
rats. However, no effects on the suckling 
child are anticipated since the systemic 
exposure of the breastfeeding woman to nepafenac is negligible. NEVANAC can be 
used during breastfeeding.
Fertility 
There is no data on the effect of NEVANAC
on human fertility.

	Adverse events
	In controlled clinical studies, the most frequently reported ocular adverse 
events following cataract surgery were capsular opacity, decreased visual acuity,
foreign body sensation, increased 
intraocular pressure, and sticky 
sensation. These events occurred in approximately 5 to 10% of patients. 

Other ocular adverse events occurring at
an incidence of approximately 1 to 5% included conjunctival edema, corneal 
edema, dry eye, lid margin crusting, 
ocular discomfort, ocular hyperemia, 
ocular pain, ocular pruritus, photophobia
, tearing and vitreous detachment.
Some of these events may be the consequence of the cataract surgical procedure.
Nonocular adverse events reported at an incidence of 1 to 4% included headache, hypertension, nausea/vomiting, and 
sinusitis.
	טבלה מצורפת בנפרד
clinical studies:

The most common adverse reactions were: keratitis, eye pain, and eyelid margin                  crusting which occurred in 0.5% of patients.
Immune system disorders:

Uncommon: hypersensitivity
Nervous system disorders:

Uncommon: headache
Not known: dizziness
Eye disorders:

Uncommon: keratitis, iritis, choroidal 
effusion , corneal deposits, eye pain, photophobia, ocular discomfort, blurred 
vision, dry eye, eye discharge, allergic conjunctivitis, eye pruritus, foreign body sensation in eyes, eyelid margin crusting, increased lacrimation, conjunctival 
hyperaemia
Not known: impaired healing (cornea),  
corneal epithelium defect, corneal 
opacity, corneal scar, reduced visual 
acuity, eye irritation, eye swelling
Gastrointestinal disorders:
Uncommon: nausea,
Skin and subcutaneous tissue disorders:

Uncommon: cutis laxa (dermatochalasis)
Investigations:

Not known: blood pressure increased
Diabetic patients:

Eye disorders:

Common: punctate keratitis
corneal epithelium defect/disorder have been identified.
Uncommon: corneal epithelium defect
Paediatric population

The safety and efficacy of NEVANAC in 
children have not been established. 


ל
