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... Sinus bradycardia, sick sinus
syndrome, sino-atrial block, second or
third degree atrioventricular block not
controlled with pace-maker, overt cardiac
failure, cardiogenic shock.

... Sinus bradycardia, second or third
degree atrioventricular block, overt
cardiac failure, cardiogenic shock.

Contraindications

Neither nevi nor freckles of the iris have
been affected by treatment. No
accumulation of pigment in the trabecular
meshwork or elsewhere in the anterior
chamber has been observed in clinical
trials. Before treatment is instituted
patients should be informed of the
possibility of a change in eye color.
Unilateral treatment can result in
permanent heterochromia. There is no
documented experience with latanoprost
in inflammatory, neovascular, chronic
angle closure glaucoma, in open angle
glaucoma of pseodophakic patients and
in pigmentary glaucoma. Therefore it is
recommended that XALACOM ® should
be used with caution in these conditions
until more experience is obtained.

Latanoprost should be used with caution
in patients with a history of herpetic
keratitis, and should be avoided in cases
of active herpes simplex keratitis and in
patients with a history of recurrent
herpetic keratitis specifically associated
with prostaglandin analogues.

Macular oedema, including cystoid
macular oedema, has been reported
during treatment with latanoprost. These
reports have mainly occurred in aphakic
patients, in pseudophakic patients with a
torn posterior lens capsule, or in patients
with known risk factors for macular
oedema. XALCOM ® should be used
with caution in these patients.

Neither nevi nor freckles of the iris have
been affected by treatment. No
accumulation of pigment in the trabecular
meshwork or elsewhere in the anterior
chamber has been observed in clinical
trials. Before treatment is instituted
patients should be informed of the
possibility of a change in eye color.
Unilateral treatment can result in
permanent heterochromia. There is no
documented experience with latanoprost
in inflammatory, neovascular, chronic
angle closure or congenital glaucoma, in
open angle glaucoma of pseodophakic
patients and in pigmentary glaucoma.
Therefore it is recommended that
XALACOM ® should be used with caution
in these conditions until more experience
is obtained.

Macular oedema, including cystoid
macular oedema, has been reported
during treatment with latanoprost. These
reports have mainly occurred in aphakic
patients, in pseudophakic patients with a
torn posterior lens capsule, or in patients
with  known risk factors for macular
oedema. XALCOM ® should be used with
caution in these patients.

Special warnings
and special
precautions for use




The potential exists for additive effects
resulting in systemic hypotension and/or
marketed bradycardia when timolol
maleate is administered with:

e Calcium channel blockers

e Catecholamine-depleting drugs or
beta-adrenergic blocking agents

¢ Antiarrythmics (including
Amiodarone)

o Digitalis glycosides

e guanethidine

The potential exists for additive effects
resulting in systemic hypotension and/or
marketed bradycardia when timolol
maleate is administered with:

e Calcium channel blockers

e Catecholamine-depleting drugs or
beta-adrenergic blocking agents

e Antiarrythmics

o Digitalis glycosides

Interactions with
other medicinal
products and other
forms of interaction

Latanoprost: There are no adequate and
well-controlled studies in pregnant
woman. Studies in animals have shown
reproductive toxicity (see Pre-clinical
safety data).The potential risk for
humans is unknown.

Timolol: Well controlled epidemiological
studies with systemic use of beta-
blockers did not indicate malformative
effects, but some pharmacological
effects such as bradycardia have already
been observed in foetuses or neonates.
Consequently XALACOM ® should not
be used during pregnancy (see Pre-
clinical safety data).

Latanoprost-timolol maleate should be
used during pregnancy only if the
potential benefit justifies the potential risk
to the fetus.

Latanoprost: There are no adequate and
well-controlled studies in pregnant
woman. Studies in animals have shown
reproductive toxicity (see Pre-clinical
safety data).The potential risk for humans
is unknown.

Timolol: Well controlled epidemiological
studies with systemic use of beta-
blockers did not indicate malformative
effects, but some pharmacological effects
such as bradycardia have already been
observed in foetuses or neonates.
Consequently XALACOM ® should not
be used during pregnancy (see Pre-
clinical safety data).

Pregnancy

Nervous System Disorders: Dizziness

Eye Disorders: Corneal edema and
erosions ;eyelash and vellus hair
changes (increased length, thickness,
pigmentation, and number); iritis/uveitis ;
macular edema, including cystoid
macular edema ; misdirected eyelashes
sometimes resulting in eye irritation ;
vision blurred, photophobia, periorbital
and lid changes resulting in deepening of
the eyelid sulcus. (See section Special
Warnings and Special Precautions for

Use — Latanoprost)

Respiratory, Thoracic and Mediastinal
Disorders: Asthma, asthma aggravation,
acute asthma attacks, and dyspnea.

Skin and Subcutaneous Tissue
Disorders: Darkening of the palpebral
skin of the eyelids and localized skin
reaction on the eyelids.

Nervous System Disorders: Dizziness

Eye Disorders: Corneal edema and
erosions ;eyelash and vellus hair
changes (increased length, thickness,

pigmentation, and number); iritis/uveitis ;
macular edema, including cystoid
macular edema ; misdirected eyelashes
sometimes resulting in eye irritation ;
vision blurred, (See section Special
Warnings and Special Precautions for

Use — Latanoprost)

Respiratory, Thoracic and Mediastinal
Disorders: Asthma, asthma aggravation,
acute asthma attacks, and dyspnea.

Skin and Subcutaneous Tissue
Disorders: Darkening of the palpebral
skin of the eyelids and localized skin
reaction on the eyelids.

Musculoskeletal and Connective Tissue
Disorders: Muscle / joint pain.

Post marketing
surveillance




Musculoskeletal and Connective Tissue

General Disorders and Administration

Disorders: Muscle / joint pain.

General Disorders and Administration
Site Conditions: Non-specific chest pain.

Infections and _Infestations: Not known:
herpetic keratitis

Immune System Disorders: Signs and
symptoms of systemic allergic reactions
including anaphylaxis, angioedema,
urticaria, pruritus and localized and
generalized rash.

...Psychiatric disorders: Behavioral
changes and psychic disturbances
including confusion, hallucinations,
anxiety, disorientation, nervousness and
memory loss; decreased libido; insomnia;
depression and nightmares.

Nervous System Disorders: Cerebral
ischemia, cerebral vascular accident,
dizziness, increase in signs and
symptoms of myasthenia gravis,
paresthesia, somnolence, headache and
syncope.

Eye Disorders: Cystoid macular edema;
decreased corneal sensitivity; signs and
symptoms of ocular irritation (e.g.
burning stinging, itching tearing.
Redness), blepharitis, keratitis, vision
blurred and dry eyes, corneal erosion;
choroidal detachment following filtration
surgery...

...Cardiac Disorders: Arrythmia,
bradycardia, atrioventricular block,
congestive heart failure, cardiac arrest,
cardiac failure....

...Gastrointestinal Disorders: Diarrhea,
dry mouth, dysgeusia, dyspepsia,
nausea, vomiting, abdominal pain and
retroperitoneal fibrosis.

Skin and Subcutaneous Tissue
Disorders: Alopecia, pseudopemphigoid,
skin rash and psoriasiform rash or
exacerbation of psoriasis.

Musculoskeletal and Connective Tissue
Disorders: Systemic lupus
erythematosus and myalgia.

Reproductive System and Breast
Disorders: Decreased libido, impotence,
sexual dysfunction and Peyronie's
disease...

Site Conditions: Non-specific chest pain.

Immune System Disorders: Signs and
symptoms of systemic allergic reactions
including  anaphylaxis,  angioedema,
urticaria and localized and generalized
rash.

...Psychiatric disorders: Behavioral
changes and psychic disturbances
including confusion, hallucinations,

anxiety, disorientation, nervousness and
memory loss; decreased libido; insomnia
and nightmares.

Nervous System Disorders: Cerebral
ischemia, cerebral vascular accident,
dizziness, increase in signs and
symptoms of myasthenia  gravis,

paresthesia, somnolen and syncope.

Eye Disorders: Cystoid macular edema;
signs and symptoms of ocular irritation,
blepharitis, keratitis and dry eyes,
choroidal detachment following filtration
surgery...

...Cardiac Disorders: Arrythmia,
bradycardia, cardiac arrest, cardiac
failure....

...Gastrointestinal Disorders: Diarrhea,
dry mouth, dyspepsia, nausea and
retroperitoneal fibrosis.

Skin and Subcutaneous Tissue
Disorders: Alopecia, pseudopemphigoid
and psoriasiform rash or exacerbation of
psoriasis.

Musculoskeletal and Connective Tissue
Disorders: Systemic lupus
erythematosus.

Reproductive System and Breast
Disorders: Impotence and Peyronie's
disease...




Mechanism of action

XALACOM ® consists of two
components: latanoprost and timolol
maleate. These two components
decrease elevated intraocular pressure
(IOP) by different mechanism of action
and the combined effect results in
additional IOP reduction compared to
either compound administered alone.
Latanoprost, a prostaglandin F2alpha
analogue, is a selective prostanoid FP
receptor agonist that reduces the IOP by
increasing the outflow of aqueous
humour. The main mechanism of action
is increased uveoscleral outflow.
Additionally, some increase in outflow
facility (decrease in trabecular outflow
resistance) has been reported in man.
Latanoprost has no significant effect on
the production of aqueous humour, the
blood-aqueous barrier or the intraocular
blood circulation. Chronic treatment with
latanoprost in monkey eyes, which had
undergone extracapsular lens extraction
did not affect the retinal blood vessels as
determined by fluorescein angiography.
Latanoprost has not induced fluorescein
leakage in the posterior segment of
pseudophakic human eyes during short
term treatment. Latanoprost in clinical
doses has not been found to have any
significant pharmacological effects on the
cardiovascular or respiratory system.
Timolol is a beta-1 and beta-

2 (non selective) adrenergic

receptor blocking agent that

has no significant intrinsic
sympathomimetic, direct

myocardial depressant or
menbrance-stabilising activity.
Beta-adrenergic receptor

blockade reduces cardiac

output in both healthy

subjects and patients with

heart disease. In patients

with severe impairment of

myocardial function, beta-

adrenergic receptor blockade

may inhibit the

stimulatoryeffect of the

sympathetic nervous system

necessary to maintain

adequate cardiac function.
Beta-adrenergic receptor blockade in the
bronchi and bronchioles results in
increased airway resistance from
unopposed parasympathetic activity.
Such an effect in patients with asthma or
other bronchospastic conditions is
potentially dangerous (See section
Contraindications and section Special

Mechanism of action

XALACOM ® consists of two
components: latanoprost and timolol
maleate. These two components
decrease elevated intraocular pressure
(IOP) by different mechanism of action
and the combined effect results in
additional IOP reduction compared to
either compound administered alone.
Latanoprost, a prostaglandin F2alpha
analogue, is a selective prostanoid FP
receptor agonist that reduces the IOP by
increasing the outflow of aqueous
humour. The main mechanism of action
is increased uveoscleral outflow.
Additionally, some increase in outflow
facility (decrease in trabecular outflow
resistance) has been reported in man.
Latanoprost has no significant effect on
the production of aqueous humour, the
blood-aqueous barrier or the intraocular
blood circulation. Chronic treatment with
latanoprost in monkey eyes, which had
undergone extracapsular lens extraction
did not affect the retinal blood vessels as
determined by fluorescein angiography.
Latanoprost has not induced fluorescein
leakage in the posterior segment of
pseudophakic human eyes during short
term treatment. Timolol is a beta-1 and
beta-2 (non selective) adrenergic
receptor blocking agent that has no
significant intrinsic sympathomimetic,
direct myocardial depressant or
menbrance-stabilising activity. Beta-
adrenergic receptor

Pharmacodynamic
properties




Warnings and Special Precautions for
Use — Timolol Maleate).

Timolol maleate ophthalmic solution,
when applied topically on the eye, has
the action of reducing elevated as well as
normal intraocular pressure, whether or
not accompanied by glaucoma. Elevated
intraocular pressure is a major risk factor
in the pathogenesis of glaucomatous
visual field loss. The higher the level of
intraocular pressure, the greater the
likelihood of glaucomatous visual field
loss and optic nerve damage.
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