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NAME OF THE MEDICINAL PRODUCT
DUOTRAV 40 micrograms/ml + 5 mg/ml eye drops, solution (travoprost and timolol)

ON
ALITATIVE AND QUANTITATIVE COMPOSITI ' |
%ml n?gnlutinn contains 40 micrograms of travoprost and 5 mg of timolol (as w00l maleale).

| - i tive).
tains 10 microgram polyquaternium-| (POLYQUAD* preserva |
gi?:i:r?lgvinz :Hnuolﬂiu;lll:;tn: ml of solution contains 7.5 Mg propylene glycol and 1 mg polyoxyethylene hydrogenated castor oil 40 (see section 4.4)

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

= Eye drops, solution |
—Ciearcolouriess to hght yellow solution

4. CLINICAL PARTICULARS

[‘)'l}o'rtn:evr*a::: grir:):d:ﬁ::;?: : travoprost, a prostaglandin analogue, and timolol, a non-selective beta-adrenergic receptor blocking agent (beta-blocker).
DUOTRAV eye drops IS indicated for the decrease of intraocular pressure (I0P) in adult patients with open-angle glaucoma or ocular hypertension who

are insufficiently responsive to topical beta-blockers of prostaglandin analogues (see section 5.1).

42 Posology and method of administration
Posology

: , ‘ rly population -
jise In am:;ts;‘ E:El; [::%IJEE}HEIE: E:PD{!?DF_H in the conjunctival sac of the affected eye(s) once daily, in the morning or evening. It should be administered
The dose g :

at the same time each day |
If a dose is missed, treatment should be continued with the next dose as normal. The dose should not exceed 1 drop in the affected eye(s) once daily

since it has heen shown that more frequent administration of prostaglandin analogues may decrease the intraocular pressure lowering effect.
r thnsl batituting anotier opnhalmic antiglaucoma medicinal product with DUOTRAV eye drops, the other medicinal product should be discontinued
and DUOTRAV eye drops should be started the following day.

Special populations

Use in children ‘
The use of DUOTRAV eye drops in paediatric patients is currently not recommended. The safety and efficacy of the use of DUOTRAV eye drops in

children and adolescents below the age of 18 years have not been established. No data are available.

Use in patients with hepatic or renal impairment | | |
No studies have been conducted with DUQTRAV eye drops or with timolol 5 mg/ml eye drops in patients with
has been studied in patients with mild to severe hepatic impairment and in patients with mild to severe renal
as 14 mli/min). No dose adjustment was necessary in these patients.

Patients with hepatic or renal impairment are unlikely to require dose adjustment with DUOTRAV eye drops (see secti

Method of administration
,- For oenlar 1ee.

hepatic or renal impairrent. fravoprost
impairment (creatinine clearance as low

on 5.2)

- .

the palient should-renove the protecuve overwrap immediately prior to initial use.

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. Keep the bottle tightly closed when not in use.

When using nasolacrimal occlusion or closing the eyelids for 2 minutes, the systemic absorption is reduced. This may result in a de
side effects and an increase in local activity.

if more than one topical ophthalmic medicinal product is being used, the medicinal products should be administered at
Eye ointments should be administered last.

Patients must be instructed to remove contact lenses prior to application of DUOTRAV eye drops and wait at least 15 minutes before reinsertion.

4.3 Contraindications

* Hypersensitivity to the active substances or to any of the excipients listed in section 6.1.

* Hypersensitivity ‘o other beta-blockers , |

* Reaclge anviey disease=including oronchal asinmy or a history of bronchial asthma, severe chronic obstructive pulmonary .dusaase. o !

* Sinus bradycardia; sick smus syndrome tnciuding sino-atnat biock), second or third degree atrioventricular block, overt cardiac failure or cardiogenic shock.
e Severe allergic rhinitis.

* Corneal dystrophies.

4.4 Special warnings and precautions for use

General .

* Like other topically applied ophthalmic agents, travoprost and timolol are absorbed systemically. Due to the beta-blocker component, tnmuloi the
same types of cardiovascular, pulmonary and other adverse reactions seen with systemic beta-blockers may occur. 1911

Cardiac disorders . .

* |n patients with cardiovascular diseases (e.g. coronary heart disease, Prinzmetal’s angina and cardiac failure) and hypoten;mn. mgrapy with
beta-blockers should be critically assessed and the therapy with other active substances should be considered. Patients with cardiovascular

~diseases should be watched for signs of deterioration of these diseases and for adverse reactions.

crease in systemic

least 5 minutes apar

Vascular disorders |
* Patients with severe peripheral cirsuiatory disturbange/disarders fi.e. severe forms of Raynaud's disease or Raynaud’s syndrome) should be treated

* Respiratory reactions, including death due to bronchospasm in patients with asthma, have been reported following administration of some
ophthalmic beta-blockers.

* Beta-blockers should be administered with caution in patients subject to spontaneous hypoglycaemia or to patients with labile diabetes, as
beta-blockers may mask the signs and symptoms of acute hypoglycaemia.

Hyperthyroidism
e Beta-blockers may also mask the signs of hyperthyroidism.

 Beta-blockers have been reported to potentiate muscle weakness consistent with certain myasthenic symptoms (e.g. diplopia, ptosis and

generalized weakness).

contact |
* Prostaglandins and prostaglandin 2 fialogue afebiciogical ¢ g livi sutistances that may be absorbed through the skin. Women who are pregnant or
atteniﬁti'lg to become pregnan I'sjéx"er{:iﬁe Ebproﬁﬁalé“ﬁlr:etauﬁuns to avoid direct exposure to the contents of the pottle. In the unlikely event
of coming in contact with a substantial portion of the contents of the bottle, thoroughly cleanse the exposed area immediately.
n I I :- I il E‘I I
* The effect on intraocular pressure or the known effects of systemic beta-blockade may be potentiated when DUOTRAV eye drops are given 10
= - s already receiving a systemic beta-blocker. The response of these patients should be closely observed. The use of two topical beta-blockers
J_r recommended (see section 4.5).

U

e The use of two topical prostaglandins is not recommended.

Anaphylactic reactions |
» While taking beta-blockers, patients with a history of atopy or a history of severe anaphylactic reaction to a variety of allergens may be more reactive
to repeated challenge with such allergens and unresponsive to the usual dose of adrenaline used to treat anaphylactic reactions.

Ocular effects ele) N =21 -
e Travoprost may gradually change the eye colourby increasing the numoer of melanosomes (pigment granules) in melanocytes. Before treatment is
' ted, 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 ins 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

:pumemaliin around the pupil spreads concentrically towards the periphery in affected eyes, but the entire iris or parts of it may become more

* W d{t E;}onﬂnuaﬂon of therapy, no further increase in brown iris pigment has been observed.

;l"' nical trials, periorbital and/or eyelid skin darkening has been reported in association with the use of travoprost.

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 unknown.

» Travoprost has been shown lo 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 eye drops in inflammatory coular conditions, nor inneovascular angle- closura, narzow-angle or congenital
glaucoma and only limited experience in thyroid eye disease, il cpon adgle glautoma &f pseudoplikic patients Sad in pigmentary or
pseudoexfoliative glaucoma. :

DUOTRAV eye drops should therefore be used with caution In patients with active intraocular inflammation, as well as in patients with predisposing
risk factors for iritis/uveitis.

* Macular oedema has been reported during treatment with prostaglandin F;, analogues. Use DUOTRAV eye drops with caution in aphakic patients,
pseudophakic patients with torn posterior lens capsule or anterior chamber lenses, or in patients with known risk factors for macular oedema
Periorbital and lid changes including deepening of the eyelid sulcus have been observed with prostaglandin analogues

ent..':ﬂiw po;T reported with administration of aqueous suppressant therapy (e.g. timolol, acetazolamide) after filtration procedures
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* Beta-blocking ophthalmological preparations may block systemic beta-agonist effects e.g. of adrenaline. The anaesthesiologist should be informed
when the patient is receiving DUOTRAV eye drops.

P i) sanlller o Y1

instructed to remove contact lenses prior to application of DUDTRAV eye drops and walt at least 15 minutes before reinsertion

g i . I;l‘"__"l" I

Excipients -.}-F}"J""r'-ﬂ' Fuon 3.0 g9l . -
-1W~mmmmmmolmhwmwmmm 111 11Ee=d 001
e DUOTRAV eye drops contains polyoxyethylene hydrogenated castor oil 40 which may cause skin reactions.
45 Interaction with other medicinal products and other forms of interaction

* No specific drug interaction studies have been performed with timolol and travoprost.
o Potentiated systemic beta-blockade (e.g. decreased heart rate, depression) has been reported during combined treatment with CYP20D6 inhibitors

. and timolol.

AL #V sulting In hypotension and/or marked bradycardia when an ophthalmic beta-blocker solution is
itantly with or  calcium clﬁﬂw p‘ocugrs, beta-blockers, antiarrhythmics (including amiodarone), digitalis glycosides.
AAre e orpllﬂlldllliﬂlllb-' |

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

« Beta-blockers may increase the hypoglycaemic effect of antidiabetic medicinal products. Beta-blockers can mask the signs and symptoms of
mia (see section 4.4). v
e Beta-blockers c(m decrease the response to adrenaline used to treat anaphylactic reactions. Specta' caution should be exercisec in patients with a
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| of anaphylaxis (see section 4.4), 10 oniine-apiexka
. mmﬂ »m concomitant use of ophthalmic beta-blockers and adrenaline (epmephnine) nas been reported occasionally
lactation A |

potential/contraception
dmwummmmmmpqnmuunmmqmmmmmumaralnplace(mmtion&..’i}.

DUOTRAV eye

Mﬁp }ﬁlp@m@yy Mﬁ?},‘,"?ﬂfﬁ“ Vor the foetus/new-born child. Studies in animals with travoprost have shown

w“mm amount of data from the use of DUOTRAV eye drops or the individual components in pregnant women.

b ol studies have not revealed malformative effects, but show a risk for intra-uterine growth retardation when beta-blockers are
e the oral route. In addition, signs and symptoms of beta-blockade (e.g. bradycardia, hypotension, respiratory distress and

2 hf) m‘h been observed in the neonate when systemic beta-blockers have been administered to the mother until delivery.

L o, o Al should used during pregnancy unless clearly necessary. However, if DUOTRAV eye drops is administered du
' ﬂ?n: mm ﬂ'lemn:ﬁatl should be carefully monitored during the first days of life o) - rlno W, :

BBSI-TOOHS U'IWM"“ drops I8 excreted In human breast milk. Animal studies have shown excretion of travoprost and its metabolites
unknowr whether mm human breast milk having the potential to cause serious undesirable effects in the breast-feeding infant.

-feeding women is not recommended. |

Women
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in breast milk. Beta-blockers are excreted
“The use of DUOTRAV eye drops by breast

ape.on human fertility Animal studies showed no effect of travoprost or timolol on fertility at doses

10 data 0/(1je A octila doser - |

: r- ..
B eye drops has no or negligible influence on the ability to drive and use machines.

. blurred vision or other visual disturbances may affect the ability to drive or use machines. If blurred vision occurs at instillation,
e T ent must wait untl the vision clears before driving of using machinery.
e o Coo avere 1 101 s Pereaof e oy conuTal,clr) which occued i 9 o 3% of sbfcs

» been identified during clinical studies or post-marketing experience. They are classified according to the
W“wa common (=1/100 to <1/10), uncommon (21/1000 to <1/100), are (21/10,000 to <1/1000), very rare

ot | iorethe willibly.data, dita iz .al ng surveillance). Within each frequency-grouping.
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o e | -
 organ class y - FFruquom:y M reactions
Immune system disorders | Uncommon hypersensitivity ] 4
Psychiatric disorders Rare Nervousness 3
- | T Not known | depression
Nervous system disorders Uncommon dizziness, headache
Not known | cerebrovascular accident, syncope, paraesthesia
Eye disorders vVery common | ocular hyperaemia |
Common punctate keratitis, vision blurred, dry eye, eye pain. eve pruritus, ocular
_ dscomfont, eye irritation '
Uncommon keiailtis, infis, conjunctintis, anterior chamber inflammation, blepharitis,
photophobia, visual acuity reduced, asthenopia, eye swelling, lacrimation
Increased, erythema of eyelid, growth of eyelashes, eye allergy
|. Rare corneal erosion, visual impairment, meibomianitis, conjunctival
haemorrhage, eyelid margin crusting, trichiasis, distichiasis
| Not known . macular oedema, eyelid ptosis, corneal disorder
Cardiac disorders Uncommon bradycardia |
i,, . Rare arrhythmia, heart rate irreqular
ey ) Not known cardiac failure, tachycardia, chest pain, palpitations |
Vascular disorders Uncommon hypertension, hypotension
_ . Not known oedema peripheral
Respiratory, thoracic and mediastinal disorders Uncommon dyspnoea 1
Rare dysphonia, bronchospasm, cough, throat irritation, oropharyngeal pain, nasal
discomfort, upper-airway cough syndrome 1
Not known asthma
| Gastrointestinal disorders Not known dysgeusia
| HePatnbiliary disorders 4 Rare alanine aminotransferase increased, aspartate aminotransferase increased |
Skin and subcutaneous tissue disorders Uncommon dermatitis contact, hypertrichosis, skin hyperpigmentation (periocular)
Rare urticana, skin discolouration, alopecia
Not known | rash
| - I Mlgﬂcugﬂrﬂefgl and connegt_f__w Ussue disorders Rare pain in extremity
R iid urinary ursurders_r F 5 Rare chromaturia
‘ General disorders and administration site conditions Rare _i_thirst, fatigue
noscfipﬂon of selected adverse reactions
Additional adverse reactions that have been seen with one of the active substances and may potentially occur with DUOTRAV* eye drops:
_Travngrust
System organ class | Adverse reactions ~ 13 | -l pd e
Psychiatric disorders anxiety
Eye disorders Irs hyperpigmentation, cataract, uveitis, conjunctival follicles, hypoaesthesia eye, eye
inflammation, eye discharge, eyelid irritation, eyelash discolouration, sunken eyes, eczema eye-
lids, eyelash thickening, iridocyclitis, anterior chamber pigmentation, dark circle around the eyes
[Ear and labyrinth disorders | tinnitus
tﬂ_ﬁ‘ﬁ[iiatm‘i. thorae ¢ and medistinak disorders nasal dryness
Gastrointestinal disorders dry mouth, diarrhoea, constipation, abdominal pain, nausea
| Skin and subcutaneous tissue disorders hair colour changes, erythema, pruritus, madarosis
Musculoskeletal and connective tissue disorders arthralgia, musculoskeletal pain
Renal and urinary disorders dysuria, urinary incontinence T
Investigations prostatic specific antigen increased Galall Ve 1
General disorders and administration site conditions | asthenia ]

Timolol
Like nther topically qpptied uphthair_m’c drugs, timolol is absorbed into the systemic circulation. This may cause similar undesirable effects as seen with
systemic beta-blocking agents. Additional listed adverse reactions include reactions seen within the class of ophthalmic beta-blockers.

inciden{;r of SYSEMIC aoverse reactions after topicaraphthalmic administration is lower than for systemic administration. To reduce the systemic
absorption, see section 4.2.

' System organ class deverse reactions
Immune system disorders systemic allergic reactions including angioedema, localized and generalized rash, pruritus,

| anaphylaxis
Metabolism and nutrition disorders hypoglycaemia [l !

[Psychiatric disorders Insomnia, nightmares, memory loss : ,

| Nervous system disorders Fer&brai Ischaemia, increases in signs and symptoms of myasthenia gravis |
Eye disorders g?;ggit;al detachment following filtration surgery (see section 4.4). decreased corneal sensitivity,
Cardiac disor;lers . oedema, congestive heart failure, atrioventricular block, cardiac arrest |
Vascular disorders - o | ____ | *_“}_i‘?_"f“ii‘_]fr“-mﬂ {mmeg_qg.i cold hands and feet. L
Gastrointestinal disorders nawusea, dySpe;;sfé:ﬂiarrhuea. dry mouth, abdominal pain, vomiting ’ il
Skin and subcutaneous tissue disorders psoriasiform rash or exacerbation of psoriasis

lMusculuskeletal and connective tissue disorders 1 myalgia
Reproductive system and breast disorders | sexual dysfunction, decreased libido

49 Overdose 01t

An ocular overdose of DUOTRAV eye drops may be flushed from the eye(s) with lukewarm water.

No specific reactions are to be expected with an ocular overdose of the product.
In case of accidental ingestion, symptoms of overdose from systemic beta-blockade may include bradycardia, hypotension, cardiac failure and
bronchospasm.

Treatment of an accidental ingestion should be symptomatic and supportive. Timolol does not dialyse readily.
5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmaoodynauﬂcpropuﬁod"ﬂ""'?’“*l A wd \N @} .
Pharmacotherapeutic group: antiglaucoma preparations and miotics, beta-blocking agents. ATC code: SOTED51.
Mechanism of action

DUOTRAV eye drops contain two active substances: travoprost and timolol maleate. These two components reduce intraocular pressure (I0P) by
complementary mechanisms of action with a combined effect greater than that of either compound administered alone.

~TaaJoprost, a prostaglandin F,, analogue, is a full agonist which is highly selective and has a high affinity for the prostaglandin FP receptor, and
reduces 0P by increasing the outflow of aqueous humour via trabecular meshwork and uveoscleral pathways. Reduction of 10P in humans starts
within approximately 2 hours of administration and maximum effect is achieved within 12 hours. Significant IOP reduction can be maintained for
penods exceeding 24 hours following a single dose.

Timolol is a non-selective adrenergic blocking agent that has no intrinsic sympathomimetic, direct myocardial depressant or membrane-stabilising
activity. Tonography and fluorophotometry studies in humans suggest that its predominant ocular mechanism of action is related to reduced aqueous
humour formation and a slight increase in outflov; facility

Pharmacodynamic effects

In addition to reducing IOP, travoprost has been shown to increase optic nerve head blood flow based on data in rabbits following 7 days of topical
ocular administration (1.4 micrograms, once-daily).

Clinical efficacy and safety

In a twelve-month, controlled clinical study in patients with open-angle glaucoma or ocular hypertension and a mean baseline 10P range of
=75 W' Z7-+nmHa. the wean I0P-lowering effect of DUOTRAV eye drops dosed once-daily in the morning was 8 to 10 mmHg. The non-inferiority of
DGO AT eye Grops as compared to latanoprost 50 micrograms/mi plus timolol 5 mg/ml in mean I0P reduction was demonstrated across all

time-points at all visits.

In a three-month, controlled clinical study in patients with open-angle glaucoma or ocular hypertension and a mean baseline I0P range of

27 to 30 mmHg, the mean 10P-lowering effect of DUOTRAV eye drops dosed once-daily in the morning was 9 to 12 mmHg and was up to 2 mmHg
greater than that of travoprost 40 micrograms/mi dosed once-daily in the evening and 2 to 3 mmHg greater than that of timolol

5 mg/ml dosed twice daily. A statistically superior reduction in mean morning IOP (8 AM - 24 hours after the previous dose of DUOTRAV eye drops) was

observed compared to travoprost 40 micrograms/ml at all visits thraughiout the study - -, _ |

In two three-month, controlled clinical studies in patients with open-angle glaucoma or ocular hypertension and a mean baseline 10P range of 23 to
26 mmHg, the mean 10P-lowering effect of DUOTRAV eye drops dosed once-daily in the morning was 7 to 9 mmHg. Mean 10P reductions were
non-inferior, although numerically lower, compared to those achieved by concomitant therapy with travoprost 40 micrograms/ml dosed once-daily in

the evening and timolol 5 mg/ml dosed once-daily in the morning.

In a 6-week. controlled clinical study in patients with open-angle glaucoma or ocular hypertension and a mean baseline IOP range of 24 to
26 mmHg, the mean |0P-lowering effect of DUOTRAV eye drops (polyquaternium- 1-preserved) dosed once-daily in the morning was 8 mmHg and

| egmivan iiHnANat of DUOTRAV £ve drops (henzalkonium chloride preserved).

" Inclusion critéria were common across the above clinical studies, with the exception of the I0P entry criteria and response to previous I0P-lowering
therapy. The clinical development of DUOTRAV eye drops included both patients naive and on therapy. Insufficient responsiveness to monotherapy was
not an iv:tclusion criterion. DUOTRAV eye drops was well tolerated with no serious adverse events observed.

5.2 Pharmacokinetic properties

Travoprost and timolol are absorbed through the cornea. Travoprost is an isopropyl ester prodrug which undergoes rapid hydrolysis in the comea to
oduce the active free acid. Following once-daily administration of DUOTRAV eya drop$ |pwqxgrerfmlrm- 1-nmr~gum; to healiny subyects (N=22) for
gfda travoprost free acid plasma concentrations were below the 0.010 ng/mi-assay quantitaten limwt In the majority of sampies (94 4%) and
e e hour after dosing. Quantifiable free acid concentrations were observable in some cases within one hour post-dose,

table on | . 1 gl
gengrall¥r:rirlls D"S} gi:fg 030 ng/ml. Due to the very low concentrations and rapid disappearance of travoprost free acid from plasma, elimination
Laa':fqll'i}g could not be determined. The mean timolol steady-state Cyax was 1.34 ng/ml and Tinax was approximately 0.69 hours after once-daily

drinistration of NUNTRAY eye drops. Following repeated administration of DUOTRAV eye drops, the mean steady state elimination half-life of timolol
r T r=EelE X
I io DI3B OUrS. < | |

Distribution ium-1- to rabbits, mean maximum aqueous humor concentrations of 23.3 and
- TRAV eye drops (polyquaternium-1-preserved) to rabbits, q r concentrations of 23.3 an
::l%w | adn;nm n[;li{)m ang timolol, respectively, were achieved within 1 hour

rarpil | ism for both travoprost and its free acid. The systemic metabolic pathways for travoprost free acid parallel
Metabolism is the mmggﬁ%:: mh are characterised by reduction of the 13-14 double hond, oxidation of the 15-hydroxyl to form 2 kefone
those of endol the carboxylic acid side chain. | | |

and B-oxidative cleavages of

pathways. One route yields an ethanolamine side chain on the thiadiazole ring and the other generates an ethanolic side
Timolol Bthe m i"?nti;nogen and a second similar side chain with a carbonyl function adjacent to the nitrogen.
chain on orphol

ini of radiolabelled travoprost 1o rats, approximately 95% of the dose was eliminated within 24 hours. Approximately 75% of the
Following aAminis " reanaindes excrated inurine. Following oral administration of radiolabelled timolol to human volunteers,

sopronim Eh-"ﬂ“g}* gﬂzmm;émﬂd within 64 hows, withi 66% excreted in urine and 6% in faeces. Approximately 20% of the dose was
approx mately 7
| mlt:d as unchanged drug In the urine.

“"'"'""'"'mo.m exhibit linear pharmacokinetics.

~ Both travoprost

: ho:lhatrlc Wﬂf OUOTRAV eye drops in paediatric patients has not been reported. e P
The pharmac | VAR TR e

| Preclinical safety data for humans based on conventional studies of safety pharmacology, repeated-dose toxicity, genotoxicity, and

¢

g _

Non-clinical data reveal n0 speciy o e and developmental toxicity was observed in animals at exposure levels of travoprost similar to clinical

~ carcinogenic ential arse reproductiv
E mﬁpI:tand Ia'g:aibly relevant to clinical use.

-

(E42I)~. plopylene gly .ol (£1520); putyoxyethylene hydrogenated castor oil 40 (HCO-40), boric acid, sodium chloride,
hydrochloric acid (to adjust pH), purified water.

f‘

1 ""3 z'mmim after the expiry date which s stated on the packaging. JI1 | =tar e | r) ,
oen this medicine out of the sight and reach of children.
) ? 25 miu with dispensing ptug and screw cap all plastic, presented In an overwrap.
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