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Respiratory disorders Respiratory disorders 4.4
Respiratory reactions, including death due to | Respiratory reactions, including death due | Special
bronchospasm in patients with asthma, have to bronchospasm in patients with asthma, warnings
been reported following administration of some | have been reported following administration | and special
ophthalmic beta-blockers. of timolol maleate. DuoTrav should be used | precaution

with caution, in patients with mild/moderate | s for use

DuoTrav should be used with caution, in
patients with mild/moderate chronic obstructive
pulmonary disease (COPD) and only if the
potential benefit outweighs the potential risk.

Muscle weakness

Beta-adrenergic blocking medicinal products
have been reported to potentiate muscle
weakness consistent with certain myasthenic
symptoms (eg, diplopia, ptosis and generalised
weakness).

Hyperthyroidism

Beta-blockers may mask the signs of
hyperthyroidism.

Ocular effects

Travoprost may gradually change the eye
colour by increasing the number of
melanosomes (pigment granules) in
melanocytes. Before treatment is instituted,
patients must be informed of the possibility of a
permanent change in eye colour. Unilateral
treatment can result in permanent
heterochromia. The long-term effects on the
melanocytes and any consequences thereof
are currently unknown. The change in iris
colour occurs slowly and may not be
noticeable for months to years. The change in
eye colour has predominantly been seen in
patients with mixed coloured irides, i.e., blue-
brown, grey-brown, yellow-brown and green-
brown; however, it has also been observed in
patients with brown eyes. Typically, the brown
pigmentation around the pupil spreads
concentrically towards the periphery in affected
eyes, but the entire iris or parts of it may

chronic obstructive pulmonary disease
(COPD) and only if the potential benefit
outweighs the potential risk.

Ocular effects

Travoprost may gradually change the eye
colour by increasing the number of
melanosomes (pigment granules) in
melanocytes. Before treatment is instituted,
patients must be informed of the possibility
of a permanent change in eye colour.
Unilateral treatment can result in
permanent heterochromia. The long-term
effects on the melanocytes and any
consequences thereof are currently
unknown. The change in iris colour occurs
slowly and may not be noticeable for
months to years. The change in eye colour
has predominantly been seen in patients
with mixed coloured irides, i.e., blue-brown,
grey-brown, yellow-brown and green-
brown; however, it has also been observed
in patients with brown eyes. Typically, the
brown pigmentation around the pupil
spreads concentrically towards the




become more brownish. After discontinuation
of therapy, no further increase in brown iris
pigment has been observed.

In controlled clinical trials, periorbital and/or
eyelid skin darkening in association with the
use of travoprost has been reported.

Periorbital and lid changes including
deepening of the eyelid sulcus have been
observed with prostaglandin analogues.

Travoprost may gradually change eyelashes in
the treated eye(s); these changes were
observed in about half of the patients in clinical
trials and include: increased length, thickness,
pigmentation, and/or number of lashes. The
mechanism of eyelash changes and their long
term consequences are currently unknown.

Travoprost has been shown to cause slight
enlargement of the palpebral fissure in studies
in the monkey. However, this effect was not
observed during the clinical trials and is
considered to be species specific.

There is no experience of DuoTrav in
inflammatory ocular conditions; nor in
neovascular, angle-closure, narrow-angle or
congenital glaucoma and only limited
experience in thyroid eye disease, in open-
angle glaucoma of pseudophakic patients and
in pigmentary or pseudoexfoliative glaucoma.

Macular oedema has been reported during
treatment with prostaglandin F,, analogues.
Caution is recommended when using DuoTrav
in aphakic patients, pseudophakic patients with
a torn posterior lens capsule or anterior
chamber lenses, or in patients with known risk
factors for cystoid macular oedema.

In patients with known predisposing risk factors
for iritis/uveitis, and in patients with active
intraocular inflammation, DuoTrav can be used
with caution.

periphery in affected eyes, but the entire iris
or parts of it may become more brownish.
After discontinuation of therapy, no further
increase in brown iris pigment has been
observed.

In controlled clinical trials, periorbital and/or
eyelid skin darkening in association with the
use of travoprost has been reported.
Travoprost may gradually change
eyelashes in the treated eye(s); these
changes were observed in about half of the
patients in clinical trials and include:
increased length, thickness, pigmentation,
and/or number of lashes. The mechanism
of eyelash changes and their long term
consequences are currently unknown.
Travoprost has been shown to cause slight
enlargement of the palpebral fissure in
studies in the monkey. However, this effect
was not observed during the clinical trials
and is considered to be species specific.
There is no experience of DuoTrav in
inflammatory ocular conditions; nor in
neovascular, angle-closure, narrow-angle
or congenital glaucoma and only limited
experience in thyroid eye disease, in open-
angle glaucoma of pseudophakic patients
and in pigmentary or pseudoexfoliative
glaucoma.

Caution is recommended when using
DuoTrav in aphakic patients, pseudophakic
patients with a torn posterior lens capsule
or anterior chamber lenses, or in patients
with known risk factors for cystoid macular
oedema.

In patients with known predisposing risk
factors for iritis/uveitis, DuoTrav can be
used with caution.

The hypertensive reaction to sudden
withdrawal of clonidine can be potentiated
when taking beta-blockers.

The hypertensive reaction to sudden
withdrawal of clonidine can be potentiated
when taking beta-blockers.

Potentiated systemic beta-blockade (e.g.,
decreased heart rate, depression) has been
reported during combined treatment with
CYP2D6 inhibitors (e.g. quinidine, fluoxetine,
paroxetine) and timolol.

Mydriasis resulting from concomitant use of
ophthalmic beta-blockers and adrenaline
(epinephrine) has been reported occasionally.

The hypertensive reaction to sudden
withdrawal of clonidine can be potentiated
when taking beta-blockers.

Beta-blockers may increase the
hypoglycaemic effect of antidiabetic agents.
Beta-blockers can mask the signs and
symptoms of hypoglycaemia (see section
4.4).
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Pregnancy Pregnancy 4.6

Travoprost has harmful pharmacological Travoprost has harmful pharmacological Pregnancy

effects on pregnancy and/or the foetus/new- effects on pregnancy and/or the and

born child. foetus/new-born child. lactation
o There are no adequate data for the use of

There are no or limited amount of data from timolol in pregnant women. Timolol should

the use of DuoTrav or the individual not be used during pregnancy unless

components in pregnant women. Timolol clearly necessary.

should not be used during pregnancy unless

clearly necessary.

Breastfeeding Breastfeeding

It is unknown whether travoprost from eye Itis un_known whej[her travoprost f”’”.“ eye

drops is excreted in human breast milk. Animal dro_ps IS exc_reted in human breast_mllk.

studies have shown excretion of travoprost and Animal studies have sh'own' excretion Qf

metabolites in breast milk. Timolol is excreted | [ravoprost and meta_lbolltes n b'reast milk.

in breast milk having the potential to cause Timolol is ex_creted In brgast m!lk. However,

serious adverse reactions in the breastfeeding at_therapeutlc doses (_)f'nmolol in eye drops

infant. However, at therapeutic doses of timolol Itis not Ilkel_y that sufflqlent amounts W.Ol.JId

in eye drops it is not likely that sufficient be present in breast milk to produc_e clinical

amounts would be present in breast milk to symptoms of beta—_blockade In the infant. To

produce clinical symptoms of beta-blockade in redu_ce the systemic absorption, see

the infant. To reduce the systemic absorption, section 4.2.

see section 4.2.

DuoTrav has no or negligible influence on the | As with any eye drop, temporary blurred 4.7

ability to drive and use machines. vision or other visual disturbances may Effects on

As with any eye drop, temporary blurred vision | affect the ability to drive or use machines. If | ability to

or other visual disturbances may occur If blurred vision occurs at instillation, the drive and

blurred vision occurs at instillation, the patient | Patient must wait until the vision clears use

must wait until the vision clears before driving | Pefore driving or using machinery. machines

or using machines

Summary of the safety profile In clinical studies involving 938 patients, 4.8

In clinical studies involving 2170 patients DuoTrav (benzalkonium chloride- Undesirabl

preserved) was administered once-daily. e effects

treated with DuoTrav the most frequently
reported treatment-related adverse reaction
was ocular hyperaemia (12.0%).

Tabulated summary of adverse reactions

The following adverse reactions listed in the
table below were observed in clinical studies or
with post-marketing experience.

System Adverse

Organ Frequency ;
Reactions

Class

Immune

system Uncommon | hypersensitivity.

disorders

Psychiatr | Rare nervousness.

The most frequently reported treatment-
related undesirable effect was ocular
hyperaemia (15.0%). Almost all patients
(96%) who experienced ocular hyperaemia
did not discontinue therapy as a result of
this event.

The following adverse reactions listed in the
table below were observed in clinical
studies or with post-marketing experience.

DuoTrav (benzalkonium chloride-preserved)

System Frequency | Adverse
Organ Reactions
Class
Common heart rate
Cardiac irregular,
disorders heart rate
decreased
Uncommon | arrhythmia




ic
disorders

Not known

depression.

Nervous
system
disorders

Common

dizziness,
headache

Not known

cardiac
failure,
tachycardi
a

Not known

cerebrovascular

accident,
syncope,
paraesthesia

Eye
disorders

Very
common

ocular
hyperaemia

Common

punctate
keratitis, eye
pain, visual
disturbance,

vision blurred,

dry eye, eye

pruritus,-ocular
discomfort, eye

irritation.

Nervous
system
disorders

Common

dizziness,
headache

Not known

cerebrovas
cular
accident,
syncope,
paraesthes
ia

Uncommon

keratitis, iritis,
anterior
chamber
inflammation,
blepharitis,
photophobia,
visual acuity
reduced,

asthenaopia, eye

swelling,
lacrimation
increased,
erythema of

eyelid, growth of
eyelashes, eye

allergy,
conjunctival

oedema, eyelid

oedema

Rare

corneal erosion,
meibomianitis,

conjunctival

haemorrhage,

eyelid margin
crusting,
trichiasis,
distichiasis.

Not known

macular

oedema,-eyelid
ptosis, corneal

disorder

Cardiac
disorders

Uncommon

bradycardia.

Rare

arrhythmia,
heart rate

Eye
disorders

Very
common

eye
irritation,
ocular
discomfort,
ocular
hyperaemi
a

Common

punctate
keratitis,
anterior
chamber
inflammati
on, eye
pain,
photophobi
a, eye
swelling,
conjunctiva
I
haemorrha
ge, corneal
staining,
abnormal
sensation
in eye,
visual
acuity
reduced,
visual
disturbanc
e, vision
blurred,
dry eye,
eye
pruritus,
conjunctivit
is,
lacrimation
increased,
eyelid
irritation,
erythema
of eyelid,
blepharitis,
asthenopia
, growth of




irregular. eyelashes
cardiac failure, Uncommon | corneal
tachycardia, erosion,
Not known | .hast pain keratitis,
palpitations. eyglld
pain, eye
allergy,
Vascular | Uncommon Eype[tens_ion, lconj(;mctiva
disorders yzo ension. e;)/g”gma,
oedema
Not known peripheral oedema,
eyelids
pruritus
_ Uncommon | dyspnoea, Rare iritis
Respirat postnasal drip.
?hrg’racic gysphr(])nia, Not known | macular
ronchospasm,
and cough, throat gggjirr?c?{ivit
mediasti | Rare irritation, is, eyelid
nal oropharyngeal ptosis,
disorders pain, nasal corneal
discomfort. disorder
Not known | asthma. Common bronchosp
Gastroint Respirat asm
estinal | Not known | dysgeusia ory, | Uncommon | dyspnoea,
disorders thoracic cough,
. and oropharyn
alanine mediasti geal pain,
Hepatobi ammotransferas nal throat
liary Rare e increased, disorders irritation,
disorders aspartate ¢ nasal
aminotanstrss
postnasal
drip
dermatitis Not known | asthma
. Uncommon | contact, Renal Uncommon | chromaturi
Skin and hypertrichosis and a
subcutan — - :
cous urticaria, skin urinary
tissue discolouration, disorders -
disorders | Rare alopecia, skin _ Common urticaria,
hyperpigmentati Skin and skin _
on (periocular). subcutan hyperplgm
Not known rash eous entqtlon
: tissue (periocular
Musculo disorders )
skeletal Uncommon | dermatitis
and . | Rare pain in extremity contagt
connecti Rare alopecia
ve tissue Not known | rash
disorders Musculo | Common pain in
Renal skeletal extremity
and . and
urinary Uncommon | chromaturia. connecti
disorders ve tissue
General | Rare thirst, fatigue. disorders
disorders Vascular | Common blood
and disorders pressure

increased,




administr
ation site
condition
S

blood
pressure
decreased

General | Uncommon | thirst

disorders | Not known | chest pain

and

administr

ation site

condition

S

Hepatobi | Uncommon | alanine

liary aminotrans

disorders ferase
increased,
aspartate
aminotrans
ferase
increased

Psychiatr | Common nervousne

ic Ss

disorders | Not known | depression

A topical overdose with DuoTrav is not likely to
occur or to be associated with toxicity.

In case of accidental ingestion, symptoms of
overdose from systemic beta blockade may
include bradycardia, hypotension,
bronchospasm and heart failure.

If overdose with DuoTrav occurs, treatment
should be symptomatic and supportive. Timolol
does not dialyse readily.

A topical overdose with travoprost is not
likely to occur or to be associated with

toxicity.

The most common symptoms of a systemic

timolol overdose are bradycardia,
hypotension, bronchospasm and heart

failure.

If overdose with DuoTrav occurs, treatment
should be symptomatic. Timolol does not

dialyse readily.

4.9
Overdose
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