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PATASYN

(Olopatadine Hydrochloride Ophthalmic Solution USP 0.2% w/v)
QUALITATIVE AND QUANTITATIVE COMPOSITION

Active ingredient: 2.22 mg Olopatadine Hydrochloride USP equivalent to 2 mg
Olopatadine

The fulllist of excipients is listed at the end of this leaflet.
PHARMACEUTICAL FORM

Ophthalmic drops

Clear colourless to pale yellow solution
PHARMACODYNAMICS

ATC Code: S01GX09

Pharmacotherapeutic group: ophthalmologicals; decongestant and antiallergics;
otherantiallergics

Olopatadine is a potent selective antiallergic/antihistaminic agent that exerts its
effects through multiple distinct mechanisms of actions. It antagonizes histamine
(the primary mediator of allergic response in humans) and prevents histamine
induced inflammatory cytokine production by human conjunctival epithelial cells. It
may act on human conjunctival mast cells to inhibit the release of pro-inflammatory
mediators.

In patients with patent nasolacrimal ducts, topical ocular administration of
olopatadine Eye Drops, Solution was suggested to reduce the nasal signs and
symptoms that frequently accompany seasonal allergic conjunctivitis. It does not
produce a clinically significant change in pupil diameter.

PHARMACOKINETICS

Absorption

Olopatadine is absorbed systemically, as are other topically administered medicinal
products. However, systemic absorption of topically applied olopatadine is minimal
with plasma concentrations ranging from below the assay quantitation limit
(<0.5 ng/ml) up to 1.3 ng/ml. These concentrations are 50-to 200-fold lower than
those following well tolerated oral doses.

Biotransformation/ Metabolism

The major metabolites of olopatadine following oral administration in humans are
N-desmethyl olopatadine (M1) and olopatadine N-oxide (M3). N-desmethyl
olopatadine (M1) is almost exclusively demethylated by the cytochrome P-450
isozyme 3A4 (CYP3A4). Olopatadine was not an inhibitor of cytochrome P-450
isozymes and therefore drug-drug interactions due to metabolic interactions were
not expected.

In humans after topical ocular administration, N-desmethyl metabolite of
olopatadine (M1) was not quantifiable (<0.050 ng/mL) in plasma.

Elimination

The half-life of olopatadine in plasma was approximately eight to 12 hours, and
elimination was predominantly through renal excretion. Approximately 60-70% of
the dose was recovered inthe urine as active substance. Two metabolites, the mono-
desmethyl and the N-oxide, were detected at low concentrations inthe urine.

Since olopatadine is excreted in urine primarily as unchanged active substance,
impairment of renal function alters the pharmacokinetics of olopatadine with peak
plasma concentrations 2.3-fold greater in patients with severe renal impairment.
Olopatadine can be removed by haemodialysis.

No significant differences in the plasma concentrations (AUC), protein binding or
urinary excretion of unchanged parent drug and metabolites between the young and
elderly.

Dose adjustment is not expected to be necessary in the elderly or in the renally
impaired population. Liver metabolism is a minor route of elimination. Dose
adjustmentis not expected to be necessary with hepatic impairment.

Linearity/ Non-Linearity

Olopatadine showed a dose proportional increasing in exposure (Cpay and AUC) in

oculartissues aftertopical ocular instillation.
INDICATION

PATASYN is indicated for the temporary prevention of itching of the eye due to allergic
conjunctivitis.

POSOLOGY AND METHOD OF ADMINISTRATION

Adults
The recommended dose is one drop in each affected eye once a day.

Paediatric Use
Safety and effectiveness in paediatric patients below the age of 3 years have not
been established.

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

Method of Administration

« Fortopical ocular use only. Not for injection or oral use.

« Toprevent 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.

 Keepthe bottle tightly closed when notin use.

« In case of concomitant therapy with other topical ocular medicines, an interval of
5 minutes should be allowed between successive applications. Eye ointments
should be administered last.

« Patients should be advised notto wear a contact lens if their eye is red.

+ PATASYN should not be usedto treat contact lens related irritation.

CONTRAINDICATIONS
Hypersensitivity to the active substance orto any of the excipients.
WARNINGS AND PRECAUTIONS

PATASYN is an antiallergic/antihistaminic agent and, although administered
topically, is absorbed systemically. If signs of serious reactions or hypersensitivity
occur, discontinue the use of this treatment.

PATASYN contains benzalkonium chloride, a preservative that has been reported to
cause punctate keratopathy and/or toxic ulcerative keratopathy. Close monitoring is
required with frequent or prolonged use in dry eye patients, or in conditions where
the corneais compromised.

PATASYN contains benzalkonium chloride which may cause eye irritation and is
known to discolour soft contact lenses. Avoid contact with soft contact lenses.
Patients must be instructed to remove contact lenses prior to application of
PATASYN and wait at least 15 minutes before reinsertion.

INTERACTIONS WITH OTHER MEDICAMENTS
No clinically relevant interactions have been described.
PREGNANCY AND LACTATION

Fertility

Studies have not been performed to evaluate the effect of administration of
olopatadine on human fertility. Effects in non-clinical fertility studies in male and
female animals were observed only at dosages considered sufficiently in excess of
the maximum human exposure indicating little relevance to clinical use.

No effects on human fertility are anticipated since systemic exposure to olopatadine
is negligible by the topical ocular route (AUCq.q of 9.7 ng*hr/mL in humans
administered 1 drop of 0.77% olopatadine in both eyes once daily for 6.5 days).

Olopatadine can be used by women of childbearing potential.

Pregnancy

There are no or limited amount of data from the use of olopatadine in pregnant
women. Effects in non-clinical reproduction and developmental toxicity studies were
observed only at exposures considered sufficiently in excess of the maximum
human exposure indicating little relevance to clinical use.

No effects during pregnancy are anticipated since systemic exposure to olopatadine
is negligible by the topical ocular route (AUCq.q of 9.7 ng*hr/mL in humans
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administered 1 drop of 0.77% olopatadine in both eyes once daily for 6.5 days).

Before prescribing olopatadine to a pregnant woman, a physician should weigh the
benefit of administration to the woman to the risk of the foetus.

Breastfeeding

Available pharmacodynamic/toxicological data in animals have shown
excretion of olopatadine/metabolites in milk following high dose systemic
olopatadine administration. Radioactivity has been identified in the milk of
nursing rats at concentrations of 0.33 to 4.28 times that of plasma
concentrations (1,184 ng*hr/mL AUCq.o4 in lactating rat plasma) following a
1 mg/kg oral administration of 14C-olopatadine.

Based upon the low level of olopatadine present in human plasma following topical
ocular administration (AUCq.g of 9.7 ng*hr/mL in humans administered 1 drop of
0.77% olopatadine in both eyes once daily for 6.5 days), the concentration of
olopatadine potentially present in breast milk is expected to be negligible. However,
as there is no data available on the concentration of olopatadine/metabolites in
human milk following topical ocular administration, a risk to the suckling child
cannot be excluded.

Patients should be informed that antihistamines may affect the milk production of a
nursing mother. Before prescribing olopatadine to a nursing mother, a physician
should weigh the benefit of administration to the mother to the risk of the
breastfeeding child.

SIDEEFFECTS

No serious ophthalmic or systemic adverse reactions related to olopatadine were
reported. The most frequent treatment-related adverse reaction was eye pain.

Tabulated list of adverse reactions

System Organ Classification |Frequency |Adverse Reactions

Infections and infestations Uncommon |Rhinitis

Immune system disorders Not known |Hypersensitivity, swelling face
Nervous system disorders Common  |Headache, dysgeusia
Uncommon |Dizziness, hypoaesthesia
Not known |Somnolence

Eye disorders Common  |Eye pain, eye irritation, dry eye,
abnormal sensation in eyes

Uncommon |Corneal erosion, corneal epithelium
defect, corneal epithelium disorder,
punctate keratitis, keratitis, corneal
staining, eye discharge,
photophobia, vision blurred, visual
acuity reduced, blepharospasm,
ocular discomfort, eye pruritus,
conjunctival follicles, conjunctival
disorder, foreign body sensation in
eyes, lacrimation increased,
erythema of eyelid, eyelid oedema,
eyelid disorder, ocular hyperaemia

Not known |Corneal oedema, eye oedema, eye
swelling, conjunctivitis, mydriasis,
visual disturbance, eyelid margin
crusting

Respiratory, thoracic and Common  |Nasal dryness
mediastinal disorders

Not known |Dyspnoea, sinusitis
Gastrointestinal disorders Not known |Nausea, vomiting
Skin and subcutaneous tissue |Uncommon | Dermatitis contact, skin burning

disorders sensation, dry skin
Not known |Dermatitis, erythema
General disorders and Common  |Fatigue

administration site conditions

Not known |Asthenia, malaise

Cases of corneal calcification have been reported very rarely in association with the
use of phosphate containing eyedrops in some patients with significantly damaged
corneas.

SYMPTOMS AND TREATMENT OF OVERDOSE

No data are available in humans regarding overdose by accidental or deliberate
ingestion. In the case of overdose, appropriate monitoring and management of the
patient should be implemented.

EFFECTS ON ABILITY TO DRIVE OR USE MACHINE

Olopatadine is a non-sedating anti-histamine. Temporary blurred vision after drop
use, or other visual disturbances may affect the ability to drive or use machines. If
blurred vision occurs after instillation, the patient must wait until the vision clears
before driving or using machinery.

LIST OF EXCIPIENTS

Benzalkonium chloride

Edetate disodium

Povidone K 30

Dibasic sodium phosphate anhydrous
Sodium chloride

Hydrochloric acid

Sodium hydroxide

Water for injection

Nitrogen

STORAGE CONDITION

Store below 30°C. Discard 28 days after opening.
SHELF LIFE

24 months.

PACKAGING AVAILABLE

2.5 mL of solution in white, round LDPE bottle attached with a transparent LDPE
nozzle. The bottle is closed with a white HDPE tamper evident screwcap. One bottle
per outer box with leaflet.
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