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HIGHLIGHTS OF PRESCRIBING INFORMATION
These highlights do rotinclude all the information
needed to use NEVANAC® safely and effectively. See
full presaibing information for NEVANAC®.
NEVANAC® (nepafenac ophthalmic suspension} 0.1%,
topical ophthalmic
Initial U.S. Approval: 2005

e INDICATIONS AND USAGE---------n-eemev
NEVANAC ophthalmic suspension is a nonsteroidal,
anti-inflammatory prodrug indicated for the treatment of
pain and inflammation associated with cataract surgery (1).

oD OSAGE AND ADMINISTRATION -
One drap 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. (2)

~~~~~~~ DOSAGE FORMS AND STRENGTHS
Sterile ophthalmic suspension: 0.1% (3)
3mLina4 mL bottle

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

weovamesee--WARNINGS AND PRECAUTIONS~------- -

Inareased bleeding time due to inareased thrombocyte
aggregation (5.1)
Delayed healing (5.2)
Corneal effects inctuding keratitis (5.3)

ADVERSE REACTIONS
Most common adverse reactions {5 to 109%) are capsular
opacity, decreased visual acuity, foreign body sensation,
increased intraocular pressure, and sticky sensation. (6.1)
To report SUSPECTED ADVERSE REACTIONS, contact
Alcon Laboratories, Inc. at 1-800-757-9195 or FDA at
1-800-FDA-1088 or www.fda.gev/medwatch.
See 17 for PATIENT COUNSELING INFORMATION and
FDA approved patient labeling,

Revised: 9/2007
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FULL PRESCRIBING INFORMATION

1 INDICATIONS AND USAGE

NEVANAC® ophthalmic suspension is indicated for the
treatment of pain and inflammation associated with
cataract surgery.

2 DOSAGE AND ADMINISTRATION

2.1 Recommended Dasing :

One drop of NEVANAC® 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.

2.2 Use with Other Topical Ophthalmic Medications
NEVANAC® may be administered in conjunction with other
topical ophthalmic medications such as beta-blockers,
carbonic anhydrase inhibitors, alpha-agonists,
cydoplegics, and mydriatics.

3 DOSAGE FORMS AND STRENGTHS
Sterite ophthalmic suspension: 0.19%
3 mLina4mlLbottle

4 CONTRAINDICATIONS
NEVANAC® is contraindicated in patients with previously
demonstrated hypersensitivity to any of the ingredients in

the formula or to other NSAID.
5  WARNINGS AND PRECAUTIONS

5.1 Inaeased Bleeding Time

With some nonsteroidal anti-inflammatory drugs
including NEVANAC®, 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 bieeding of ocular tissues (including
hyphemas) in conjunction with ocular surgery.

{tis recommended that NEVANAC® ophthalmic suspension
be used with caution in patients with known bleeding
tendencies orwho are receiving other medications which
may profong hleeding time.

5.2 Delayed Healing

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

5.3 Corneal Effects
Use of topical NSAIDs may result in keratitis. In some
susceptible patients, continued use of topical NSAIDs may



result in epithelial breakdown, comeal thinning,
corneal erosion, comeal ulceration or comeal
perforation. These events may be sight
threatening. Patients with evidence of corneal
epithelial breakdown should immediately
discantinue use of topical NSAIDs indluding
NEVANAC® and should be dosely monitored for
corneal health.

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

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

5.4 Contact Lens Wear
NEVANAC® should not be administered while
using contact lenses.

6  ADVERSE REACTIONS

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

6.1 Ocular Adverse Reactions

The most frequently reported ocular adverse
reactions 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 reactions occurring atan
inddence of approximately 1to 5% included
conjunctival edema, corneal edema, dry eye, lid
margin crusting, ocular discomfort, ocular
hyperemia, ccular pain, ocular pruritus,
photophobia, tearing and vitreous detachment.

Some of these events may be the consequence of
the cataract surgical procedure.

6.2 Non-Ocular Adverse Reactions
Non-oeular adverse reactions reported at an
incidence of 1to 4% included headache,
hypertension, nausea/vomiting, and sinusitis.

8  USEINSPECIFIC POPULATIONS

8.1 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 matemal 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 210 mg/kg were
assaciated with dystocia, increased postimplan-
tation 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®
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
binsynthesis inhibiting drugs on the fetal
cardiovascular system (closure of the ductus
arteriosus), the use of NEVANAC® during late
pregnancy should be avoided.

83 Nursing Mothers

NEVANAC® 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 adminis-
tered to a nursing woman.

8.4 PediatricUse

The safety and effectiveness of NEVANAC® in
pediatric patients below the age of 10 yzars have
not heen established. :

85 GeriatricUse

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

11 DESCRIPTION

NEVANAC® (nepafenac ophthalmic suspension)
0.1% is a sterile, topical, nonsteroidal
anti-inflammatory (NSAID) prodrug for
ophthalmic use, Each mL of NEVANAC®
suspension contains 1 mg of nepafenac.
Nepafenac is designated chemically as
2-amino-3-benzoylbenzeneacetamide with an
empirical formula of Cy5Hq4N,0,. The structural
formula of nepafenacis:

O NH;

|

NH
SASH

Nepafenac is a yellow crystalline powder. The
molecular weight of nepafenacis 254.28,
NEVANAC® ophthalmic suspension is supplied as
a sterile, aqueous 0.1% suspension with a pH
approximately of 7.4.

The osmolality of NEVANAC®ophthalmic
suspension is approximately 305 mOsmol/kg.

Each mL of NEVANAC® contains: Active;
nepafenac 0.1% Inactives: mannitol, carbomer

974P, sodium chloride, tyloxapo!, edetate
disodium, benzalkonium chloride 0.005%
(preservative), sodium hydroxide and/or
hydrochloric acid to adjust pH and purified water,

12 CLINICAL PHARMACOLOGY

12.1 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. Amfenacis thought to
inhibit the action of prostaglandin H synthase
{cydooxygenase), an enzyme required for
prostaglandin production.

12.3 Pharmacokinetics

low but quantifiable plasma concentrations of
nepafenac and amfenac were observed in the
majority of subjects 2 and 3 hours post dose,
respectively, following bilateral topical ocular
three-times-daily dosing of nepafenac



ophthalmic suspension, 0.1%. The mean
steady-state yay for nepafenac and for amfenac
were 0.310 £ 0.104 ng/mi and 0.422 £ 0.121
ng/ml, respectively, following ocular
administration.

Nepafenacat concentrations up to 300 ng/mL
did not inhibit the in vitro metabolism of 6
spedific marker substrates of cytochrome P450
(CYP) isozymes {CYP1A2, CYP2(9, (YP2(19,
CYP2D6, CYP2E1, and CYF3A4), Therefore,
drug-drug interactions involving CYP mediated
metabolism of concomitantly administered
drugs are untikely. Drug-drug interactions
mediated by protein binding are also uniikely.

13 NONCLINICAL TOXICOLOGY

13.1 Cardnogenesis, Mutagenesis,
Impairment of Fertility
Nepafenac has not been evaluated in long-term
circinogenicity studies. Increased chromosomal
aberrations were observed in Chinese hamster
ovary cells exposed in vifro to nepafenac
suspension. Nepafenac was not mutagenic in the
Ames assay or in the mouse fymphoma forward
mutation assay. Oral doses up to 5,000 mg/kg
did not result in an inarease in the formation of
micronucleated polychromatic erythrocytes in
vivo in the mouse micronudeus assay in the bone
matrrow 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).

14 CLINICAL STUDIES

In two double-masked, randomized clinical trials
in which patients were dosed three-times-daily
beginning one day prior to cataract surgery,
continued on the day of surgery and for the first
two weeks of the postoperative period,
NEVANAC® ophthalmic suspension
demonstrated clinical efficacy, compared to its
vehicle in treating postoperative inflammation.

Patients treated with NEVANAC® ophthalmic
suspension were ess likely to have ocular pain
and measurable signs of inflammation (cells and
flare) in the early postoperative period through
the end of treatment than those treated with its
vehicle.

For ocular pain in both studies a significantly
higher percentage of patients {approximately
80%) in the nepafenac greup reported no ocular
pain on the day following <ataract surgery (Day
1) compared to those in the vehide group
(approximately 509).

Results from dinical studies indicated that
NEVANAC® has no significant effect upon
intraocular pressure; however, changes in
intraocular pressure may occur following
cataract surgery.

16  HOW SUPPLIED/STORAGE AND
HANDLING

NEVANAC® (nepafenac ophthalmic suspension)
is supplied in a natural, oval, low density
polyethylene DROP-TAINER® dispenser with a
natural low density polyethylene dispensing
plug and gray polypropylene cap. Tamper
evidence is provided with a shrink band around
the dosure and neck area of the package.

3 mLin4 mL bottle NDC0065-0002-03
Storage: Storeat 2- 25°C(36-77°F).

17 PATIENT COUNSELING INFORMATION

17.1 Slow or Delayed Healing

Patients should be informed of the possibility
that slow or delayed healing may occur while
using nonsteroidal anti-inflammatory drugs
(NSAIDs).

17.2 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
common bacteria known to cause ocular
infections. Serious damage to the eye and
subsequent loss of vision may result from using
contaminated solutions.

17.3 Contact Lens Wear
NEVANAC® should not be administered while
wearing contact lens.

17.4 Intercurrent Ocular Conditions

Patients should be advised that if they develop an
intercurrent ocular condition {e.g., trauma, or
infection) or have ocular surgery, they should
immediately seek their physician’s advice
concerning the continued use of the multi-dose
container.

17.5 Concomitant Tapical Ocular Therapy
If more than one topical ophthalmic medication
is being used, the medicines must be
administered at least 5 minutes apart.

17.6 Shale Well Before Use
Patients should be advised to shake the bottle
well,
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1. NAME OF THE MEDICINAL PRODUCT

NEVANAC 1 mg/ml eye drops, suspension

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
1 ml of suspension contains 1 mg nepafenac.
Excipients: benzalkonium chloride 0.05 mg.

For a full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Eye drops, suspension (eye drops)

Light yellow to dark yellow uniform suspension, pH 7.4 (approximately).
4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Prevention and treatment of postoperative pain and inflammation associated with cataract surgery (see
section 5.1).

4.2 Posology and method of administration

Use in adults, including the elderly

The dose is one 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 for the first 2 weeks of
the postoperative period. Treatment can be extended to the first 3 weeks of the postoperative period, as
directed by the clinician. An additional drop should be administered 30-120 minutes prior to surgery.

Paediatric patients
NEVANAC is not recommended for use in children below 18 years due to a lack of data on safety and
efficacy.

Use in hepatic and renal 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.

Method of administration
For ocular use.

Instruct patients to shake the bottle well before use.

If more than one topical ophthalmic medicinal product is being used, the medicines 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. Instruct patients to keep the
bottle tightly closed when not in use.



4.3 Contraindications

Hypersensitivity to the active substance, to any of the excipients, or to other nonsteroidal
anti-inflammatory drugs (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.

4.4 Special warnings and precautions for use
Do not inject. Instruct patients not to swallow NEVANAC.
Instruct patients to avoid sunlight during treatment with NEVANAC.

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.

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. Use NEVANAC with caution in patients
with known bleeding tendencies or who are receiving other medicinal products which may prolong
bleeding time.

There are no data on the concomitant use of prostaglandin analogues and NEVANAC. Considering
their mechanisms of action, the concomitant use of these medicinal products is not recommended.

NEVANAC contains benzalkonium chloride which may cause irritation and is known to discolour soft
contact lenses. Additionally, contact lens wear is not recommended during the postoperative period
following cataract surgery. Therefore, patients should be advised not to wear contact lenses during
treatment with NEVANAC.

Benzalkonium chloride, which is commonly used as a preservative in ophthalmic products, 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.

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.

Cross-sensitivity
There is a potential for cross-sensitivity of nepafenac to acetylsalicylic acid, phenylacetic acid
derivatives, and other NSAIDs.




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).

4.6 Pregnancy and lactation

Pregnancy
There are no adequate data from 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 unless the benefit outweighs the
potential risk.

Lactation

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 lactation.

4.7 Effects on ability to drive and use machines

As with any eye drops, 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 machinery.

4.8 Undesirable effects

In clinical studies involving over 800 patients receiving NEVANAC eye drops, approximately 5% of
patients experienced adverse reactions. These events led to discontinuation in 0.5% of patients, which
was less than placebo-treated patients (1.3%) in these same studies. No serious adverse events related
to NEVANAC were reported in these studies.

The following undesirable effects were assessed to be treatment-related and are classified according to
the following convention: very common (>1/10), common (>1/100 to <1/10), uncommon

(>1/1,000 to <1/100), rare (>1/10,000 to <1/1,000), or very rare <1/10,000). Within each frequency
grouping, undesirable effects are presented in order of decreasing seriousness.

Nervous system disorders

Common: headache

Eye disorders

Common: punctate keratitis, eye pain, blurred vision, eye pruritus, dry eye, foreign body
sensation in eyes, eyelid margin crusting

Uncommon: iritis, keratitis, corneal deposits, choroidal effusion, eye discharge,

photophobia, eye irritation, allergic conjunctivitis, ocular discomfort, eyelid
disorder, increased lacrimation, conjunctival hyperaemia

Gastrointestinal disorders

Uncommon: nausea, dry mouth

Skin and subcutaneous tissue disorders
Uncommon: cutis laxa (dermatochalasis)

Immune system disorders
Uncommon: hypersensitivity



Adverse reactions identified from post-marketing experience that have not been reported previously in
clinical trials with NEVANAC include the following. The frequency category in which these adverse
reactions occur is not known and cannot be estimated from the available data.

Eye disorders: ulcerative keratitis, corneal epithelium defect/disorder, corneal abrasion,
anterior chamber inflammation, impaired healing (cornea), reduced visual
acuity, corneal scar, corneal opacity

Patients with evidence of corneal epithelial breakdown should immediately discontinue use of
NEVANAC and should be monitored closely for corneal health (see section 4.4).

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.

4.9 Overdose
There is no experience of overdose with ocular use. The application of more than one drop per eye is

unlikely to lead to unwanted side-effects. There is practically no risk of adverse effects due to
accidental oral ingestion.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Antiinflammatory agents, non-steroids, ATC code: SO01BC10
Mechanism of action

Nepafenac is a non-steroidal anti-inflammatory and analgesic prodrug. After topical ocular dosing,
nepafenac penetrates the cornea and is converted by ocular tissue hydrolases to amfenac, a

nonsteroidal anti-inflammatory drug. Amfenac inhibits the action of prostaglandin H synthase
(cyclooxygenase), an enzyme required for prostaglandin production.

Secondary Pharmacology

In rabbits, nepafenac has been shown to inhibit blood-retinal-barrier breakdown, concomitant with
suppression of PGE, synthesis. EX Vivo, a single topical ocular dose of nepafenac was shown to inhibit
prostaglandin synthesis in the iris/ciliary body (85%-95%) and the retina/choroid (55%) for up to

6 hours and 4 hours, respectively.

Pharmacodynamic effects
The majority of hydrolytic conversion is in the retina/choroid followed by the iris/ciliary body and
cornea, consistent with the degree of vascularised tissue.

Results from clinical studies indicate that NEVANAC eye drops have no significant effect on
intraocular pressure.

Clinical Effects

Three pivotal studies were conducted to assess the efficacy and safety of NEVANAC dosed 3 times
daily as compared to placebo and/or ketorolac trometamol in the prevention and treatment of
postoperative pain and inflammation in patients undergoing cataract surgery. In these studies, study
medication was initiated the day prior to surgery, continued on the day of surgery and for up to

2-4 weeks of the postoperative period. Additionally, nearly all patients received prophylactic treatment
with antibiotics, according to clinical practice at each of the clinical trial sites

5



In two double-masked, randomised placebo-controlled studies, patients treated with NEVANAC had
significantly less inflammation (aqueous cells and flare) from the early postoperative period through
the end of treatment than those treated with placebo.

In one double-masked, randomised, placebo-and active-controlled study, patients treated with
NEVANAC had significantly less inflammation than those treated with placebo. Additionally,
NEVANAC was non-inferior to ketorolac 5 mg/ml in reducing inflammation and ocular pain, and was
slightly more comfortable upon instillation.

A significantly higher percentage of patients in the NEVANAC group reported no ocular pain
following cataract surgery compared to those in the placebo group.

5.2 Pharmacokinetic properties

Absorption
Following three-times-daily dosing of NEVANAC eye drops in both eyes, low but quantifiable

plasma concentrations of nepafenac and amfenac were observed in the majority of subjects 2 and
3 hours post-dose, respectively. The mean steady-state plasma C,,,x for nepafenac and for amfenac
were 0.310 = 0.104 ng/ml and 0.422 + 0.121 ng/ml, respectively, following ocular administration.

Distribution
Amfenac has a high affinity toward serum albumin proteins. Invitro, the percent bound to rat
albumin, human albumin and human serum was 98.4%, 95.4% and 99.1%, respectively.

Studies in rats have shown that radioactive labelled active substance-related materials distribute
widely in the body following single and multiple oral doses of '*C-nepafenac.

Metabolism

Nepafenac undergoes relatively rapid bioactivation to amfenac via intraocular hydrolases.
Subsequently, amfenac undergoes extensive metabolism to more polar metabolites involving
hydroxylation of the aromatic ring leading to glucuronide conjugate formation.
Radiochromatographic analyses before and after B-glucuronidase hydrolysis indicated that all
metabolites were in the form of glucuronide conjugates, with the exception of amfenac. Amfenac was
the major metabolite in plasma, representing approximately 13% of total plasma radioactivity. The
second most abundant plasma metabolite was identified as 5-hydroxy nepafenac, representing
approximately 9% of total radioactivity at Cyx.

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.

Excretion/Elimination

After oral administration of '*C-nepafenac to healthy volunteers, urinary excretion was found to be the
major route of radioactive excretions, accounting for approximately 85% while faecal excretion
represented approximately 6% of the dose. Nepafenac and amfenac were not quantifiable in the urine.

Following a single dose of NEVANAC in 25 cataract surgery patients, aqueous humour concentrations
were measured at 15, 30, 45 and 60 minutes post-dose. The maximum mean aqueous humour
concentrations were observed at the 1 hour time-point (nepafenac 177 ng/ml, amfenac 44.8 ng/ml).
These findings indicate rapid corneal penetration.



53 Preclinical safety data

Non-clinical data reveal no special hazard for humans based upon conventional studies of safety
pharmacology, repeated dose toxicity and genotoxicity.

Nepafenac has not been evaluated in long-term carcinogenicity studies.

In reproduction studies performed with nepafenac in rats, maternally toxic doses > 10 mg/kg were
associated with dystocia, increased postimplantation loss, reduced foetal weights and growth, and
reduced foetal survival. In pregnant rabbits, a maternal dose of 30 mg/kg that produced slight toxicity
in the mothers showed a statistically significant increase in the incidence of litter malformations.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Mannitol (E421)

Carbomer

Sodium chloride

Tyloxapol

Disodium edetate

Benzalkonium chloride

Sodium hydroxide and/or hydrochloric acid (for pH adjustment)

Purified water

6.2 Incompatibilities

Not applicable.

6.3 Shelf-life

2 years.

Discard 4 weeks after first opening.

6.4 Special precautions for storage

Do not store above 30°C.

6.5 Nature and content of container

5 ml round low density polyethylene bottle with a dispensing plug and white polypropylene screw cap
containing 5 ml suspension.

Carton containing 1 bottle.
6.6 Special precautions for disposal

No special requirements.
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FINF VBB MR 0.1% | er

Nevanac® Ophthalmic Suspension 0.1% B L A

(RRT 2 F 0 BEERRK 0.1%)

fr & | ERRF
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[2E (ROBFICEEFEE LGNNI L)]
ARAN D BT L BUE DBEERE O & 2 B

(#ERK - 1H4K]
BR554 T3 Ty 7 BREMESIRIZ 0.1%
BB DR TR FRXT = F
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B% 57
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WE L FIETH L0 A X IRVIEEZ%, 1R 1, 1B 3ERIRT S, H L, FifrH e
3| PR 1 ELRIRY S,
(EALDEE]
1. BERE (ROBBICHEERIZRETSHZL)
AR ERIEEDH 28 [(ARODL A, SOICABIEE, ABRZIL~EETT 2801 H D, ]

2. EEQGERMEE
IRDIBILE 2 NEMAL T 2B ENRH DD T, BlEz Hoicity, B2 EZ LeSakEs%




Ty Y BEHEMRERER0.1% 1.8 HAXE () Page 2

P45 2 &,

3.

HEER

[FREE] (BFRISEET S L)

RELHE FREREEIR - B E W - BIREF
EXY A URPITADAA] | T D OB OIEM 2R | AFNT, M7 L7 I e0
7 = U 2SR Gk Al LBTNDD D, FEEDRRNDOT, ZNHD
Y7 7 Al AN OURER DN 5.

AV = VPR3 R MR T A

4.

BlEA

[EI PN TN L 72 IR IS 2 3 5102 U 72 ERER T HJEH] 484 #1710 1] (2.1%) (ZEITEAH 2R
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6. NMNEF~DEE

AR HENE, FLIR SISO NRISH T 2 a3z L Ty (BEHREER DS 72 0)

7. BRLOIE
(1) BEZE
FIROARIHERATHZ &,

(2) &5

) R, Fv v 7EACEEELLSIRoTODLF v v 72T TRIRT 52 &,
2) RHERD L =, AEROIhmINE ?%E NN E D ICERET D 2 &,
3) MORIRAZ NI 2561E, A< eb s U LEHEZ ST THrLRIRT S Z &,

8. ZOMDIE

(1) MBADEALFIZBNT, TEFAY Y FAR, 7= = VHRFHEER, oM, FEXT A
RPEFURIEA & A& SUEZMEZ & OFREMED & 2 DT, 4L b OFEHN W72 B ITARA O
REICER L TEEPLETH D L DOREHELH D,

Q) WEHNDOEMLEIZBNT, AT A M *Tﬁl S i MREESELEE A 2 fF o720
AT mA FHEFRIER Z IR G925 Z L1k 0 IRFIRERCHT R i 2 & e AR O H
I RFFE] 2 SE & SE D FREME D & 5 & @?E%‘Uﬁd%éo

E2vEEH

(O

fREEGEERE 7 =) 7 JHRIR 0.1%% 1 H 3 B4 A FAIRE 5% O MAEH xR 7 = F 7 K%
DIEERBH O T > 7 = F 7 OEFEIRBIZE T 2P Cpae 1XELE I 0.203£0.119 ng/mL,
0.382+0.170 ng/mL ThH o7z, £7o, MBEF R RT 2 F I ROT 72 F 7 D Th 1ZZNER
0.31£0.14 M T 0.602£0.21 BFRE, t 13 0.7£0.2 B L TN 3.3x1.3 B TH - 7=,

2. BEkpEEd

TH IR ANT = F 7 JBIRE 0.1% % AIRICHELGIRE GZOBEKFXRT 2 F 7 ROT 7 =
T I IRED T (TN N5 3 E D2 BFHTH Y | Cpax (£ E 4L 448 ng/mL, 29.7 ng/mL TH
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1. BIHETSERAIBLERE Y

FNFEFINER 2RI L7277 B AR CHE GRS W T 1R 2 R G% Oinik
(T VLT AaT RO AR2T 30 OIEFIOFIE) M OIREER =R (IRFA =725 0 DEEFIOFIE)

UL TFDOEEY Thot,
g ABEE (EAZD REEE (EHI)
IR T 2 F 7 0.1% 71.4% (75/105) 96.2% (102/106)
IR 28.6% (30/105) 67.6% (71/105)
WE x P HE © p<0.0001 x 2 FE : p<0.0001

2. EMAAEETBHKRR Y

ANBETATR S 2 )5 L ER IR BRI T, i 2 R SR OB
DU RIZLL F O L 50 Tl o7z,

BE5# BEE GEFIH) IREER (EFIR)
T =7 0.1% 82.7% (187/226) 98.7% (223/226)
vrua7 )7 0.1% 80.7% (184/228) 98.2% (223/227)
RERD 22 & 2 0 95%(F X 2.0[-5.1,9.1] 04[-18,2.7]

3. HEMiaIExERER©

THFIRTAT, BRAEREITOIRRIN, L — Y —aDR OB, L — Y =BT R OV — ) — 1% 48
GIBAINT R & 5 U L7 —IRIBIRFRBR (23 T 1R71R 2~4 TR 51 O 165 R M IR B8 =13 2

ToOLEY THoT,
fir =X BEE (ERIED IBEEE (EFIED)
SR NS ) 80.4% (45/56)

85.7% (48/56)

BRAEFEHT BIBRIN

50.0% (1/2)

100.0% (2/2)

L — Y — i BIBAT

93.3% (14/15)

100.0% (15/15)

L — P —BHEREAT T AR

0.0% (0/1)

100.0% (1/1)

L — Y — % 5EUIBEiT

94.6% (35/37)

94.6% (35/37)

4. T)NFAOFFOVEBRENBE T HEMALEKRR "

F N B R R A 6 5202 U 72 B L iR BR I B 1T A 1% 5 I H £ CTOZENRE I E (CME)
FIEE (HNIREIEE CEEE~O AR OITE 2580 DIEFOEIG) 1TAKIT 14.3% (4/28), 7 /v
Fu A Ra SR 0.1%7T 81.5% (2227) CTh o7z (x> F7E : p<0.0001),
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T afEE COL 2 L VLR AR Z L CTAIRO R ) T — X IR EZ RIS AT T R
T2 DEBEEREI LA, X7 2T 7 0.1%D SR I ABEORNSERER Y £ —4
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X7 ry 77 VU AERIETHL EEZ LD,
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Gamache DA, Graff G, Brady MT, Spellman JM, Yanni JM. Nepafenac, a unique nonsteroidal prodrug
with potential utility in the treatment of trauma-induced ocular inflammation: 1. Assessment of
anti-inflammatory efficacy. Inflamm 2000;24(4):357-70.

FENERE @ o = IR S A e AR
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1.8.1 [%hee - IR £, RUKRTERM
(1) #hEE - IR

PRSI 35 5 i S
(2) B

N7 = F 7 jIRIR 0.1%DhRE « ZhR1L. LA T O EGIRFER O 5 K O E 3L DA H F2he 12 B
THREDRERNHEE LT,

1) fkRAE

MR RIEIC KT D2 /IO TIE, EIZRERE GFIBEAOEALZAaAT KRN TZ LT ZAaT7 i 0
ThoEBIOEIE) ZHWTHRF Lz, ANEFINICE T 2108 E &K O A NETFI A O IRE
TIFCB T DIREREE 1.8.1-1 LOFE 1.8.1-21T5R7,

FINBE TR 23t & LR BRIC s 1T 5337 = 7 0.1%BE0Em =X, C10°
(1 [ 3 [E14HR) 46.4% (26/56)  C-12*  ZRER 62.6% (152/243)  C-13*  3kBh 76.3% (58/76)  C-14*
AR 43.1% (53/123) Th o7, 77 R RIREZ AR E L2 TlE, 2 ToREBR THEREN
LT,

ANETHREREZR G L LEERNICBT S G0 WBoOBmERIL, %37 =257 0.1%EN
71.4% (75/105), 77 &R 28.6% (30/105) CTHAEFICHERAENGRO bz, 00" 3Bk
T, 2T =F 7 0.1%FEE 82.7% (187/226) . 7 1 7 =F 7 0.1%Ff 80.7% (184/228) T. 4
PEDSREE S U7z, IR R RE Z2tg & Lz GO0 SBr ik, WIRFMIC BT 2 1B 79.3%
(46/58) . L —H—FTIZI T DAL 92.5% (49/53) Th o7z,

UbEDZ &t 237 =2 F 7 fHRIK 0.1%DIRFIIC I T DM B RAEIC KT 2R 0GR S h
77
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% 181-1 EREFHOARE

. . v |2 TR R 2R OZE | FESME
= =] /,ﬁ =T a) -
B B 51t AR5 | FFAf E T m pfE »Cl SN
C-10* | %7 =F7 0.1% 1E/H |14HH 23/48 47.9 0.0083%
ITT IR T = F 7 0.1% 2 [|l/H 23/50 46.0 0.0133%
FRT = F 7 01% 3 [al/H 26/56 46.4 0.0092%
7S5 ¥R 1.2.3 [\l/H 13/58 22.4
C-12% | %7 xF 7 0.1% 3 E/E 14 HH| 152/243 62.6 | <0.0001°
ITT FIER 40/233 17.2
C-13* | 7 =F7 01% 14HA 58/76 76.3
ITT ketorolac0.5% 3 [El/H 50/73 68.5 0.28519
7SR 45/76 59.2 0.02419
C-14* |7 xF 7 0.1% 3EVA |14 HE| 53/123 43.1
PP ketorolac0.4% 4 [al/ A 44/122 36.1 0.2610%
C-05* | %7 xF7 0.1% 3 E/E 14 HHB| 75105 71.4 | <0.00019
ITT 7SR 30/105 28.6
C-06% | X7 =F7 0.1% 3BV 14 HB| 187/226 82.7 0.5736Y | -5.1—9.1 -15%
PP Cra7=F7 01% 184/228 80.7
a) : p I, KR NT = F 7 BIRHERE & 5T R DR E
b) : NEHTED VAT 4 v 7 [lFE (SAS GENMOD Procedure) (2 & % 3K[5E B O RER] LLfE
¢) : Fisher D IEME72 i E
d): xHE
# 1.8.1-2 BHREFMUNOIRFFHOEREE
. . e 588/ - . TR R 95% it 1115 i [X )
?hm =] : » =34 El AE a) -
HEES | F gy | TR AR e T e | Fm | R
C-07* | NIRF1iF FXTx2F 27 01% | 28 AE 58 46 79.3 68.9 89.7
ITT L — W —Fff 3[E/H 53 49 92.5 85.3 99.6
&t 111 95 85.6 79.1 92.1

a) : iTH% 14 B A X% 21 H RICIHED D RIZE T Lo TEf b &£ D,

2) ER¥&

IR L6t 2 ARMPEIC OV TR, FICIRER SR (R TOWMERREICBWTIRFEA=2 T2 0 Th
STEBIOEIE) TR (53R H OIS MRAIZISW TR X 27 23 0 Th > EF DFIS)
ZHAWTHE Lc, BNBEFITICIT 2 IR MR 3 ST 5 2 & OV B N RE T LA O BREFIF I3
T OIREER R AR 1.8.1-3 L OE 1.8.1-4 (TR 7,

AN EE 2R L Lizs CER Sz C10° 3B (1 8 3 BLEIR) 2B 5387 =
f?&mﬁ®ﬁﬁﬁ$ﬁ%&%@&%)f%otoit\ﬁ%%TﬁK‘Hé%ﬁ%@\On*
AR 93.0% (226/243), C-13% GkBR93.4% (71/76), C-14* 3Bk 89.5% (102/114) Th -7, 7
TERAIREERGE LR T, IR EARRENRBD LI,

FNE TR EREZX G L LZENICBT S G0 HMBRORIFERIX, */37 =T 7 0.1%k
96.2% (102/106), 77 L AREE 67.6% (71/105) T, WMALMICHAERENRO bz, C06* KBy
TlX, F/N7 = F 7 0.1%FRE 98.7% (223/226), 7 17 =F 7 0.1%KE 98.2% (223/227) . #at
(72 Z2ITRD e oo, MBIFIFEFAXIG L Lz GO REBROIRMWEEIZ, NIRFIN
86.2% (50/58), L —H¥—Filr 96.2% (51/53) Th -7,

UbDZ Einb, 237 =5 7 SHRIE 0.1%DIRFATIZI5 1T 2 BRI 1253 2 W R fERE S v7e,
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#* 1.8.1-3 BANEFHOBEEFZER

. L . N . AR g =2
R 5 B H-RE SR EEL FEA A i % p &
C-10* | %7 =F7 0.1% 1 [&]/H 14 H H 30/48 62.5 0.0880"
ITT | %27 =F7 0.1% 2 [[l/H 35/50 70.0 0.0004®
T 2T 0.1% 3 [El/A 43/56 76.8 <0.0001Y
7SR 1.2.3 [El/H 23/58 39.7
C-12* | %7 =F72 0.1% 3 [El/A 14 B A 226/243 93.0% <0.00019
ITT 7R 105/233 45.19
C-13* | 7 xF7 0.1% 3 [El/H 28 HH 71/76 9349 0.003399
ITT  |ketorolac 0.5% 66/73 90.4% 0.499799
7T R 58/76 76.3 %
C-14* | 27 =F7 0.1% 3 [El/H 28 AH 102/114 89.5% 091169
PP ketorolac 0.4% 4[8l/A 107/119 89.9%
C-05* | %7 =F72 0.1% 3 [El/A 14 B A 102/106 96.2 <0.00019
ITT | 75&R 71/105 67.6
C-06* | %7 =F 27 0.1% 3 [El/H 14 H H 223/226 98.7 1.0000”
PP Truaz=F7 01% 223/227 98.2
a) : ARBRKE TIRFIZ IS 1T 2 M =
b) : Fisher DIEFE/R R E
¢) : IIBIRA T T /T & % 3kBe H 45 O R ek
d): x’ K&
e) : X7 =TT 0.1%"EE 7T B AR L
) : RX7 = F 7 0.1%7HE & ketorolac 0.5%#ED Lhi
#* 1.8.1-4 BARBREFMLUNORERFHORERE
RERE e B 5Bt . Al ) RS 95% it 15 3 X ]
P Fi SR R AT e T e |t | R
C-07* | IR FHlv ZRT7xF2701% | 28 HE 58 50 86.2 77.3 95.1
ITT | L—F—Fff 3 [El/H 53 51 96.2 91.1 100.0
& 111 101 91.0 85.7 96.3

a) : fit% 14 BH XIT 21 B BICIBEOT-OBRYSET 2o THEM b E £ 5,

3) EMRHREBEFE (CME) ORERLEICHT SR

CME ORIER, =™ 2L D CME OFEEDONA L O L EERE 2K 1.8.1-5, %
1.8.1-6 O 1.8.1-7 IZ”T,

FNEFHEE 2 xS Lz G088 HBRICIRW T, itk 5 W £ TO CME ORIERIT R/
=F 7 0.1%8E 14.3% (4/28), 741 A hal 0.1%8 81.5% (22/27) Th-oT-, MEERIZHE
RENRD B, X837 =2 F 7 FIRHK 0.1%0 CME OZJEFGIEZh I, 74 e £ b o v Sl
01%IZHANTENTWD Z LAVRENT, o, BIELC CME ORRESH (=208 2w
TRREZ L oEIE., %37 257 01%REI° OIERIN 4 I THo7=DIx L, 74 m Ak
722 0.1%8EE 1° OFEFIA 6, 1° ORERFIA 11 F1, M° OFEFIN 5 FHITHY ., CME OEESE
WX DMBHEDOLIICEWTOARRENRBD LNz, £o, ANENE 1 HE~5 #HEIZB TS
UL HEBE OSEEIE, R8T =7 01%FER 7 v A m A ha v 0.1%REL V< | ik 2 B

) =Skt HE SRR, AR, KBRS, ILA R —RR, 2T M P27 e T =77 SIRKOA
P T2 O AR R B IE O MR, FAIRE 2 MERE. 1998;102(8):522-30.
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KO 5 B THEBRENRD b,

% 1.8.1-5 CME OFEE (ITT)

CME D3EIE R TR 95% 15 #E X ]

Bt Bi%K % TR R

K7 =2 F 7 0.1% 28 4 14.3 1.3 272
TvFu A bul0.1% 27 22 81.5 66.8 96.1

% 2HE p<0.0001
a) : 4 JEMI7S

= 1.8.1-6 =ZENHEICLD CMEDEEEMNDAFHE (UTT)

0° I° e me

HEY | BIE | % BlEE | % | BIER | % | BER | %

FNRT = F 7 0.1% 28 24 | 857 0 0.0 4 143 0 0.0
TAE A FEr0.1% 27 5 185 6 222 11 | 407 5 18.5

Wilcoxon DNEMZFIFRE  p<0.0001
a) : 4 JEBIA K

= 1.8.1-7 thbEMEEE TT)

(AL : um)
=2 A\ itk 1 B | itk 2 B | itk S B
X7 = F 7 0.1% %L 29 30 30 30
fe/N IR 188.0 190.4 191.2 194.3
95%f5 FE X fH] TR 180.0 177.7 178.5 181.6
95%/(E HEH X [#] R 196.0 203.1 203.9 206.9
Tadm A ba0.1% | Bk 25 29 29 29
s S AD 190.6 193.0 211.7 220.1
95% (5 FE X fH] T R 183.9 180.1 198.8 207.2
95%/(5 8 X ] _E R 197.2 205.9 224.6 233.0
7 O N 2.6 2.6 -20.5 -25.9
95%f5 FE X [H] T R -12.9 -20.7 -38.6 -44.0
95% 5 #H X [H] L [R 7.8 15.5 2.4 -7.8
p il 0.6216 0.7788 0.0266 0.0055

S IE 53 BT

NR—=RAFA LD pfE : KGOt FRTE

p B : KPE B EOKR/N R TORIED 720 t FRE
RO T - p=0.0447 5% & KB H O FEAEM : p=0.0081

4) MREROERAREICEHT HAE
(a) AEHE
NSAIDs gilRA, A7 1A R HRAE O SRSV TUIEEE 23 s iCiide g & Lz,
Tor— M HOT7 x—s a2 L, ANETFM. AR, SNEFN (LY —Fifie s
te). YAG L—H¥—IZ L H%FEENBETH, PRK, LASIK 7 &0 L——IZ X 2 I B o
IRFINEATATZ M A S d NSAIDs AR, A7 w4 RAIRAL SUEAlOMEH O 85 2R3
B IE A IEE LT,
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(b) REHER

R RIEDIRE & 3 & T HNIRFHTICIIT 5 NSAIDs mliRAI K ONAT 1 A R ailRAI O FAR
IRV I, TAWNEFRZ LD WHIHOIRFHICH L IR T v RARAEZFEH L, AW
Bt TR B S 1 B A 2[RRI BT T3 DA CIE A T 1 A RARAl & NSAIDs sifRF % ff H
T4 ICEMNEND, Mk, RAEICH LTI AT oA FAIRFIER ST =0, Y7o
7 =7 F b YU LSIRIED ANEFNE O BEERGOHE & SN D BIAEFHEHRE (CME) D%
JERTIEIRZ AT 2 Z RS Thb, AREFRMICEL TX. 27 eA FRAIRANIINA .,
NSAIDs sRFINEH XD & 9 e o TN & 0 25580 JNEE T4 O NSAIDs sifiRF] (¥
sa7xFrF R UL) OB, BREZRTA KT A CONBEHROETHHREI T
623%1!#2)0

—Ji T, AN Z D72 0 EIRO MR TN ISR L T NSAIDs sifRHIHEE 5 1% NSAIDs /R
IRAE 27 v A FRIBRIOFHZIT> TV D lisx H38 o bz,

NSAIDs #% A AL TR, K TR & <, E%%k%&ﬁ%%%ﬁ%@%ﬁ@%%%ﬁ
& LT IR ORIBUER (EAER) DN < & b oG EIciL SN HAHHOERTH 5,

a) BREFH

NSAIDs jfRIE, EEKRANESI (PEA) K OEESME T (ECCE) DBRIZT X TOuilis
WTHWHNTEY, A7 A Rz —YMfEHE T2 NSAIDs RIROAZIT> TV DR badsd b
M7= (PEA : 23 Jiigk ¥ 4 Jitig%. ECCE : 19 figk ¥ 1 figk), Z A5 Olitigk Aok T, XTm4%E
IR, A7 oA NEEE TS OWT XA 3Tt T, NSAIDs JSHIRE AT A K (R
IR K OEIE N ES) O FEREZ R 1.8.1-8 ITRT,

or

& 1.8.1-8 BREFMICE T HMRERDFERAERE

PEA (23 Jifi#%) ECCE (19 fii#x
NSAIDs R 4 (17.4%) 1(5.3%)
NSAIDs fifR+A2 7 17 A FER+A T 1A RS T 35 10 (43.5%) 10 (52.6%)
NSAIDs JSfiE+ 27 11 FAIR 7 (30.4%) 7 (36.8%)
NSAIDs fillR+A 7 7 A K5 T34 2 (8.7%) 1 (5.3%)

DOFERING , AT A FFEETERZ0FH L T AR S SV, 23 gt 17 Mgk
Nmmsﬁm&XTG4bﬁm®%%#ﬁbm1®U\Emhimﬁwﬁﬁ_ﬂbf&kﬁéﬁ
EIZNSAIDs SR & AT A REIROFHATH 5 2 L RMER I T,

NSAIDs SARF O£ 5 1AM 135 10 HE. & 180 HREI TH - 7223, 60~90 HH D SIRE1T 9
kN b o &b Ehote, —H. AT A RAREOKRSHMITRE3 HE.&xE 90 HETH Y |
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30 A b o & b EhoTc, THHED T &G, INERLDRIEIREIC NSAIDs IR & 27 v A
R 2 F%& vy, EBFREMO CME FEERS 1EIZ NSAIDs AR 2 VT b FEREIN RS-,

itk D8R 2 B L LC NSAIDs #& N A &2 4L LT B liak i 23 fggk$ 5 figk Th -7z, D
S HLO 3 fERIZBIT LML, AR Th T,

b) BHFIRFAiT

AR FI T, R RN D Z e nn [HEEE B, SHEBEEME, BRI L),
(MR RIBE) . THITEAY 7 AHEIEE (PVR) | 9GRS /RIFHEIEAE (PDR) | 0 3 FREAIC DUV THllAE L,
S DAY IR FITELIN & i FARFANIC ANBE RN 2 RIS ER T 256 WK B U 7 0Fi)
T CGREZEIT o 72, HTERFIFICE T2 AT v A FO&HEZ, RIBOE2, IREKE, 5T
RNTEA, TS, 7 VR TERBAET 228, IREICEIEAIRE L TloTe, £72. Wr
RFEINTTIL, AREFRI & 220 2T A RRIRAER S oW — 23780 - 72728 NSAIDs
RIRE A7 4 FRIRBICESREZ Y Tk,

A — i A% N O TR PRI 95 NSAIDs AR E AT A RaROMHEWI L, FERIZEK
LTIRER—Thololed, FEIT L OEFHIEW L, M AEFiTE LTRi# L, - IEFii
B OLE . PIRIEIKOM HIEIX NSAIDs fiRE AT v A4 RAROFHEOAT 12 A RlRD &
D2 BYICHHEESN, 2O ORELE FE L TSR EIEEPT L T\ (NSAIDs SR E AT
2 A RAIROGHH 19 Mgk 10 fEgik, A7 v A RAROA 19 ik 9 fizk) . ik ~Y 7
FMOLHBAICBOTIE, 77X TOHig% T NSAIDs AR E 27 v A RAROHEHAM T Tz,
T IRFHTIC IR DHIER O FEREA2 F 1.8.1-9 1T,

- FARFMIZIIT D NSAIDs AR E 27 v A FRIROFGEHEIXZENEFRIOSE L FRETH
V. NSAIDs AR T 60~90 Hffl, A7 A FEIRT30 HEA b - & b Z0hoTe,

T EFMTANEFIR LY BREENRKE S REORBEN LY 2o, mHZEHTI9
fERE T 7 fizk T IC NSAIDs £ 1 24007 LT Y NSAIDs % M1 2 4L 073 % St gk Fd [ N BE Tl
DEFELY L EhoT-,

# 1.8.1-9 EFEFEMIBITEIMREREDOEHAERE

Bl - AR Tl HAR TER NN A2

(19 ftiz%) T (19 fEigk)
AT A REHR 9 (47.4%) 0 (0.0%)
NSAIDs sifiR+A 7 1A RiRlHR 10 (52.6%) 19 (100%)

C) FHFIARTFMH & MBEE 5k E i oD B B F 4l

HANECERE T 1. BRI IE O 2L fL 72 E O IRER BRI B W TRE I A Bl S 1, EEO
HITEAZIE S D720 TOND b O T HEFI & R TOND Z ENE 0, iR DORE R,
RPN, R U VR & BT, MREOLEEN 2 [RFRFCIT o 72858180 Th, %
Tia% DPLRIEF O FIEICETIL /2o 72,
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d) REAEFMH

AR FATIIRRNREOMRE & & (I B2 0 . KG9 % L BUMA R & L —F —Ffic o5
ENd, 7o — MTHE, SNERRTA RT 40 (200 259 (1 Z5is S, ki K <AT
BT D BLINAFAT O S DA GIBIAT . 5o H B PRI S D@ R s >\ T, b—H—F
i L —F— OB, L — I — B A A & O BARAOLEEE IR I SV TR 21T - 72, Bl
MEF TIXERNEFN & ORIFEFH Gk R U Z0F) bIThoh TS 72D, fkNkE R Y
TVFATEAT IR OPIRIEF DB NEDE L DOFE KL ZE DHNFIZ DN T Hlid Lz,

HMMFH (BN, BARHBEREMN., BBF)

T T L OPRIER O A EREEZF 1.8.1-10 ITRT, SNEOBLLA TR OW-Fo L ANiE
Fit & ORIFFFH O #kNIE R U TV FIN21To TV D B TH Y, D H H D 1 fiakl:
AT A RERDOHRZIT > TWZDIZXF L, 17 fiigx 1% NSAIDs AR & A7 v A FOFIROHFH %
IToTWe, —J . SNEOBLILFIRNEMOLG S, A7 v A FEIREZIT> TV SR H - &
$ %<, IRWT NSAIDs Rk E AT v A RRIROGFHNR LN o7, DT ThH o723, NSAIDs
SIRD A EAT > TV DR bk H vz,

B G Z A NBE TR, 4 TR TN & RIS, NSAIDs AHRHE TiE 60~90 HE, AT A FaL
R TIZ30 HREIA b o &b %0 o7z,

P & B & L7z NSAIDs #% 1 &2 17> TV D fitiak X 3 fiik Th o7z,

& 1.8.1-10 HFAEOHMAFMHICE T IMRERDOERARERE

JED N9 BAT /K H T Tl FENFE R U 7 LF
(16 fiig%) BT (16 gk (17 fii g% (18 fgk
NSAIDs AR 1 (6.3%) 1 (6.3%) 0 (0.0%) 0 (0.0%)
NSAID G+ 5(31.3%) 6 (37.5%) 7 (41.2%) 17 (94.4%)
27 A REIR
27 a4 REAIR 10 (62.5%) 9 (56.3%) 10 (58.8%) 1 (5.6%)
L—H—F1f1

FF =L OFRIEROMFE LIRS 1.8.1-11 IT57T, SENEZIETA o0 (F 2 f) 25¢
WS T, RIEOREIZL > TUIAT A RERETHLEORENHY . EEAT oA FAlR%E
ToTCWVDHEZRR S > & H Lo 72, IRV TNSAIDs SR E AT 1A RAIROHEA A% < \NSAIDs
HRARDHZAT > TV Dk kD b iLlc, BERAGEE 2 RE . L — ¥ —FIIT6 L THRRIESR
A L22WIERR B 1 kst b7,

NSAIDs AR E MR T 4~120 A EfERRIC Lo TRE S Bp o7, AT A FRIREDOE
HEHIFENZ 2~30 HETHY . 7 HER b o L b Z o7z,

P 2 HAO & L72 NSAIDs #% 1 24T > TV B REs X720 72,
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£ 1.8.1-11 #HAEDL—Y—FMICH T A REEDFEHRAERE

W5 B BR i PRHERT AT T BT R A T BT EARMA L
(17 fiz%) (14 Hize) (14 Hize) (10 fe%)
NSAIDs #iflR 2 (11.8%) 3 (21.4%) 1(7.1%) 0 (0.0%)
NSAID SR+ 5(29.4%) 3 (21.4%) 4 (28.5%) 3 (30.0%)
AT aA KiilR
27 aA KRR 9 (52.9%) 6 (42.9%) 7 (50.0%) 7 (70.0%)
AL 1 (5.9%) 2 (14.2%) 2 (14.2%) 0 (0.0%)

e) BEANEFIH
%%EWhimiv P—FMO—HETHDH, ZOL—F—FfIL 23 ik T X T TEmINT
%%<¢«f@m R CINRICHIRIERE N E ] STz,

%%EW&%W_ HHRIEH DM EREAE 1.8.1-12 1R T, MO L—F—Fif L B v,
%%EW@imf%ok%%<ﬁ%éh1w PIRIEFIL NSAIDs IR TH Y | IRNWTAT rA
KRR Z o T2,

NSAIDs ARG WIMIX 5~30 HEIT 7 HED b - & 6% hodz, AT v A FRIROEEH
%@2~ma%@;mmmﬂW%7H%ﬁ%o&%%<\%%EW%%%K%LT@Nwmxﬁm
EAT A FAROEGHEITIZIZFECTH D Z LRI,

NSAIDs #& FHHZDWTIE, 1 i BE OFMLEIC L > TG T 5 kxR L > T,

* 1.8.1-12 ZEANEFHIZETEMREEDFEHER

%I ANEFIT (23 Mk
NSAIDs sUR 13 (56.5%)
NSAIDs mfiR+2 7 1 A R iR 1 (4.3%)
AT mA KR 8 (34.8%)
A 1 (4.3%)

f) L—Y—BIFBER

U —H— BT EI oW Tk, L—Y — BT EABRYIRRT (PRK) ., L —F — AN OIHIE
AT (LASIK) K& OVE DAt od L —H — BTG IEIMTI 35 1T 2 HFTRIESL O fE I FHERBIZ OV T L 72,

U — P —BITHEIENTIC 3 T D RIEE O H A K 1.8.1-13 ([T, L——JBIrEERIC
BOWTHo b bELHFHINTOWDLHRFERKIIAT oA RAIRTHY ., WITFhoFicBWTh
50%%Z %2 Tz, NSAIDs iR & 27 v RAROGFH & T NSAIDs silR & S v Tz,
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NSAIDs FAROFE G HIFIL 1~30 HMTH Y, A7 rA FRlRIZ7~180 HE TH o7z, Al
HEAT S TR I BN T L — W —JBITE EN 21T > TV Dk i34 72 < . A HIRIEIL O # 5 HI[H
\Z—E DM Z W 2 L IIREETH 228, AEIFG 57K TIE NSAIDs silRiE 14 A/, A
TuA RRlRIX 7~21 BN Z -7,

NSAIDs # 1 2 H L T\ D sk id e o> 72,

# 18.1-13 L—Y—EBIFEBEEMCB T2 REERDERERE

PRK (5 fii#x) LASIK (8 fitix) Z Ot (4 fiik)
NSAIDs AR 0 (0.0%) 1 (12.5%) 1 (25.0%)
NSAIDs fGlE+2 7 v A RAIR 2 (40.0%) 2 (25.0%) 1 (25.0%)
AT uA KSR 3 (60.0%) 5 (62.5%) 2 (50.0%)

(c) AEBROERRSE~D—MRIE

R AERRE LIz T U — MERD G| sk L - THRFHMTIRFICHEH S 2 BrRIEIE DR A
BOEITETOMENRD LT, BARITIIAT v FARPDERIGHOZ L 720 . ANE
BRI A KT A LEFRD IR I TN D K DI, ANEE T BRSO AN T 2 5 O - [T
M OLEITITIHR L O CME OFIERS 1% HEg & LT NSAIDs IR Z HAL TV D Z & D3 ffeae
Nz, £, ANBEFRHZ2E 72 VAR FINICEB O TH NSAIDs fRITAT v FalR & PR &
NTHY, L—PF—FTlE NSAIDs SUIRDBEAITHWONL 7 — A b D22 LAV L
770

T — NREEIT o T hEix D% < X, IRTFITO 7= DITEREO BRI BRI SV TRBET
HBEHZ < HIROIRFHAEIZB W THEI &SI 2o TW AR CTh 5, £z, 23 Mk
11 fEg% 13 H ARIRB S ESETHE R CH 0 . BARIRBESEME ORI D 5 %5 2 M
STWVWHIIFHETHD, ZNoDI ENnD, T — FORGRE LIk TITHhIL TV A IR TS
Wit EERDO—BR TH DB RIE IR T HHE ONFIT, HARIRFI S TR S, 2 OEFIC
ZER b D THDLEBEZLND, Lo T, TUr— MERNOELNT-HIRAEK O R,
EWNOEFRASGEE~—RIETE 25D TH D EHWT LT,

(d) FEFIEDDIENRFHIZDONT

T — NOEBIZE DR IR FIIC OV TIE, NSAIDs fRAl. AT A RARAIOM
MOABIZBET H1EHE . W10 b7k Tl &Y AEIC L VIUE LT, EAEAmE
DR 19 AR ERRSHIAT B nliid 2 b S IT/E L2 1.8.1-14 L OE 1.8.1-152F D R L VY
FfE A~ LT,

Rk 19 AR EFESFEITANAE TIX, IRFINAE THEE). TR, DRI, THRE. B,
PARER, BRAG). (AR, s8], [5E D), TIRG. M. DKEIR. M1k o9 73—
WZRBILTWD, FHEOKRE, MRICHERNSMEHA SN D T 2V —i1x TIRE. 7R 25&<
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8 BT AV—Thol, A7 A RRIRIZZIND 8 7 IV —9 T T, NSAIDs #ilRIE MR,
HRER, BRAG). TR, s8], TS E S, TIRG. M. DKEIR. 1K) o6 17—
TEH I LTV,

Z OFERER D D PIIAE I A T 2 IR TR OFRE K O L OB & i 5 £ TICE ST,
PULAIE SR 238 H &8 2 IR P O R -CHIRIE S O RISk OB BIC L D L ZABRKRE NV E
HER S A7z, ORI 232723, AN CAAN O BRFIF I Y O RIEIT KT D HIRAESK DOAFEUE
7RI T DR AL Z L IETE R o7, LMLERL, A7 a4 FalRixigeAa s
DIRFHTNSAIDs AR & BAREFHTLS DL < DIRFIFTHEHA SN TV D Z &R S,
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WEIRERAREN LEOLO (1REEC L) 12922

IEBEETREN 2HOE0 3747
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IEEERR TN BoRK 112 O x

IEEEBRTFN BERUVEEDOR AR -

IEEELRTFHN SR PREEXISHIEOBEEZED) -

PR S R AT 92

BIRAFH(FOBEEZETIL0) 1524] O X [@) X [@) X
HEIRIE S A R AR E T - O x
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RESHHRMAIFH (REI-TIERFHESD)
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REARFRE M
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AREBEICH, ARSI 4710
A E Y BT -l O x
AR - R IEE YRR E AT 20746| O x
AR R -l O X
5 £ [ TLEFSE 41T -l O x
AR EBEEEE N -l O X
AERBREGREREEEN -l O x
AR HE T 450 O x
RIEFSHET -l O X
B BT fiT @) X
(AESE)
9 IE S UIRR T -
ERAREB YRR, ARIEIRIES IR 1T -
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HEFAEEME T RN MIRGEREZEa0L0 [BEFAEFH] 4348| O x o) O - -
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FINEE AT EE 2 s Lz C10% SRBrc 1 [[],2 [8], 3 [BIfE A 3% %37 = F 27 SIHRIE 0.1%

iR IREE ORE 21T o 72, K KBER BT 2N EE R 1.82-1 IR T, R37 =) 7 4lR
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/-%%%WmvﬁDﬁ%v&%—?MEW%&UP@b?i%ﬁ@%%&ﬁbko%@F%
WFAUCKF LT 60 57 ANICE DIERITRRICE L=, £7=, A 1 BLEEISIRT 5 2 & T,
RIREDOFEIWER PR RIZE LT E ZITFIRNZITO 2N TE, IR TH D EEXTTOF
HiZ4REIRTHZ & & LT,

5) XEIZHITHHE - REDKIL

e (G G0 ) mOHERE (G0 ) oRFEhc kv, 0.1%#EE, 1 A 3 [\%
FATA NS RIB L, FIFE HOA 4 BLRIRT 5 2 & BARKIOERHESE AL - HRETH D LH#HEE
ENZ &S, ANMBE 25507 7 v R AIRIRE SR L L CHW =R e LT G127
B A FEM L7, AoRBEHICRT 2IRME, WK, EALXaT, 7L 7 RAa7 KOS £
1.8.2-3, # 1.82-4, £ 1.82-5, # 1.82-6 K UE 1.82-7 1R T, %37 =T 7 0.1%FEDIER =R
P OMERR R, RO TORBERIZBW T T 7R OMICHERENRD b, £z,
fiiteoNZaT | 7 LT AaT OHER KO KB B IR T 2 RIS H A ERENZD b,

Ubo X1z 1 A 3EL Froaii oo miREEG L, FirE 0 4 BUEIRT 2] O -
FEICE T DR 2E & OHRIE IZ DWW T 7T 2R SRR 2 53 2 B S RGE S vz,
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£ 1.82-3 C12% B KERAIZHTEHAEE TT)
it 1 HE | itk 3 HE | #itk 7 HE |1tk 14 H H
BatO || % | B % | BIE] % | Bk | %
FRT = F 7 0.1% 243 1 04 | 16 | 66 | 72 | 296 | 152 | 62.6
7Ft&R 233 0 0.0 7 3.0 7 3.0 | 40 | 172
p fif - p=0.0050 p=0.0012 p<0.0001 p<0.0001

FHEBIGIRE T T VT K 2 kEE B 3 O RER o

a) : M UL B

TRIRE O F3h 3 p=0.0038

x 1.82-4 C12* RE& MmEER (ITT)
it 1 BE | %3 BHE | 2 7HE |12 14 HE
BEF B % | B % | BIE] % | BIER | %
FRT = F 7 0.1% 243 | 202 | 83.1 | 221 | 909 | 217 | 89.3 | 226 | 93.0
7T iR 233 97 41.6 108 46.4 103 442 105 451
p fii - p<0.0001 p<0.0001 p<0.0001 p<0.0001
IR A E T T & 5okt O RERILE: 15O 145 p<0.0001

x 1825 CI2* RE& +)LXa7 (TT)
RX—2F 4 | flitk 1 BH | %3 BB |litk7HE |fiitk 14 B A

FRXT7 27 0.1% | A 0.0 1.6 1.3 1.0 0.6

T e 2= 0.0 0.6 0.8 0.9 1.0

e 243 243 243 243 243
7R ST 0.0 1.9 2.0 2.1 2.0

TR 2= 0.0 0.8 1.0 1.0 1.2

% 233 233 233 233 233
p & N/A p=0.0001 p<0.0001 p<0.0001 p<0.0001

N—=2AF A D pfE : FIEDIR t BRIE
NR—=2 T A LAD p il : KBEHEOR/N " FFE TOIED 22 t RE
AN E 53 B HT IR D EZH p<0.0001

*& 182-6 C12* HE JL7R37 (ITT)
R—2F4 | ik 1 BB | iitk3BH | IF%7HE |ii% 14 B H

T 2 F 7 0.1% | FHE 0.0 0.8 0.6 0.3 0.2

12 e 5 0.0 0.5 0.6 0.5 0.5

GRS 243 243 243 243 243
IR ST 0.0 1.1 1.2 1.2 1.1

1 {7 0.0 0.8 0.9 0.9 1.0

RS 233 233 233 233 233
p i N/A p<0.0001 p<0.0001 p<0.0001 p<0.0001

N—=RFA D pfl : KISDR t FRE
N—=AF A LSO p il - KBE R DR/ TIRFEE T OIS D220 t BE

BAZ R FE 5y 8o BT

TRMR D TR p<0.0001
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£ 1.8.2-7 C12* HE& EPE (TT)
itt1 AE | W23 HEB | % 7HB |tk 1488

BEF | BIEC] % | B % | BIE] % | B %
8T =2 F 7 0.1% 243 | 11 | 45 | 15 [ 62 | 19 | 78 | 20 | 82
75tk 233 | 52 [ 223 ] 100 | 429 | 133 | 57.1 | 142 | 60.9
p i - p<0.0001 p<0.0001 p<0.0001 p<0.0001

FERIAR G E 7 AT & 2okt B ORERH Il 155 D E20R p<0.0001

6) ERNIZHEITHRE - REDRE

KE T HNE S A7 S B REBR K ORI ERBRAE R L 0 . ENICIB W T ARIRIRIRE % 0.1% & L,

1 A 3[EL, FifaiA2OAREZFGE L, FREHIX 4 BURIRT 2 2 &R OERKRHERFETH
LETRENT, 2T, BRIZBWTSH 77 B REIRKA SR E LR - HEORIERBR
( CO5* ) ZATo7z,

FNEETTBE 25 e Lz C05* WERCI, AR E ORISR EZ2 E 283 MiEE & LT
Pl AT o 72, kB B IR T 2iai R M OIRER R 2 £ 1.8.2-8 XU 1.8.2-9 1T~ 7, IR
(X, % 7 B HLURRIZ Y 7B AREEE O CHEZRZENRD bz, itk 14 A HOIREEL, =8
T =7 01%BEN 71.4% (75/105), 77 B AREED 28.6% (30/105) Th -7, IREIRRKIZONT
LABERENRD B, R8T =2 F 7 0.1%EEN 96.2% (102/106) . 77 EAREED 67.6% (71/105)
THol,

FINBE AT OIREL T ( CO7* ) (2t LTh, ik 280 & OHRIR IZ K+ 2 2 R & ead -5
7=, NIRFH KO — —FIFEE 2RI ORTE L, IHlE K ORI E L
1.82-10 KUK 1.8.2-11 I/~ 3, WIRFINITK T 16T 79.3% (46/58) . L —F—FHiTxt+
DIRRERIT 92.5% (49/53) Th o7, IRIEJFEHRIL. WNIRTIH 86.2% (50/58). L —H—TF1iF 96.2%
(51/53) Th o1,

PLEORERL Y, WIRFM RO —F—FHTxt LT h @&V IEaR R & MR R 35 STz =
EnD ., ANEFN LS OIREFIIC X DB RIEL OIE IS LT, BNREFMRE O HE -
ARELFEETHD EEZ DN,

% 1.82-8 CO05" HAE& KERBIZHSITHABEE TT)
itk 1 BH | i3 HB | N2 7HHE |tk 14 B H

B | B % | B % | BlE| % | B | %
X T =T 7 0.1% 1059 | 2 1.9 22 [ 210 | 53 | 505 | 75 | 714
7T R 105 2 1.9 16 | 152 20 | 19.0 | 30 | 286
p il 1.0000 0.2822 <0.0001 <0.0001

p il : x?HE (##% 1 B H I Fisher O EfE/R2BRE)
a) : JEFIFES 1109 1ZKH]
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£ 1.8.2-9 CO05* =HfEs IREFEE (ITT)
IR AR R
&t 5% %
ST 2 F 7 0.1% 106 102 96.2
7SR 105 71 67.6

x 2 HRE : p<0.0001

% 1.8.2-10 C07" HRE& NEFHRVOL—F—FMHSTDEBEE (TT)
eSS 95% i {815 4 X [
Tl ¥E Gt % % TRR IR
HR 1l 58 46 79.3 68.9 89.7
L — P —Fif 53 49 92.5 85.3 99.6
£ 1.82-11 GO0 HRER NEFHEVL—F—FMHIHITIEBERFE ITT)
AR 4 = 95% it 18I i X 5]
TR ¥E A5t e % TR R
IR T4 58 50 86.2 77.3 95.1
L — B — 1l 53 51 96.2 91.1 100.0

7) FiETEM > DREDHEMME

A S ONEN T IE0E S 72 BRIREABR OTE R 2 & 1.8.2-12 LR 1.8.2-13 |[Z- 7, E72ilpFh Kk
OEN CTHEM SN 7Z AR RBRORER R LK 1.82-14 LUK 1.82-15 1257, KETHREOIHIC
Tz 238 ( G C09%" ) yxdfts | B B2 D ARRZBRAA L, FHLAREICHEM S 75k
( G107 CIzE Gl G ) 3 RilaT A 2 O SRR SAvTo, MR RIR T M L7z
B OB, ISR b O TR o7z, £ 2T, KETIETMETA 25 1R % Btk
T2 L CTRIRRICEWIRNEMBRE A 2 LN TE, &5, ZOZ LIk THEWIAER
PEOLNDTHA) EWVHIRBAEN Tz, C10% WERTIX, Z OEFUSHE > TRUFHTH 2> 5 AR
MBI ST, EORER, BVIBEENSE LI, FIRATH 225 O R IRIZAF O FE L LT ©
boLBbhi, TohFEmInZ 12 R®Ex, 14 HBEO GB3* RERCBW T Bl
SMIROREPN A S, MOIBEREI SOz, £, C10° BERDIRRIC M S 7z 3B T,
O CIRFRIC T 2R bRk S, 2 TORBRTEWVIRIFEAS O, M EoREIC L -
TKRETIE, FIFATALSORRBERAENDE Z & otz

F7-. ANEO T O 1~2 HAETH S NSAIDs O IR E PGS 5 Z & 2R L-@E b ShTwn

BELHHKS
A SCHik )O

sk C12% BRI & o TIRIAIR C. @OWERIMEOR R/ B ONTZZ L& 510, ENIC

BT SRR E TARIOBIR D Hiv7-, CO05*  2XEBR Iz 35\ C ik, 140 % ONR
C-06* BT, WRICK VY /R T =

RTTTHREDHEFRAEDHBD NI, SHIT,
FT7F RV UL RIRIE 0.1% & DIEHVENFRE S Fu, IR =R L CIEA B RZETRD g
o7, AWNBELSIOIRBFHi 23t L Lz CO7* WBRICHWTH ., & IERE & QR R 28
Rrbie, KE L FRRICHTETD & RIRZ BRAE LAFI O mWAZIMES R S oo, BRI
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THFIMORTENLDORIBITAEITHD EEZ LT,
% 1.8.2-12 #BINRUERNTEREINEBRERRABROABEE
Vg 2 3 oy
MBS ROR s |srR D pgre | 2HIO)
C-11* | %87 =F7 0.1% 23/70 | 32.9 —9
ITT | 75&R 4BVA |14 AR 13/72 | 18.1 jf@;ﬂz ?4
C-09% |7 =F 7 0.1% sivn lans 6/40 | 15.0 —9 HE %
ITT | 75&R 3/39 | 77
C-10* |7 =57 0.1% 1[E/H |14 HE | 23/48 | 47.9 | 0.0083Y C-10*
ITT (X7 =F 7 0.1% 2 [8)/H 23/50 | 46.0 | 0.0133Y C-12%
8T 2 F 7 0.1% 3 [El/H 26/56 | 46.4 | 0.0092? C-05*
75 R 1.2.3 [A/H 13/58 | 22.4 ,i’?é*
C-12% |87 =57 0.1% 14 H H [152/243] 62.6 | <0.00019 FWAA DD
= 3 [al/A % 14 A A
ITT | 7J&R 40/233 | 17.2 sc
C-13* | 7247 0.1% 14 HH | 58/76 | 76.3
ITT  |ketorolac0.5% 3 @/ | 50/73 | 68.5 | 0.28519 C-14*
75 vR 45/76 | 59.2 | 0.02419 FARRTH 22 5
C-14% |87 =F 7 0.1% 3[a/H |14 B H | 53123 | 43.1 e 28
PP |ketorolac0.4% 4181/ H 44/122 | 36.1 | 026109 RHET
C-05* z/:7 I‘\vw 0.1% seyp |14P H | 75/105 | 71.4 | <0.0001¢ 13+
ITT | 75&R 30/105 | 28.6 E—
C-06* |7 =F 7 0.1% 14 H B [187/226] 82.7 | 0.5736Y |-5.1~9.1| -15% W% 21 B H
PP\ CrmoeH701% 3R 184/228 | 80.7 EG
a) : pEIE, &% 87 =T 7 SR & SRR O BE
b) : KERIER AT v 7 [EF (SAS GENMOD Procedure) (& & % 3Bt H f O B b
¢) : Fisher D IEfE 72 M E
d): x P HRE
e) : 2 B DR EITAT AL TV
* 1.8.2-13 ERATEREINA-BREUNOIREFHDBEE
. ‘ B . s 95% i H1l{ 5 e X i .
RBRER | T B |wiin | any R OSBRI gy
C-07* | IR AT FRT7=F 7 |28 HH |58 46 79.3 68.9 89.7 | FHfiATH G
ITT L —H— TP 0.1% 53 49 92.5 85.3 99.6 | 28 H
ot 3[E/H 111 95 85.6 79.1 92.1 HET

a) : fiits 14 B H X1Z 21 A BICIBBO -0 RE5E T LR THIER b EEN 5,
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% 18.2-14 WS RUENTEIE S L-BRRBROBRERE

e 1 i RS | R Wgﬁﬁ*% p ik
C-10* |27 =7 0.1% 1E/H |[14HA 30/48 62.5 0.0880% C-10*
ITT AT =2 F 7 0.1% 2 [m]/H 35/50 70.0 0.0004% C-12*
FRT = F 27 0.1% 3 [\l/H 43/56 76.8 | <0.0001 C-05*
75 ¥R 1.2.3 [&l/H 23/58 | 397 C-06*
C12% [37=4201% | 3E/A [14HH | 226243 [ 93.0° | <0.00019 | THATHD
T |[75&% 105/233 | 45.19 itz 14 B A
C-13* | 27 =F7 0.1% 3[E/H |28 HHE 7176 | 93.4? | 0.003399 =T
ITT | ketorolac 0.5% 66/73 | 90.4% | 0.499790 Co14%
7R 58/76 | 76.3? s
C-14* | 27 =F7 0.1% 3E/H |28 HE 102/114 | 89.59 | 091169 E.ﬁ/hﬁ”m)%
: : : R4 28 H H
PP ketorolac 0.4% 4[8l/H 107/119 | 89.99 £
C-05* | 27 =F7 01% 3/ |14 HHE 102/106 | 962 | <0.00019
ITT 75 &R 71/105 | 67.6 C-13*
C-06* |27 =F 7 0.1% 3[E/H |14 HH 223/226 | 98.7 1.0000” FRETA 2B
PP e ayar701% 223227 | 982 Wﬂiélfa H

a) : ABREE T RFIZ T B M R

b) : Fisher D IEFE/R R E

¢) : IEBIBIRG T T T K 5 KBe A 5O RER ik
d): x*BE

e) : X7 =TT 0.1%"EE 7T B AR L

) : FX7 = F 7 0.1%Hf & ketorolac 0.5%HE D L

% 1.8.2-15 ERNTEHEIN-ARNELNOERHFHOBERZE

e e L | o | MR | 95%m IS HE X .
WREE | T é%é% sein | aary (o SRR Fiik
C-07* [ NIRFH 87 xF 2 [28AA]| 58 50 | 862 773 | 95.1 | FHwiEAn
ITT | L—F—Ffff 0.1% 53 51 |962| 91.1 | 100.0 |HREMitz 28 A
s 3[EI/A 111 101 |91.0| 857 96.3 HET

a) : 1% 14 HE XUZ 21 A BIZIREBO 7D RMET ERoTER b EEND,

8) FirA® 4 A HBOERME

A S ONEIN T IE0E S 72 BRIREABR OTE R A & 1.8.2-16 LR 1.8.2-17 ([Z- 7, E72ilpFh Kk
OENTE S - BRRBROIREREEL K 1.82-18 KO 1.82-19 ([Txd, KkETIE €107
AREALARE, 1 H 3 BIORIRZEAL L THRENED G-, AL, BRHEERICIS W TIZ 1 H 3 [
OEICIN A, PHTEATNS 1 EOBMRIEZT 72, 2k, BNERRAREITb 254,
FIRY HIZAFIN 1 EHRIRESND Z LR FMBMTOND Z ERNBERENT-AThoTz, ZHL
ZRET H7-DIZT e ha— T, IFANCEMARZRE L, KK 1 EORBREZREESESITLZ L
& L7z, iR oBInRIRIE, FIRREOEROIER Z/#EFEICT 272D fThbhicb D Th o7z, K
E TIEIAF O LTIE 1 A3BEORIKRTH I THLEEXTEY . BKHE T1T o 721fal
OEMAIRIT., HICHIMMEOT — X IZHESWTRE SN L O TIERY, ZODIRMIED
Ao, TEANBETIETA . T E RO 2 BEICHDZ0 . 1B 3E, HFIRICAH 1z &b
bHol &lroT,

N I, MBS C I S 7= iR RARBR O 5 & LI B 23 5 Hl S vz, il C10% 3Bk (CTD
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53.5.1.3) KOy C12* GER (CTD5.3.5.1.4) I2BWT, X387 = F 7 0.1%RED IR & O MR R
TEVIIRD RSN, ST TERBECH L THERENRDO NI Z 026, EHNTHFH
Ao 4EEIRERA L, G0 B (CTD5.3.5.1.5) ICBWThH, MARER & FHEICIATER K
VSRR TEH VRN TEN, 77 BRI L THOAERENRD BN, Sbic C06* &
BRClE, IBERICBW Y7 87 =57 0.1%8 R34 2 IELENRGE S iz, AN O
IREF B2 x5 L Lz GO HBRckBW T, BWIBEEL CIRERENE LN, 2ok
MHBENIZBWTY, FiTH O 4 BEIRITAEZITH S & Ebivi,

F7- CO5* SRERTITFITY B O AIRITEA 4 B & Uiz, FRRTLROFRZIILTHRIRT S 2
L L, Y D2 BEUZOWTIIRHT RARDR 2 BUE L 722y o 7o, IREFFIT CIIANE R I TR BR
EHiEEZ AR L, ZORIBIZREIC L > THELNL S, IRFIIFEROZDEETITTINLZ L
Tz, EREIC GO0 BEROIF & A EOEFNIINET 3 B, it 1| BORIRE 2oz, Zh

ZH Lo C06* ofEr L CO7T* SERCIIFHTY B O AIRIZ 4 [EE L, = OWNFRZRT 3 [\, itk
1 alE Lz, BLEDZ 22k ARAIDHARIZIT DEERREBRO HEITEEICITTXCHETH
277,

2O L ICARFNOERRBRICBW T, EEICIXIT E A EOREFDFET 3 [, % 1 FoART
HolzZ o, R THHIY 77 o 7 SIRKOFHTY B O HE - HEIXAM e TEHEE - T
WDHZEND, RANZOWTHFINY HORE - HE% T35 B IXET 3 B, 5% 1 ESRET 5, )

EHRRICRE T A LT,
* 1.8.2-16 BARUVERNTEREINI-ERIKRARDEEE
g R : Py
R 1 i s | iR e | IR R
C-10* |27 xF 7 0.1% 1[a/H 14 HH | 23/48 | 479 0.0083"
ITT | %37 =772 0.1% 2 [al/H 23/50 | 46.0 0.0133"
X7 =T 7 0.1% 3 [al/H 26/56 | 46.4 0.0092"
7SR 1.2.3 [E/H 13/58 | 22.4
C-12% |7 =F7 0.1% 3 /B 14 H A [152/243| 62.6 | <0.0001°
ITT | 75&R 40/233 | 17.2
C-13* | ZR7=F7 0.1% 14 HH| 5876 | 763
ITT  |ketorolac0.5% 3 [El/H 50/73 | 68.5 0.28519
7SR 45/76 | 59.2 0.02419
C-14* | %37 =F 7 0.1% 3 [El/H 14 HH|53/123 | 43.1
PP ketorolac0.4% 4 [nl/H 44/122 | 36.1 0.26109
C-05% | xRT7=F7 01% S VB 14 HA|75105| 714 | <0.00019
ITT |75+ R 30/105 | 28.6
C-06* |7 =F7 0.1% 3 /R 14 HH |187/226| 82.7 0.5736Y |-5.1—9.1 -15%
PP Cruar=F7 0.1% 184/228 | 80.7
a) 1 p fEIT. K87 =T 7 SIRIERE & 5t REEBED R E
b) : KEMER AT ¢ v 7 EFE (SAS GENMOD Procedure) 12 & 2 3Pt H 48 O LR i

¢) : Fisher D IEME72 i E
d): x>
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% 1.8.2-17 EATEREIN-BREUNORMFHOABEE
. o . B 5B . sl a e 95% i (A5 JE X 1
HRES| P e e T S A
C-07* | NIRFH 37 )7 (28 HH 58 46 79.3 68.9 89.7
ITT L ——FfF 0.1% 53 49 92.5 85.3 99.6
&t 3 [El/H 111 95 85.6 79.1 92.1
a) : % 14 B B X 21 B BIZIBBEOTD R T & Ro - ERbE N5,
#* 1.8.2-18 BNARUVERNTEREINI-BKRABROIRERE
e e SRR | R A Wfﬁ%fp - p il
C-10* | %7 =xF7 0.1% 1[al/H 14 HE | 30/48 62.5 0.0880"
ITT FRT 2 F 7 0.1% 2 [al/H 35/50 70.0 0.0004"
ZR7 =2 F 7 0.1% 3 |/ H 43/56 76.8 <0.0001?
7SR 1.2.3[E/H 23/58 39.7
C-12* | xT7 =) 7 0.1% 3 [El/A 14 HE | 226/243 | 93.0? <0.0001°
ITT 7I R 105/233 | 45.19
C-13* | 7 =F7 0.1% 3E/H [28HB | 71/76 9349 0.003399
ITT ketorolac0.5% 66/73 90.49 0.499799
7R 58/76 7639
C-14* | %7 xF7 0.1% 3[E/H |28 HE | 102/114 | 89.59 091169
PP ketorolac0.4% 4 1l/H 107/119 | 89.99
C-05* | %7 =572 0.1% 3E/H |14 HE | 102/106 96.2 <0.0001%
ITT 7SR 71/105 67.6
C-06* | %7 =xF 7 0.1% 3 [5]/H 14 HE | 223/226 98.7 1.0000
PP TruzzF7 01% 223/227 98.2
a) 1 B THRICR U 5 W
b) : Fisher O IR/ E
¢) : HBIBIRAET /I & % 3kt B B OFER Leifk
d): x2E
e): FNT =S 0.1%EEL 7T B AREED il
) : X7 =) 7 0.1%5E & ketorolac 0.5%HED Lk
% 1.8.2-19 EANTEHEIN-BREUNDOERFHOBEERFE
e . £ 5.8 L e | IBEERR | 9S%{NIE X R
PERES | TR sy | TS R0 o T TR | bR
C-07*  |NIRFH FxR7xF s | 28HH 58 50 | 86.2 77.3 95.1
ITT L —HF—Ff 0.1% 53 51 96.2 91.1 100.0
Aat 3[E/H 111 101 | 91.0 85.7 96.3

a) : fit% 14 BH XIT 21 B BICIBEOT-OBRYE T L 2o THEM b E £ 5,

9) Hi& - H=DRFMHAD—HELIZDNT

IRFIFORII & > TRESLKIEORE TR R Y . ANEFHIC L 2RI 5 ik

- H&=

% ST OITFMI A LTl TS TV TR, AR B L9 SR LT, B

D TSI 2B -

NEICH D AT A RaIREE L O NSAIDs A IR IC B 2 i o4 [0 5

i L7727 v — MER (R 1.8.1-16) 725, ZHUBIZEICANEFH 255 & LI2iaER Ttk %
SEIZ X 5B 230 e OV MGl S 4, AGRRZ I ORI X 2 RIEIZKH L AL &
TWAZ ERRENT, Lo T, BNEFIHRIC LD RIEICSKT DEMEE ONEESVENHERI T
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YL - HEZMORFICK L CHEAT2 2 LIXRETH L EE X DT,

LU FIZBEf R O HIRIE IR O A FEAR TN 361 D R R ORI OGRS REA E L diz, Zi
LOZ LN, ARORFEIE - HEZMOIRFR~H—RILT L2 LIFRETH DL EEZ BN
77

BEAF O SR PIIESR 1T, AR T ORI L - TRES 1| B4 OSIREE: &

O - HESETIND Z L1372 < EEBGICBWL L, @%., IRFIROREEIZIS T

B ZREL WD, AFIOHETH->TH, RO FETEKIRFAMNICRHIGT 5 2 &0

AEETHDLEEZLND, ok, 07" REBROERZE TIZZOME2EE L CEREHME R

HIZL, /Bl E COMMIZIE U T, RETHTZ 2 BE B £ T, mETHME 4 BHEHE £ THRIR

THZLE L, RBROMBE, KAIX, WIRFIFICHESTREO/ NS WD L —F—Ff Ikt L

THEWAEDMEZ R L, ZEEICHOVTHRIBEO RN LRI TW D,

CO7* ABROFER., AFNLANETIROH 7 b T HNEFHNIC R TREORE N ESNT

WD IR FIRIC K 2 KIEKR RO/ K72 L— W —FIFICx L TR DL I T X

DT ENRENTWD, £z, REMRBROFER. KA 0.1%% TEl D HREDORANZ SOV TIX

REMDPHERTERWVWI EHA L TERY . BNEFIFICE O 155 RE &K ORI L T=

HEE L STz 0.1%% FE 2 ERAZ ANEFN XL Y bEREO/NE W L—F—FFH 2B

¥IDHZEIIREETHD EEZ LN,

B F&&

PlbEX, 237257 8IRR 0.1%D ik - &L L., Fise L., AL IEYIRYE
7%, 1E 1, 1 H3EMSIRT D, (EL. FMFE RT3 B 5% 1 ESIRT 5, ERETD
ZLIIRMTHD LT,
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1.8.3 MERALDIE] . RURERNL
ERLDIE (B B AR
(%5 (ROBHICFREELENC L)) ARG RBBOEDBAERE D 5 5

AFND RGN xE LIBBUE OREERE O & % B

(ERLDIEE]

1. BEERE (ROBEICHEZRICERETSHIL)

A LREEDH L BE [AROL A, S OICHBRERE, AL~ L
T T 28N H 5, ]

2. ERGEXRHEE
IRDIBIE 2 RBAMEL T 28N H D DT, BEE H7ITITV, B
AR LGSR EPIET L2 L,

3. HHEFA
(FFREE] (BFRICEET S L)
RH4F RRER - HERE | #F - BIREF

X A URFITADAA | 2D RO | AFNE, g7
7= U 2SR PR RS DBENS | VT I ED

P77 Al Hb, AES 1 g

A VIR =)V IR 3R R MBS RE T A DT, ZNHD
S I o 3 B
WNENT 5,

4. Bl¥ER

ENCEfE L7-IRFATEE 256812 LI BERRER T, IEF] 484 610 10
Bl (2.1%) \[CEWER TR S iz, F2EIWEMIZ. IRD B 2 1 (0.4%) .
T UL —MERERS 2 1 (0.4%) Th o7,

(WEXIZEIER
AIES. AIEEFI GREFRB) - AREE, AEZANOODRD 2 L
W% DT, AERLAFERD L ONIZGEIZZFREGZPIE L, #@Y) 72
g ZATH Z &,

QFnthonEIER
WD LD RIER NIRRT R S o GEaIiE, E5EE2HIET57280
WY E1TH T &

& HE 0.1~1%3k &
RSB, 7 L —E
FEIESS AR D BEAE, ARAR.

SR ARERY
RIS
i, FERRN, A%, IR

] G, IRIRZE. FABEZE. | EORHUR. RIS, IR
£ )
%0)11{_7. J@@&E\ %lll\\ HZJ-%’%@%Q}E

NS B N TRO LTV D EIVER O 72 HBEEEAR A,

BEICAH 235 L2 5E . Mk
R RS b D, IO IR
HEEBEBIRE LT,

WAMZ BT DI IEE B BITHEL
77

BN OVEIMC BT AR CEE2 5%
WZRRE LT,
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{b54 - B4 | 2-amino-3-benzoylbenzeneacetamide (/37 =77 )

BEE - AR | NIRISFINIC I T DR RIE

WE, FHETE LD, ARL CIRVIBEZ%, 1H1#E, 1 B 3EHRT S, HL, F

R e P
BRSSO

Tl T 7 BRI 0.1%
e | TR 5T 7 R IR 0.1%

JAAR  FRT =TT

Shet 4N « LN E-
ks - oy B WA 1 0mLFOEHFE (3 X7=2F 7L TClmg&H)

2
EL7/En 5t 512K LDs
~ 7 A ICR w >2000 mg/kg
~ 17 2 ICR REEN >1000 mg/kg
Z v b Sprague-Dawley B >100 mg/kg
7+ I Sprague-Dawley HERER >100 mg/kg
ma
£t Eac P e R o
ULz o o %) %) BT
X 1xA MIR0,0.1,03,1% 1% AR 14 BB, GIBRAEETICE e
NZW (#4587 LHA4[R (32mg/H)  (grade 1) FAMBREN D ¥ L5
PR, 1R 29 BEIC 3 ), VABEGHRRRE L X 87 =
(R T2 01%24% 2 Bl xXT =)D
0.3%IZ 3 B ST,
7vH X 1xA MIR - 0,0.1,03,1% 1% FRlz7p L
NZW (M HR) 1 H41A (3.2mg/H)
e 1[8] 1 {7
s 7Y¥ X 3%H RIE 0,0.1,03,1% 1% KrizZe L
NZW (MTHR) 1 H41H (3.2mg/H)
1[8] 1 3%
+ o 3xH 0 HIR 0,01,03,1% 1% BT L
Cynomo (FHHR) 1 H4H (3.2mg/H)
lgus 1[5 2 7
Z v b 2 O 0,25,7525  75mgky  RMEEK, ~EZmEUHE, ~<
Sprague mg/kg/H H N7 Uy NMEDREA (25 mgkg
-Dawley BE) . ERMLERAT R 0% (2205)
DS MBI U o RIE TR AR
[l & JF EMH <015 J6R) (M,
e )
Zv b 3xA &N 0,1,5,15  1(3),5(9) KERD (10%A0M) (., AR
Sprague mg/kg/H mgkg/H  ROVEMER) ., BILEEER (10
-Dawley il 2 Bil) (M, 15 mg/ke/ H %G

HE).
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Tests and Specifications for Nepafenac Drug
32841 | 328411 Substance — Japan ®P-01* ) AR |
ol.
Alcon Research, Ltd. fEPNEEl
3.2.P ®|A (RN\FTvIBEAMRRE0.1%. KEEH)
AL06515 Preformulation Stability and Solubility
32.P2.12.1 Profiles ®P-02* AR |
32P2.12 Alcon Research, Ltd. fEPNE B .
""" ALO06515 Prototype Formulation Development
_03* B
3.2.P2.1.2.2 ®P-03 ) FPAI \1,\;[13 |
Alcon Research, Ltd. #- P& £} .
Particle Size Distribution of AL-6515 in Nepafenac
i P-04* = el M3
32P2231 | EyeDrop Suspension & ) FREERE |
ol.
32P223 Alcon Research, Ltd. fEPN& k!
""" Drop Content Uniformity Determination for Nevanac
32p2232 | 01%LotlN-0F - RP-05% ) TR | (2
...... =) Vo1
Alcon Research, Ltd. fLPN&E!
Antimicrobial Preservative Effectiveness Evaluation
of Nepafenac 0.1% Ophthalmic Suspension 0"
Lots LN-02* LN-01* and LN-03* ) ] M3
32p25.1 (Initial Stability) Based Upon Japanese AFAT R Vol.1
Pharmacopoeia RP-06* )
Alcon Research, Ltd. fEPN& k!
Antimicrobial Preservative Effectiveness Evaluation
of Nepafenac 0.1% Ophthalmic Suspension 0"
32.P25 Lots LN-02* LN-01* LN-03* (156 ) M3
32P252 Week Stability Program) Based Upon Japanese A A R Vol.1
Pharmacopoeia RP-07* )
Alcon Research, Ltd. fEPNE B
Validation of a USP/EP/JP Direct Sterility Test for
Nepafenac  Ophthalmic  Suspension, 0.1% ¢! ]
3.2.P.253 RP-08* pegp | MW
) ) Vol.1
Alcon Research, Ltd. fEPNE B
Tests and Specifications for Nepafenac 0.1%
32P52 32P52.1 Ophthalmic Suspension for Japan ®P-09* ) S} M3
.......... = Vol.1
Alcon Research, Ltd. fEN&E}
Degradation Pathway Study Results of 0.1%
32P551 Nepafenac Aqueous Suspension RP-10* ) AL M3
""" - Vol.1
32P55 Alcon Research, Ltd. f- PN & ¥
B Nepafenac 0.1% Ophthalmic Suspension European
32P552 Package Leachate Study ®P-11* ) AL M3
""" - Vol.1
Alcon Research, Ltd. - PN & £}
Stability Data Tables for Nevanac Ophthalmic
Suspension 0.1% B M3
3.2.P83 3.2.P8.3.1 AT A Vol 1

Alcon Research, Ltd. fEPN& k!
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Product  Stability of Nevanac®  Ophthalmic
Suspension 0.1% filled to 5 mL in 8 mL Round

M3

3.2.P8.3.2 Natural Drop-Tainers for Japan ®P-12* A A R Vol.1
Alcon Research, Ltd. fEPN& k!
In-Use Study for Nevenac 0.1% Ophthalmic
Suspension Stability Lots LN-02*  and LN-01* — M3
3.2P833 RP-13* ) REIREERE | T
Alcon Research, Ltd. fEPNE B
Total Viable Microbial Count of Nepafenac
Ophthalmic Suspension, 0.1% ¢-01* Lots
32P834 LN-02*  and LN-OI* in a Simulated In-Use Test | =g pt M3
RP-14* ) Vol.1
Alcon Research, Ltd. L&}
3.2R FEOEREH
Nevanac®  Ophthalmic ~ Suspension  0.1% —
Compatibility With Marketed Ophthalmic Japanese | M3
32R 3.2R1 Products and pH Adjustment Study ®P-15* y | APAECR Vol 1
Alcon Research, Ltd. fHPN& ¥
3.3 3EX#
CTD s =
=e s F g &
Toyos R, Kulshreshtha A, Cagle M. A comparison of the settling
characteristics for NEVANAC™, AZOPT® and PRED FORTE M3
33 3.3.1 ophthalmic suspensions. Association for Research in Vision and Vol 1
Ophthalmology; 2006 April 29 — May 4; Fort Lauderdale, FL '
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4.2.1 ZEIBHER

CTD . - B i
= %] 5. MEEX -~
4211 A ZERFAF 1T LHBR
Gamache, DA et al, Nepafenac, a unique
nonsteroidal prodrug with potential utility in the
treatment of trauma-induced ocular inflammation: L. | g oy M4
42111 Assessment of anti-inflammatory efficacy. Inflamm AR Vol.1
2000;24(4):357-70.
PGHS-1 and -2 Cyclooxygenase Inhibition by
Nepafenac (AL-6515-01), Amfenac (AL-6295A-02), B, M4
42112 or Ketorolac (AL-15157A-03) RP-16* R Vol.1
PGHS-1 and -2 Inhibition by Amfenac (AL-6295A),
Bromfenac (AL-3051A), and Nepafenac(AL-6515), A | e M4
4.2.1.13 COX-1 and COX-2 Study RP-17* RA Ak Vol 1
AL-6515 (AHR-9434): Summary of Preclinical
42114 Pharmacology Evaluation ®P-18* ) S Vl\(;[l4l
Alcon Research, Ltd. fEPN& B! '
4211 Kapin MA et al, Inflammation-mediated retinal
edema in the rabbit is inhibited by topical nepafenac. | = - us M4
421135 Inflammation 2003;27(5):281-91. Aoty Vol.1
Effects of NSAID-type compounds on the neural
activity of corneal nociceptive units: Contract study
42.1.1.6 report from Professor Carlos Belmonte = A M4
R RP-19* ) - Vol.1
o
Ke T-L et al,, Nepafenac, a unique nonsteroidal
prodrug with potential utility in the treatment of
trauma-induced ocular inflammation: II. In Vitro | .y e M4
42117 bioactivation and permeation of external ocular AR Vol.1
barriers. Inflammation 2000;24(4):371-84.
In Vitro Corneal Drug Penetration of Preserved and
Un-preserved ~ Nepafenac ~ Formulations  ( o M4
42.1.1.8 RP-20* AP R
Vol.1
Alcon Research, Ltd. fEPNE B
4.21.2 BEIXRMEERFER
» M4
2gals 7
4212 7R L Vol 1
4213 ZREHREHR
In Vitro Receptor Binding Profile of the
Non-steroidal Anti-inflammatory Agent, AL-6515 ) M4
42.13 4.2.13.1 RP-21% ZE
Vol.1
B
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AL-6515: Neuopharmacological profile in mice M4
Q{P-ZZ* ) ENA el
42132 o AR | or
I
AL-6515: Evaluation of proconvulsant potential in a
42133 submaximal electroshock assay.®P-23* ) S \1]\/1141
o ol.
RN EEE
ALO06515: Effect on phenylquinone-induced writhing
in mice RP-24* S0 M4
42.134 AR or
Alcon Research, Ltd. #EN&E}
AL06515: Effect of barbiturate-induced sleep time in
42135 mice. {P-25% ) AT \I,ZI 14 |
RN EEE
Effect of 50 pg and 500 pg of AL-6515 on corneal
reflex in New Zealand albino rabbits following single - M4
4.2.13.6 topical ocular instillation. ®P-26* HE LR Vol.1
Alcon Research, Ltd. L&}
Acute hemodynamic effects of the subcutaneous
administration of AL-6515 in the open-chest - M4
42.13.7 anesthetized dog.®RP-27* ) SEF | Vol
FENEE
Cardiovascular (hemodynamic) and QTc prolongation
42138 evaluation of AL-6295A in dogs. RP-28* ) | EEmE R VMI41
o ol.
FENEE
Effect of AL-6295A on HERG tail current recorded
from stably transfected HEK?293 cells. . - M4
42.13.9 RP-29% ) REIEERE | op g
B
AL-6515: Effect on airway resistance and dynamic
lung compliance in the guinea pig. ( o M4
4.2.1.3.10 RP-30* ) RHAIEERE | oy
FENEE
ALO06515: Evaluation of antagonism to acetylcholine,
histamine and barium chloride using the isolated B, M4
42.13.11 guinea pig ileum, ®RP-31* ) RHIIEERE | o
FENE R
AL-6515: Gastrointestinal propulsion study in male
mice.RP-32* S 00 M4
42.13.12 AR or
I v
AL-6515: Ulcerogenic study in intact rats.
42.13.13 ®P-33* ) sk |
. Vol.1
FEPEEL
AL-6515: Determination of electrolyte concentrations
42.13.14 and volume diuresis in rats. RP-34* S} \1/\/[141
o ol.
Alcon Research, Ltd. fEPNE B
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4221 HHFERUNIT—LaVvBRESE
Validation of an HPLC/MS/MS Method for the
Determination of Nepafenac (AL-6515) and Amfenac B M4
Alcon Research, Ltd. fEN&E}
Validation of an HPLC/MS/MS Method for the
Determination of Nepafenac (AL-6515) and Amfenac B M4
4221 42212 in Rabbit Plasma RP-36* ) A Vol.2
Alcon Research, Ltd. fEPN& k!
Validation of an HPLC/MS/MS Method for the
Determination of Nepafenac (AL-6515) and Amfenac B M4
42213 in Cynomolgus Monkey Plasma ®P-37* ) wAlh R Vol.2
Alcon Research, Ltd. fEPN& k!
4.2.2.2 IR
Pharmacokinetics of Amfenac and Amfenac Amide in
Male Rats Following 0.5 mg/kg Intravenous and 3, 10 | . ... . M4
42221 and 30 mg/kg Oral Doses RP-38* A Vol.2
Alcon Research, Ltd. fLPN& k!
Pharmacokinetics of Radioactivity in Male Sprague
Dawley Rats Following Administration of a Single
42222 0.5 mg/kl% Intravenous Dose*or a Single 3 mg/kg Oral ST A ) VMI42
Dose of '*C-AL-6515 RP-39 ) oL
Alcon Research, Ltd. fEPN& k!
Plasma Pharmacokinetics of Amfenac and Amfenac
Amide in Rabbits Following Intravenous and Topical B M4
42223 Ocular DOSlng @P-40* ) quﬁﬁj %*4’ V012
Alcon Research, Ltd. fEPN& Bl
Pharmacokinetics of AL-6515 and Amfenac
Following a 0.5 mg/kg Intravenous Dose of AL-6515
and  Pharmacokinetics and  Metabolism  of
14 : : - ,
4227 42224 C-AL-6515 Following a Single 0.5 mgkg | =pfmigfh M4
s Intravenous Dose to Male Cynomolgus Monkeys Vol.2
RP-41* )
Alcon Research, Ltd. fEN&E}
Toxicokinetics of Nepafenac and Amfenac in
Toxicology Study N-01*  : Six-Month Topical
Ocular Irritation and Systemic Toxicity Evaluation of | - M4
42225 Nepafenac Ophthalmic Suspension in Pigmented r Al R Vol.2
Rabbits ®RP-42* )
Alcon Research, Ltd. L&}
Toxicokinetics of AL-6515 (Nepafenac) and
AL-6295 (Amfenac) in Toxicology Study N-02*
9-Month Topical Ocular Safety Evaluation of | - M4
4222.6 Nepafenac Ophthalmic Suspension in Pigmented w Al R Vol.2
Rabbits ®RP-43* )
Alcon Research, Ltd. fEPNEE
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Toxicokinetics of Nepafenac and Amfenac in
Toxicology Study N-03* . Three-Month Topical
Ocular Irritation and Systemic Toxicity Evaluation of | _ - M4
42227 AL-6515 Ophthalmic Suspension in Nonhuman R A Vol.2
Primates RP-44* )
Alcon Research, Ltd. fEPN&E!
Toxicokinetics of Nepafenac (AL-6515) and Amfenac
(AL-6295) in Toxicology Study N-04*
42228 Six-Month Oral (Gavage) Toxicity Study of AL-6515 SPGB M4
mn Rats @P-45* V012
PR
Retrospective Toxicokinetic Study of Nepafenac and
Amfenac in Pregnant Rats Following Repeated Oral I M4
42229 Doses of AL-6515 N-05* RP-46* ) AHIEERE oo
PR
Retrospective Toxicokinetic Study of Nepafenac and
Amfenac in Pregnant Rabbits Following Repeated M4
Oral Doses of  AL-6515 (N-06* S
42.22.10 R4+ ) AR | o
i
4223 5
Distribution of Nepafenac and Amfenac in Ocular
Tissues and Plasma Following a Single Topical
Ocular Administration of a 0.1% Nepafenac | _ = M4
4223.1 Ophthalmic Suspension to Male New Zealand White rAlh R Vol.3
Rabbits RP-48* )
Alcon Research, Ltd. L&}
Distribution of Radioactivity in Ocular Tissues
Following a Single Topical Ocular Dose of 0.3%
C-AL-6515 Ophthalmic Suspension to Male New e M4
42232 Zealand White and Dutch Belted Rabbits rAlfE Vol.3
RP-49* ) '
4223 Alcon Research, Ltd. L&}
Distribution of Radioactivity in Tissues of Sprague
Dawley Rats Following Single and Multiple Oral e M4
42233 Doses of C-AL-6515 ®RP-50* ) RHIEERE ) ops
Distribution of Radioactivity in Dams and Fetal Rats
Following a Single Oral Dose of '“C-AL-6515 I M4
42234 RP-51* ) AHIEERE | ors
The In Vitro Protein Binding of “C-AL-6515 in Rat,
42235 Monkey and Human Plasma ®P-52* ) S AIE K Vl\(;[l43
4224 R
Chromatographic Profiles of Radioactivity in Ocular
Tissues Following a Single Bilateral Topical Ocular
Dose of 0.3% '*C-Amfenac Amide (Nepafenac, B M4
4224 42241 AL-6515) Ophthalmic Suspension to New Zealand R A Vol.3
White Rabbits. RP-53* )
Alcon Research, Ltd. fEPN& k!
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Chromatographic Profiles of Radioactivity in Plasma
and Urine Following a 0.5 mg/kg Intravenous Dose

42242 of '“C-Amfenac Amide (Nepafenac, AL-6515) in S A R M4
Sprague-Dawley Rats. RP-54* ) Vol.3
Alcon Research, Ltd. fEPN& k!
Chromatographic Profiles of Radioactivity in Plasma
and Urine Following an 0.5 mg/kg Intravenous Dose
422453 of ""C-Amfenac Amide (Nepafenac, AL-6515) in = A B M4
Cynomolgus Monkeys. ®RP-55* ) Vol.3
Alcon Research, Ltd. fEPNEE
Chromatographic Profiles of Radioactivity in Plasma
and Urine Following an Oral Dose of '“C-Nepafenac
(AL-6515) in Healthy Human Male Volunteers from | ) M4
42244 StudyC-03*  RP-56* ) FEAmE B Vol.3
I
B R
The Identification of Metabolites in Human Plasma
and Urine Following an Oral Dose of '“C-Nepafenac
42245 (AL-6515) to Healthy Human Male Volunteers | =y fpi} M4
224 RP_57* ) = Vol.3
e
4225 HEitt
Excretion and Mass Balance of Radioactivity in Male
Sprague Dawley Rats Following a Single Intravenous | M4
4225.1 Dose of “C-AL-6515 RP-58* ) BAli s Vol.3
4.2.2.5 : - ' '
Secretion of Radioactivity in Milk of Lactating Rats
Following a Single Oral Dose of "“C-AL-6515| M4
42252 RP-59* ) AP A A} Vol.3
42.2.6 EVBEBFHEMEEER (JEEER)
Evaluation of Inhibitory Potential of AL-6515
Towards Metabolic Activities of cDNAexpressed M4
Human Cytochrome P450 Isozymes | = fir s
4226.1 b | L VST
PR
Inhibitory Potential of AL-6295 (Amfenac) on
4226 Human Hepatic Microsomal Cytochrome P450 | M4
422622 Isozyme Activities RP-61* ) rA AR Vol.3
PR
The Effects of Nepafenac on Hepatic Microsomal
Enzyme Activities in Rats ®RP-62* ) = ol M4
42263 y PRI V13
T
4227 ZOMOEMBEHR
M4

4227 YL

Vol.3
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4231 HEHRESHEHR
Single-Dose Topical Ocular Study in Pigmented
Rabbits with Nepafenac Ophthalmic Suspension | e M4
423.1.1 (AL-6515) RP-63* ) RA Ak Vol.4
Alcon Research, Ltd. fEN&E}
Acute Oral Toxicity of AL06515 in Mice (Up and
4.2.3.1 423.12 Down Procedure) ®P-64* ) A \%t
Alcon Research, Ltd. fEPN& k!
Acute Oral Toxicity of AL06515 in Rats (Up and
423.13 Down Procedure) - &P-65* T B
Alcon Research, Ltd. fEPN& k!
4232 REHSSHHER
Acute Study to Assess Local Irritation and Tolerance
in New Zealand White Rabbits Exposed to Aged
42321 Nepafenac Drug Product =AM B M4
2.3.2. RP-66* ) - Vol .4
Alcon Research, Ltd. fEPN& k!
Topical Ocular Irritation Evaluation of Nepafenac
Ophthalmic Suspension Used in Conjunction with M4
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