
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Dorzolamide/Timolol Mylan 20mg/ml + 5mg/ml Eyedrops,Solution

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each ml contains20mgdorzolamide(asdorzolamidehydrochloride)and5 mg timolol (astimolol maleate).

Excipientswith knowneffect:

Each ml of eyedrops solutioncontains0.15mgbenzalkoniumchloride.

For thefull list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Eyedrops,solution
Clear, slightly viscous,colourlessaqueoussolution.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Dorzolamide/Timolol Mylan 20mg/ml + 5mg/ml Eye drops,Solution is indicatedin the treatment of elevated
intra-ocular pressure(IOP) in patients with open-angleglaucoma or pseudo-exfoliative glaucoma when topical
beta-blockermonotherapyis not sufficient.

4.2 Posology and method of administration

Posology

The dose is one drop of Dorzolamide/Timolol Mylan in the (conjunctival sacof the) affected eye(s) two times
daily.

If anothertopical ophthalmicmedicinalproductis being used,theother agentshouldbe administeredat leastten
minutesapart.

Whenusing nasolacrimalocclusion or closingtheeyelids for 2 minutes, thesystemic absorption is reduced.This
may resultin adecreasein systemicsideeffectsandanincreasein localactivity.

Paediatric population:
Efficacy in paediatricpatientshasnotbeenestablished.

Safety in paediatric patients below theageof two years has not been established.(for informationregarding safety
in paediatricpatients≥ 2 and< 6 yearsof age,seesection5.1).

Methodof administration

For ocular use.

Patientsshould beinstructedto wash their handsbeforeuseandavoid allowing thetip of thedispensing container
to contacttheeyeor surroundingstructures.
In order to securecorrectdosage- thedropper tip shouldnot beenlarged.
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Patientsshould also be instructed that ocular solutions, if handled improperly, can becomecontaminatedby
commonbacteriaknown to cause ocularinfections.Seriousdamageto theeyeandsubsequentloss of vision may
resultfrom usingcontaminatedsolutions.

Patientsshouldbeinformedof thecorrect handlingof theophthalmic Dorzolamide/TimololMylan.

Usage instructions:
1. Thetamper-proof sealon thebottleneck mustbeunbroken beforetheproductis beingusedfor thefirst time.A
gap betweenthebottleandthecapis normal for an unopenedbottle.
2. Thecapof thebottleshouldbetakenoff.
3. The patient’s headmust be tilted backandthe lower eyelid mustbepulledgently downto form a smallpocket
betweentheeyelid andtheeye.
4. The bottle should be inverted and squeezeduntil a single drop is dispensedinto the eye. THE EYE OR
EYELID MUST NOT BE TOUCHED WITH THE DROPPER TIP.
5. Steps3 & 4 shouldberepeatedwith theothereye if it is necessary.
6. Thecapmustbeput backonandthebottle mustbeclosedstraightafter it has beenused.

4.3 Contraindications

Dorzolamide/Timolol Mylan is contra-indicatedin patientswith:
• hypersensitivity to theactivesubstancesor to anyof theexcipientslistedin section6.1.
• reactive airwaydisease,including bronchial asthmaor a history of bronchial asthma,severe chronicobstructive

pulmonary disease
• sinus bradycardia,sick sinus syndromesino-atrial block, second or third degreeatrioventricular block not

controlledwith a pace-maker,overtcardiacfailure,cardiogenic shock
• severerenalimpairment(creatinineclearance< 30ml/min) or hyperchloraemic acidosis

Theabovearebasedon thecomponentsandarenotuniqueto thecombination.

4.4 Special warnings and precautions for use

Cardiovascular/respiratory reactions
Like other topically applied ophthalmic agents,dorzolamide/timolol is absorbedsystemically.Due to beta-
adrenergiccomponent, timolol, thesametypesof cardiovascular, pulmonary andotheradversereactionsseenwith
systemic beta-adrenergicblocking agents may occur. Incidence of systemic ADRs after topical ophthalmic
administrationis lower thanfor systemicadministration. To reduce thesystemic absorption,seesection4.2.

Cardiac disorders:
In patients with cardiovasculardiseases(e.g. coronary heart disease, Prinzmetal's anginaandcardiacfailure) and
hypotensiontherapywith beta-blockersshouldbe critically assessedandthe therapy with otheractivesubstances
should be considered.Patientswith cardiovasculardiseasesshouldbe watchedfor signsof deterioration of these
diseasesandof adversereactions.
Dueto its negative effecton conduction time, beta-blockersshould only begivenwith cautionto patientswith first
degreeheart block.

Vascular disorders:
Patients with severeperipheral circulatory disturbance/disordes(i.e. severe forms of Raynaud’s diseaseor
Raynaud’s syndrome)shouldbetreatedwith caution.

Respiratory disorders:
Respiratoryreactionsincluding deathdue to bronchospasm in patients with asthmahavebeenreportedfollowing
administrationof someophthalmicbeta-blockers.

Dorzolamide/Timolol Mylan should be used with caution, in patients with mild/moderate chronic obstructive
pulmonarydisease(COPD) andonly if thepotential benefit outweighsthepotentialrisk.
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Hepatic impairment
Dorzolamide/timolol hasnot beenstudied in patients with hepatic impairmentandtherefore shouldbe used with
cautionin suchpatients.

Immunology and hypersensitivity
As with other topically-applied ophthalmic agents,this drug may be absorbed systemically.The dorzolamide
componentis a sulphonamide.Thereforethe same typesof adversereactionsfound with systemicadministration
of sulphonamidesmay occur with topical administration, including severe reactionssuch as Stevens-Johnson
syndromeandtoxic epidermalnecrolysis. If signsof seriousreactionsor hypersensitivityoccur,discontinueuseof
thispreparation.

Local ocularadverseeffects, similar to thoseobserved with dorzolamidehydrochloride eyedrops,havebeenseen
with dorzolamide/timolol. If such reactionsoccur, discontinuation of Dorzolamide/TimololMylan should be
considered.

Anaphylactic reactions:
While takingbeta-blockers, patientswith a history of atopy or a history of severeanaphylacticreactionto a variety
of allergensmay bemorereactiveto repeatedchallengewith suchallergensandmaybeunresponsiveto theusual
dosesof adrenalineusedto treatanaphylactic reactions.

Concomitant therapy
Thefollowing concomitantmedicationis not recommended:
− dorzolamideandoral carbonicanhydraseinhibitors
− topicalbeta-adrenergicblockingagents.

Other beta-blocking agents:
The effect on intra-ocular pressure or the known effects of systemic beta-blockade may be potentiatedwhen
timolol is givento patientsalreadyreceiving a systemicbeta-blocking agent. Theresponseof thesepatients should
beclosely observed.Theuseof two topical beta-adrenergic blockingagents is not recommended(seesection 4.5)

Withdrawal of therapy
As with systemicbeta-blockers, if discontinuation of ophthalmic timolol is neededin patientswith coronaryheart
disease,therapyshould bewithdrawn gradually.

Additional effects of beta-blockade

Hypoglycaemia/diabetes:
Beta-blockersshouldbeadministeredwith cautionin patientssubject to spontaneoushypoglycaemia or to patients
with labile diabetesmellitus,asbeta-blockersmay maskthesignsandsymptomsof acutehypoglycaemia.

Beta-blockers may also mask the signs of hyperthyroidism. Abrupt withdrawal of beta-blocker therapy may
precipitateaworseningof symptoms.

Corneal diseases:
Ophthalmicbeta-blockersmayinducedrynessof eyes.Patientswith cornealdiseasesshouldbetreatedwith
caution.

Surgical anaesthesia:
Beta-blockingophthalmologicalpreparationsmayblocksystemicbeta-agonisteffectse.g.of adrenaline.The
anaesthesiologistshouldbeinformedwhenthepatient is receiving timolol.

Therapywith beta-blockersmayaggravatesymptomsof myasthenia gravis.

Additional effects of carbonic anhydrase inhibition
Therapywith oral carbonic anhydraseinhibitors has been associated with urolithiasis as a result of acid-base
disturbances,especiallyin patientswith a prior history of renal calculi. Al thoughno acid-basedisturbanceshave
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been observed with dorzolamide/timolol urolithiasis has been reported infrequently. Because
Dorzolamide/Timolol Mylan containsa topical carbonicanhydraseinhibitor that is absorbedsystemically,patients
with a prior history of renal calculi may be at increasedrisk of urolithiasiswhile using Dorzolamide/Timolol
Mylan.

Other
The management of patientswith acute angle-closureglaucomarequirestherapeuticinterventionsin addition to
ocular hypotensive agents. Dorzolamide/timolol has not been studied in patients with acute angle-closure
glaucoma.

Cornealoedemaandirreversiblecornealdecompensation havebeenreportedin patientswith pre-existingchronic
cornealdefectsand/ora history of intra-ocular surgerywhile usingdorzolamide.There is anincreasedpotentialfor
developingcornealoedemain patientswith low endothelial cell counts.Topicaldorzolamideshouldbeusedwith
cautionin suchpatients.

Choroidal detachment
Choroidal detachmenthas been reported with administration of aqueoussuppressant therapy (e.g. timolol,
acetazolamide)afterfiltration procedures.

As with the use of other antiglaucomadrugs, diminished responsivenessto ophthalmic timolol maleateafter
prolonged therapyhas beenreportedin somepatients. However,in clinical studiesin which 164 patients have
been followed for at leastthreeyears,no significantdifference in mean intra-ocularpressure hasbeenobserved
after initial stabilisation.

Contact lens use
Dorzolamide/Timolol Mylan containsthe preservative benzalkonium chloride, which may causeeye irritation.
Benzalkoniumchloride is known to discolour soft contact lenses.Removecontactlensesprior to applicationand
wait at least15minutesbeforereinsertion.

Paediatric population
Seesection5.1.

4.5 Interaction with other medicinal products and other forms of interaction

No specificdruginteractionstudieshavebeenperformedwith dorzolamide/timolol.

In clinical studies,dorzolamide/timolol wasusedconcomitantly with the following systemicmedicationswithout
evidence of adverse interactions: ACE-inhibitors, calcium channel blockers, diuretics, non-steroidal anti-
inflammatory drugsincludingaspirin, andhormones(e.g.oestrogen, insulin, thyroxine).

Thereis a potential for additiveeffects resulting in hypotensionand/or marked bradycardia whenophthalmicbeta-
blockers solution is administeredconcomitantly with oral calcium channel blockers, catecholamine-depleting
medicines or beta-adrenergicblocking agents, antiarrhythmics (including amiodarone), digitalis glycosides,
parasympathomimetics,guanethidine.

Potentiatedsystemic beta-blockade(e.g., decreased heart rate, depression) has beenreportedduring combined
treatmentwith CYP2D6inhibitors(e.g.quinidine, fluoxetine,paroxetine) andtimolol.

The dorzolamide componentof Dorzolamide/Timolol Mylan is a carbonic anhydrase inhibitor and although
administered topically, is absorbed systemically. In clinical studies, dorzolamide hydrochloride ophthalmic
solution wasnot associatedwith acid-basedisturbances.However,thesedisturbanceshavebeenreportedwith oral
carbonic anhydraseinhibitors andhavein someinstances,resulted in drug interactions(e.g., toxicity associated
with high-dosesalicylate therapy).Therefore,the potential for such drug interactionsshould be considered in
patientsreceiving Dorzolamide/TimololMylan.

Althoughdorzolamide/timolol alone haslittle or no effecton pupil size,mydriasis resulting from concomitantuse
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of ophthalmic beta-blockers andadrenaline(epinephrine)hasbeenreportedoccasionally.

Beta-blockersmayincreasethehypoglycaemic effect of antidiabetic agents.

Oral beta-adrenergic blocking agentsmay exacerbate the reboundhypertension which canfollow the withdrawal
of clonidine.

4.6 Fertility, pregnancy and lactation

Pregnancy

Dorzolamide/Timolol Mylan should not beusedduringpregnancy.

Dorzolamide
No adequate clinical data in exposedpregnancies are available. In rabbits, dorzolamideproducedteratogenic
effectsat maternotoxicdoses(seeSection5.3).

Timolol
There are no adequatedata for the use of timolol in pregnant women. Timolol should not be used during
pregnancyunlessclearly necessary.To reducesystemic absorption,seesection4.2.

Epidemiologicalstudieshavenot revealedmalformative effects but showa risk for intra uterinegrowthretardation
when beta-blockers are administeredby the oral route. In addition, signs and symptomsof beta-blockade(e.g.
bradycardia,hypotension, respiratory distressandhypoglycaemia) havebeen observedin the neonatewhenbeta-
blockershavebeenadministereduntil delivery. If Dorzolamide/Timolol Mylan is administered until delivery, the
neonateshould becarefully monitoredduring thefirst daysof li fe.

Breast-feeding

It is not knownwhetherdorzolamideis excretedin humanmilk. In lactating rats receivingdorzolamide,decreases
in the body weight gain of offspring were observed.Beta-blockersare excreted in breastmilk. However, at
therapeuticdosesof timolol in eyedropsit is not likely that sufficient amountswould bepresentin breastmilk to
produceclinical symptoms of beta-blockadein theinfant. To reduce thesystemic absorption,seesection4.2.

If treatmentwith Dorzolamide/Timolol Mylan is required,thenbreast-feeding is not recommended.

4.7 Effects on ability to drive and use machines

No studies on theeffectson theability to driveandusemachineshavebeenperformed.Possiblesideeffectssuchas
blurredvisionmayaffectsomepatients'ability to driveand/oroperatemachinery.

4.8 Undesirable effects

In clinical studiesnoadverseexperiencesspecific to dorzolamide/timolol havebeenobserved;adverseexperiences
have beenlimited to thosethat werereported previously with dorzolamide hydrochloride and/ortimolol maleate.
In general,commonadverseexperiencesweremild anddid not causediscontinuation.
During clinical studies, 1,035patientsweretreated with dorzolamide/timolol. Approximately2.4%of all patients
discontinuedtherapywith dorzolamide/timolol becauseof local ocular adversereactions,approximately1.2% of
all patientsdiscontinuedbecauseof local adversereactions suggestiveof allergy or hypersensitivity (suchas lid
inflammation andconjunctivitis).

Like other topically appliedophthalmicdrugs,dorzolamide/timolol is absorbedinto thesystemiccirculation. This
may causesimilar undesirableeffectsas seen with systemic beta-blocking agents.Incidenceof systemicADRs
after topicalophthalmicadministration is lower thanfor systemic administration. Listedadversereactionsinclude
reactionsseenwithin theclassof ophthalmic beta-blockers
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The following adversereactionshavebeen reported with dorzolamide/timolol eye dropssolution or one of its
components eitherduringclinical trials or duringpost-marketing experience:

[Very common (≥1/10), Common: (≥1/100 to <1/10), Uncommon(≥1/1.000 to <1/100), Rare (≥1/10.000to
<1/1.000),Very rare (<1/10.000)andNot known(cannotbeestimatedfrom theavailabledata)].

Immune system disorders:

Dorzolamide/Timolol ophthalmicsolution
Rare: signsandsymptoms of systemicallergicreactions,includingangioedema,urticaria,pruritus, rash,
anaphylaxis

Timolol maleateophthalmicsolution:
Rare: signsandsymptomsof systemicallergicreactionsincludingangioedema,urticaria, localisedandgeneralised
rash,anaphylacticreaction
Not known**: pruritus

Metabolism and nutrition disorders:

Timolol maleateophthalmicsolution:
Not known**: hypoglycaemia

Psychiatric disorders:

Timolol maleateophthalmicsolution:
Uncommon: depression*
Rare: insomnia*, nightmares*,memoryloss.

Nervous system disorders:

Dorzolamidehydrochlorideophthalmicsolution
Common: headache*
Rare: dizziness*, paraesthesia*

Timolol maleateophthalmicsolution
Common: headache*
Uncommon: dizziness*,syncope*
Rare: paraesthesia*, increase in signsandsymptomsof myastheniagravis, cerebrovascularaccident*,
cerebal ischaemia

Eye disorders:

Dorzolamide/Timolol ophthalmicsolution
Very common: burningandstinging
Common: conjunctival injection,blurredvision,corneal erosion,ocular itching, tearing

Dorzolamidehydrochlorideophthalmicsolution
Common: eyelid inflammation*, eyelidirritation*
Uncommon: iridocyclitis*
Rare: irritation includingredness*,pain*, eyelidcrusting*, transientmyopia(which resolvedupondiscontinuation
of therapy), cornealoedema*,ocularhypotony*, choroidaldetachment(following filtration surgery)*

Timolol maleateophthalmicsolution
Common: signs and symptomsof ocular irritation (e.g. burning, stinging, itching, tearing, redness)including
blepharitis*, keratitis*, decreasedcornealsensitivity, anddry eyes*
Uncommon: visualdisturbancesincluding refractivechanges(dueto withdrawalof miotic therapyin some cases)*
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Rare: ptosis,diplopia,choroidaldetachmentfollowing fil tration surgery(seesection 4.4)*
Not known**: itching, tearing, redness,blurredvision,corneal erosion

Ear and labyrinth disorders:

Timolol maleateophthalmicsolution
Rare: tinnitus*

Cardiac disorders:

Timolol maleateophthalmicsolution
Uncommon: bradycardia*
Rare: chestpain*, palpitations*,oedema*,arrhythmia*, congestiveheartfailure*, cardiac arrest*,heartblock
Not known**: atrioventricularblock, ,cardiacfailure.

Vascular disorders:

Timolol maleateophthalmicsolution:
Rare: hypotension*,claudication,Raynaud'sphenomenon*, cold handsandfeet*

Respiratory, thoracic, and mediastinal disorders:

Dorzolamide/Timolol ophthalmicsolution
Common: sinusitis
Rare: shortnessof breath, respiratoryfailure, rhinitis, rarely bronchospasm

Dorzolamidehydrochlorideophthalmicsolution
Rare: epistaxis*

Timolol maleateophthalmicsolution
Uncommon: dyspnoea*
Rare: bronchospasm(predominantly in patients with pre-existing bronchospastic disease)*,respiratoryfailure,
cough*

Gastrointestinal disorders:

Dorzolamide/Timolol ophthalmicsolution
Very common: dysgeusia

Dorzolamidehydrochlorideophthalmicsolution
Common: nausea*
Rare: throat irritation, dry mouth*

Timolol maleateophthalmicsolution
Uncommon: nausea*, dyspepsia*
Rare: diarrhoea,dry mouth*
Not known**: dysgeusia,abdominalpain,vomiting

Skin and subcutaneous tissue disorders:

Dorzolamide/Timolol ophthalmicsolution
Rare: contactdermatitis, Stevens-Johnsonsyndrome, toxic epidermalnecrolysis

Dorzolamidehydrochlorideophthalmicsolution
Rare: rash*
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Timolol maleateophthalmicsolution
Rare: alopecia*,psoriasiformrash or exacerbationof psoriasis*
Not known**: skin rash

Musculoskeletal and connective tissue disorders:

Timolol maleateophthalmicsolution
Rare: systemiclupuserythematosus
Not known**: myalgia

Renal and urinary disorders:

Dorzolamide/Timolol ophthalmicsolution
Uncommon: urolithiasis

Reproductive system and breast disorders:

Timolol maleateophthalmicsolution
Rare: peyronie'sdisease*,decreasedlibido
Not known**: sexualdysfunction

General disorders and administration site disorders:

Dorzolamidehydrochlorideophthalmicsolution
Common: asthenia/fatigue*

Timolol maleateophthalmicsolution
Uncommon: asthenia/fatigue*
*Theseadversereactionswerealsoobservedwith dorzolamide/timolol ophthalmicsolutionduring post-marketing
experience.

**Additional adversereactionshavebeen seenwith ophthalmic beta-blockersandmaypotentiallyoccurwith
Dorzolamide/Timolol Mylan.

Laboratory findings
Dorzolamide/timolol eyedropssolution wasnot associated with clinically meaningful electrolyte disturbancesin
clinical studies.

Reportingof suspectedadversereactions
Reportingsuspectedadversereactionsafterauthorisationof themedicinalproductis important.It allowscontinued
monitoringof thebenefit/risk balanceof themedicinal product. Healthcareprofessionalsare askedto reportany
suspectedadversereactionsvia HPRA Pharmacovigilance, EarlsfortTerrace, IRL - Dublin 2; Tel: +3531 6764971;
Fax: +3531 6762517.Website:www.hpra.ie; e-mail: medsafety@hpra.ie.

4.9 Overdose

No data are available in humans in regard to overdosageby accidental or deliberate ingestion of
dorzolamide/timolol.

Symptoms
Therehavebeenreportsof inadvertentoverdosagewith timolol maleate ophthalmicsolutionresulting in systemic
effectssimilar to thoseseenwith systemic beta-adrenergicblocking agentssuch asdizziness,headache,shortness
of breath,bradycardia,bronchospasm,andcardiacarrest.The most commonsignsandsymptomsto be expected
with overdosageof dorzolamide areelectrolyte imbalance, development of an acidoticstate,andpossiblycentral
nervoussystemeffects.
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Only limited information is available with regardto human overdosageby accidentalor deliberateingestionof
dorzolamidehydrochloride.With oral ingestion, somnolence has been reported. With topical application the
following havebeenreported:nausea,dizziness,headache,fatigue,abnormal dreams,anddysphagia.

Treatment
Treatment shouldbesymptomaticandsupportive. Serumelectrolyte levels (particularlypotassium)andbloodpH
levelsshouldbemonitored.Studieshaveshownthattimolol doesnot dialysereadily.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:Antiglaucomapreparationsandmiotics,beta-blocking agents,ATC code:S01ED51

Mechanismof action
Dorzolamide/Timolol is comprised of two components:dorzolamide hydrochloride andtimolol maleate.Each of
thesetwo componentsdecreaseselevated intra-ocular pressureby reducingaqueoushumorsecretion,but doesso
by adifferentmechanismof action.

Dorzolamidehydrochlorideis a potentinhibitor of humancarbonic anhydraseII. Inhibition of carbonicanhydrase
in the ciliary processes of the eyedecreasesaqueoushumoursecretion, presumablyby slowing the formationof
bicarbonateionswith subsequentreductionin sodium andfluid transport.Timolol maleateis a non-selectivebeta-
adrenergicreceptor blocking agent. The precise mechanismof action of timolol maleatein lowering intra-ocular
pressureis not clearlyestablishedat this time,althougha fluoresceinstudyand tonographystudiesindicatethatthe
predominantaction may be related to reduced aqueousformation. However, in somestudiesa slight increasein
outflow facility was also observed.The combined effect of these two agents results in additional intra-ocular
pressurereductioncomparedto eithercomponentadministered alone.

Following topical administration, dorzolamide/timolol reduces elevated intra-ocular pressure, whether or not
associatedwith glaucoma.Elevatedintra-ocular pressureis a major risk factor in the pathogenesis of optic nerve
damageandglaucomatousvisual field loss.
Dorzolamide/timolol reducesintra-ocular pressure without the common side effects of miotics such as night
blindness,accommodative spasmandpupillary constriction.

Pharmacodynamic effects

Clinical effects

Adult patients
Clinical studies of up to 15 months duration were conducted to compare the IOP-lowering effect of
Dorzolamide/Timolol eyedropssolution b.i.d. (dosedmorningandbedtime) to individually- andconcomitantly-
administered0.5% timolol and 2.0% dorzolamide in patients with glaucomaor ocular hypertensionfor whom
concomitant therapywasconsideredappropriatein the trials. This included both untreated patientsandpatients
inadequately controlled with timolol monotherapy.Themajority of patients were treatedwith topicalbeta-blocker
monotherapyprior to study enrolment. In an analysis of the combined studies, the IOP-lowering effect of
Dorzolamide/Timolol eyedropssolution b.i.d. was greater than that of monotherapywith either2% dorzolamide
t.i.d. or 0.5% timolol b.i.d. The IOP-lowering effect of Dorzolamide/Timolol eye drops solution b.i.d. was
equivalent to that of concomitanttherapywith dorzolamide b.i.d. and timolol b.i.d. The IOP-lowering effect of
Dorzolamide/Timolol eyedropssolution b.i.d.was demonstrated when measuredat varioustime pointsthroughout
thedayandthis effectwasmaintainedduringlong-term administration.

Paediatric population
A three months controlled study, with the primary objective of documenting the safety of 2% dorzolamide
hydrochlorideophthalmic solution in children under the ageof 6 yearshas been conducted.In this study, 30
patientsundersix andgreater thanor equal to two yearsof agewhoseIOP wasnot adequatelycontrolledwith
monotherapyby dorzolamideor timolol receivedDorzolamide/Timolol eyedropssolution in anopenlabelphase.
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Efficacy in thosepatients hasnot beenestablished.In this small groupof patients,twice daily administrationof
Dorzolamide/Timolol was generally well tolerated with 19 patients completing the treatmentperiod and 11
patientsdiscontinuingfor surgery,achangein medication, or otherreasons.

5.2 Pharmacokinetic properties

Dorzolamide hydrochloride:

Unlike oral carbonicanhydraseinhibitors, topical administration of dorzolamide hydrochloride allows for the
active substanceto exert its effectsdirectly in theeye at substantially lower dosesandthereforewith lesssystemic
exposure.In clinical trials, this resultedin a reduction in IOP without the acid-basedisturbancesor alterationsin
electrolytescharacteristic of oral carbonic anhydraseinhibitors.

When topically applied, dorzolamidereaches the systemic circulation. To assessthe potential for systemic
carbonic anhydraseinhibition following topical administration, active substanceandmetaboliteconcentrationsin
red blood cells (RBCs) and plasma and carbonicanhydraseinhibition in RBCs were measured. Dorzolamide
accumulates in RBCs during chronic dosing as a result of selective binding to CA-II while extremely low
concentrationsof free activesubstancein plasmaaremaintained. The parent active substanceforms a singleN-
desethylmetabolite that inhibits CA-II lesspotently thantheparentactive substancebut alsoinhibits a lessactive
isoenzyme(CA-I). Themetabolitealsoaccumulates in RBCswhere it bindsprimarily to CA-I. Dorzolamidebinds
moderatelyto plasmaproteins(approximately 33%). Dorzolamide is primarily excretedunchangedin the urine;
themetaboli te is alsoexcretedin urine.After dosingends,dorzolamidewashesout of RBCsnon-linearly, resulting
in a rapid decline of activesubstanceconcentration initially, followed by a slower eliminationphasewith a half-
life of aboutfour months.

Whendorzolamidewasgiven orally to simulate the maximum systemic exposure after long term topical ocular
administration, steady statewas reachedwithin 13 weeks. At steady state, there was virtually no free active
substanceor metabolite in plasma;CA inhibition in RBCs was lessthan that anticipatedto be necessary for a
pharmacologicaleffect on renal function or respiration. Similar pharmacokinetic results were observedafter
chronic, topical administration of dorzolamide hydrochloride. However, some elderly patients with renal
impairment (estimatedcreatinine clearance30-60 millil itre/min) had higher metabolite concentrations in RBCs,
but no meaningful differencesin carbonic anhydraseinhibition and no clinically significant systemicside effects
weredirectlyattributable to this finding.

Timolol maleate:

In a study of plasmaactive substance concentration in six subjects, the systemic exposure to timolol was
determinedfollowing twice daily topical administration of timolol maleate ophthalmicsolution0.5%.The mean
peak plasmaconcentrationfollowing morningdosing was 0.46 ng/millil itre and following afternoondosingwas
0.35ng/millili tre.

5.3 Preclinical safety data

Theocularandsystemicsafetyprofile of theindividualcomponentsis well established.

Dorzolamide
In rabbits given maternotoxic doses of dorzolamide associated with metabolic acidosis,malformationsof the
vertebralbodieswereobserved.

Timolol
Animal studieshavenot showna teratogenic effect.

Furthermore,no adverse oculareffectswere seenin animals treatedtopically with dorzolamidehydrochlorideand
timolol maleateophthalmic solution or with concomitantly-administered dorzolamide hydrochloride and timolol
maleate.In vitro andin vivo studieswith eachof thecomponentsdid not reveal a mutagenicpotential.Therefore,
no significantrisk for humansafety is expectedwith therapeutic dosesof Dorzolamide/Timolol Mylan.
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

MannitolHydroxyethylcellulose
SodiumcitrateSodiumhydroxide
Benzalkoniumchloride
Waterfor injections

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

2 years
After first opening:28days

6.4 Special precautions for storage

This medicinalproduct doesnot requireanyspecial temperaturestorageconditions.Storein theoriginal packagein
orderto protectfrom light andmoisture.

6.5 Nature and contents of container

Whiteopaquemedium densitypolyethylenebottleophthalmic dispenser with a sealedLDPEdroppertip anda HDPE
screwcapwith tamperproof sealin acardboardbox.

Packsize: 1, 3 or 6 bottlesof 5 ml each

Not all packsizesmaybemarketed.

6.6 Special precautions for disposal

No specialrequirements.

7 MARKETING AUTHORISATION HOLDER

McDermottLaboratoriesLtd.
T/A Gerard Laboratories
35-36BaldoyleIndustrial Estate
GrangeRoad
Dublin 13
Ireland

8 MARKETING AUTHORISATION NUMBER

PA 0577/124/001

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:12th August2011

10 DATE OF REVISION OF THE TEXT
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