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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Dorzolamide/Tinolol Mylan 20ng/ml + 5mgiml Eyedrops,Solution
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead ml contains20 mg dorzolamidgasdorzolande hydrodloride)and 5 mg timolol (astimolol maleate).
Excipientswith known effect:

Ead ml of eyedrops solutioncontaingd.15 mg benzakoniumchloride.

For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM

Eyedrops,soluion
Clear, dightly viscous,coloulessaqueousolution.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications
Dorzolamide/Tinolol Mylan 20mg/ml + 5mg/ml Eye drops, Solution is indicatedin the treatnent of elevated

intra-ocular pressure(IOP) in paients with open-angle glaucona or pseudeexfoliative glaumma when topical
beta-blockermonotherapys not sufficient.

4.2 Posology and method of administration

Posdogy

The dose is one drop of Dorzolamide/Tinolol Mylan in the (conjundival sacof the) affectal eye(s)two times
daily.

If anothertopical ophthalmicmedicinalproductis being used,the othe agentshouldbe administeredat leastten
minutesapart.

Whenusing nasolacrimabccluson or closingthe eyelds for 2 minutes, the systanic absoption is reduced.This
may resultin adecreasén systemicside effeds and anincreasan localacivity.

Paediatric population:
Efficacy in paedatric patentshasnotbeenestablished.

Safetyin paediatic paients below the ageof two yeas has not bean estabished.(for informationregardiry sdety
in paediatrigpatients> 2 and< 6 yearsof age,seesection5.1).

Methodof adminstration
For ocula use.
Patientsshoul beinstructedto was their handsbeforeuseandavoid alowing thetip of the dispensing contaner

to contactthe eyeor surroundingstructures.
In orde to securecorrectdosage thedroppe tip shouldnotbeenlarged.
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Patientsshoull also be instructed that ocular solutions, if handled impropely, can becomecontaminatedby
commonbacteriaknownto cau® ocularinfections. Serousdamageto the eyeandsubsequenpss of vision may
resultfrom usingcontamnatedsolutions.

Patientsshouldbe informedof the correct handling of the ophthdmic Dorzolamide/Timolol Mylan.

Usage instructions:

1. Thetamperproof sealon the bottle ned mustbe unbroken beforethe productis beingusedfor thefirst time. A
gap betweerthe bottleandthe capis normd for an unopenedotte.

2. Thecapof thebottleshouldbe takenoff.

3. The paient s headmug betilted backandthe lower eyeid mustbe pulled gently downto form a small pocket
betweentheeyelid andtheeye.

4. The botte should be inverted and squeezeduntl a single drop is dispeasedinto the eye. THE EYE OR
EYELID MUST NOT BE TOUCHED WITH THE DROPPER TIP.

5. Steps3 & 4 shouldberepeatedvith the othereyeif it is necessary.

6. Thecapmustbe putbackon andthe botte mustbe closedstraightafter it has beenused.

4.3 Contraindications

Dorzolamide/Tinolol Mylan is contraindicatedin patientswith:

* hyper®rsitivity to theactivesubsancesor to any of the excipientslistedin section6.1.

* reactive airway diseaseincluding bronchal asthmaor a history of brondial asthmasevese chronicobstuctive
pulmonay disease

* sinus bradycardia,sick sinus syndromesino-atrial block, second or third degreeatrioventrcular block not
controlledwith a pacemaker,overtcardacfailure, cardiogent shock

* sewererenalimparment(creainine cleaance< 30 ml/min) or hypachloraenmic acidosis

Theabovearebasedn thecomponentandarenot uniqueto the conbinaion.
4.4 Special warnings and precautions for use

Cardiovascular/respiratory reactions

Like other topically applied ophthalmic agents,dorzobmidetimolol is absorbedsystemically.Due to bea

adrenergiccomponenttimolol, the sametypesof cardiovascula, pulmonay andotheradversereactons seenwith

systemic betaadrenergicblocking agens may occur. Incidence of system¢ ADRs after topical ophthalmic
administrationis lower thanfor systemicadministraton. To reduce the systenic absorptionseesection4.2.

Cardiac disorders:

In patients with cardiovasculadiseasege.g. coronay heart diseae Prinzmetal's anginaand cardiacfailure) and
hypotensiontherapywith bet-blockersshouldbe critically assesedandthe therapy with other active substances
should be consdered.Patientswith cardiovasculardiseasesshouldbe watchedfor signsof deterigation of these
diseasesindof adverseaeactions.

Dueto its negatve effecton conducion time, beta-blockersshoutl only be givenwith cautionto patientswith first
degreeheart block.

Vascular disorders:
Patients with severe peripheral circulatory disturbane/disordes(i.e. severeforms of Raynauds diseaseor
Raynauwl’s syndromeshouldbetreatedwith cauton.

Respiratory disorders:
Respiratoryreactonsincluding deathdue to bronchospam in paients with asthmahavebeenreportedfollowing
administrationof someophthalmicbetablockers.

Dorzolamide/Tinolol Mylan should be usel with cauton, in patients with mild/moderae chronic obstuctive
pulmonarydiseas€d COPD) andonly if the potental beneft outweighsthe potentialrisk.
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Hepatic impairment
Dorzolamide/tmold hasnot beenstuded in patients with hepaic impaimentand therefore shouldbe used with
cautionin suchpatients.

Immunology and hypersensitivity

As with other topically-applied ophthamic agents,this drug may be absorked systemically. The dorzolamide
componentis a sulphonamideThereforethe sane typesof adversereactionsfound with systemicadministraion
of sulphonamidesnay occur with topical admnistration, including severe reactionssuch as StevensJohnson
syndromeandtoxic epidermalnecrolyss. If signsof saiousreactonsor hypersensitivityoccur,discontinueuseof
this preparaion.

Local ocularadversesffects similar to thoseobserve with dorzolanide hydrochlorde eyedrops,havebeenseen
with dorzobmidetimolol. If such reactionsoccur, discontnuation of Dorzolamide/TimololMylan should be
considerea.

Anaphylactic reactions:

While taking beta-blockers paientswith a history of atopy or a history of severearaphylacticreactionto a variety
of allergens may be more reactiveto repeded challengewith suchallergensandmay be unresponsivéo the usual
dosesof adrenalinausedto treatanaphylatic reactons.

Concomitant therapy

Thefollowing concomiantmedicationis notreconmende:
— dorzolamide andoral carbonicanhydraeinhibitors

— topicalbete-adrenergidlockingagents.

Other beta-blocking agents:

The effect on intra-ocular pressire or the known effects of systenic betablockade may be potentiatedwhen
timolol is givento patientsalreadyreceiving a systemic beta-blocking agent Theresponsef thesepatiens should
be closely observedTheuseof two topicd betaadrenergt blocking agensis not recommende(seesedion 4.5)

Withdrawal of therapy
As with sysemicbetablockers if discontnuaion of ophhalmic timolol is nealedin patientswith coronaryheart
diseasetherapyshout bewithdrawn gradually.

Additional effects of beta-blockade

Hypoglycaemia/diabetes:
Betablockersshouldbe administeredwith cautionin paientssubject to spontaeoushypoglycaena or to paients
with labile diabetesmellitus,asbetablockersmay maskthe signsandsympbomsof acutehypoglycaemia.

Betablockers may also mask the signs of hyperhyroidism. Abrupt withdrawal of betablocker therapy may
precipitatea worseningof symptoms

Corneal diseases:
Ophthalmicbetablockersmayinducedrynessof eyes. Patentswith cornealdiseaseshouldbetreatedwith
caution.

Surgical anaesthesia:
Betablockingophthalmologicapreparationsnay block sysemicbetaagonisteffectse.g.of adrenaline.The
anaesthesiologisthouldbeinformedwhenthe patient is receiving timolol.

Therapywith beta-blockersmayaggravée symptomsof myasthaia gravis.
Additional effects of carbonic anhydrase inhibition

Therapywith oral carbonic anhydrasenhibitors has been associged with urolithiasis as a result of acid-base
disturbancesgspeciallyin patientswith a prior history of rend calculi. Althoughno acic-basedisturbancesave
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been obsewed with dorazlamide/imolol urolithiasis has been reported infrequently. Because
Dorzolamide/Tinolol Mylan containsa topical carbonicanhydrasenhibitor thatis absobedsystemically paients
with a prior history of renal calculi may be at increasedrisk of urolithiasis while using Dorzolamide/Timolol
Mylan.

Other

The maragenent of patientswith acut angle-closureglaummarequirestherapeutianterventionsin additionto
ocular hypoensive agents Dorzolamidetimolol has not been studied in patients with acute angleclosue
glaucoma.

Cornealoedemaandirreversiblecornealdeammpensabtn havebeen reportedin patientswith pre-existingchronic
cornealdefectsand/ora history of intra-ocula surgerywhile using dorzolanide. There is anincreaedpotentialfor
developing cornealoedemain patientswith low endohelial cell counts.Topical dorzolamideshouldbe usedwith
cautionin suchpatients.

Choroidal detachment
Choroidal deachmenthas been reportel with admnistraion of agueoussuppresanttherapy (e.g. timolol,
acetazolamideafterfiltration procedurs.

As with the use of other antiglaucomadrugs, diminishel responsienessto ophthalmictimolol maleateafter
prolongel therapyhas beenreportedin somepatients. However,in clinical studiesin which 164 paients have
been followed for at leastthreeyears,no significantdifferencein mean intra-ocular pressue hasbeenobseved
after initial stabiisation.

Contact lens use

Dorzolamide/Tinolol Mylan containsthe presevative benz#konium chloride, which may causeeye irritation.
Benzalkoniumchloride is knownto disolour soft contact lensesRemove contactlensesprior to applicationand
wait atleastl5 minutesbeforereinsertion.

Paediatric population
Seesectionb.1.

4.5 Interaction with other medicinal productsand other forms of interaction
No specificdruginteractionstudieshavebeenperformedwith dorzolamdetimolol.

In clinical studies,dorzolamide/timabl wasusedconmmitantly with the following systemicmedicationswithout
evidence of adverse interactions: ACE-inhibitors, caldum channel blockers, diuretics, non-steroidal antk
inflammadory drugsincludingagirin, andhormonege.g.oestrogen, insulin, thyroxine).

Thereis a potental for additiveeffect resulting in hypoensionandbr marked bradycadia whenophthalmicbeta-

blockers soluion is admnisteredconconitantly with oral cdcium channé blockess, catecholamia-deplding

medcines or betadrenergicblocking agents, antiarrhythmcs (including amiodaone), digitalis glycosides,
parasympatomimetic, guanethidine.

Potentiatedsystenic betablockade(e.g., decreaal heartrate, depresson) has beenreportedduring combined
treamentwith CYP2D6inhibitors (e.g.quiniding, fluoxetine, paroxdine) andtimolol.

The dorzolamide componentof Dorzdamide/Timolol Mylan is a cabonic anhydase inhibitor and although
administered topically, is absrbed systamicdly. In clinical studies, dorzdamide hydrodtloride ophthalmic
solution wasnot associatedavith acid-basedisturbancesHowever,thesedisturbtanceshavebeenreportedwith oral
carbonic anhydrasenhibitors and havein someinstances,resuled in drug interactions(e.g., toxicity associated
with high-dosesalicylae therapy). Therefore,the potental for suchdrug interactionsshould be consideed in
patientsreceving Dorzolamide/TimololMylan.

Althoughdorzolamide/tmolol alone haslittle or no effecton pupil size, mydriags resuling from concomiintuse
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of ophthdmic beteblocke's andadrenalindepinephrinehasbeenreportedoccasionaly.
Betablockersmayincreasdhe hypoglycaenic effect of antidiabetic agents.

Oral betaadrenergic blocking agentsmay exacebae the reboundhypertenson which canfollow the withdrawal
of clonidine.

4.6 Fertility, pregnancy and lactation

Pregnancy

Dorzolamide/Tinolol Mylan should not be usedduring pregnancy.

Dorzolamide
No adequa clinical datain exposedpregnancis are avaiable. In rabbits, dorzolamide producedteratogenic
effectsat maternotoxiddoses(seeSection5.3).

Timolol
There are no adequatedata for the use of timolol in pregnat women. Timolol should not be used during
pregnancyunlessclearly necesary.To reducesystemic absorptionseesection4.2.

Epidemiologicaktudieshavenot revealednalformaive effeds but showarisk for intra uterinegrowth retardaion
when betablockas are adminisered by the oral route In addiion, signs and symptomsof bet-blockade(e.g.
bradycardiahypotensbn, respratory distressand hypoglycamia) havebeen observedn the neonatevhenbeta-
blockershave beenadministereduntil ddivery. If Dorzolamide/Timolol Mylan is administeed until delivery, the
neonateshoutl be cardully monitoredduring thefirst days of life.

Breastfeedng

It is not knownwhetherdorzolamides excretedin humanmilk. In lactating rats receivingdorzolamide, decreases
in the body weight gain of offspring were observed.Betablockersare excretedin breastmilk. However, at

therapeutidosesof timolol in eyedropsit is not likely that sufficient amountswould be presenin breastmilk to

produceclinical symptons of betablockaden theinfant. To redue the systenic absorptionseesectiord.2.

If treatmentvith Dorzolamide/Tmolol Mylan is requred,thenbreastfeeding is notrecommended.
4.7 Effects on ability to drive and use machines

No studies onthe effectson the ability to drive and usemachneshavebeenperformed Possble side effectssuchas
blurredvision may affectsomepatientsability to drive and/oropeaatemachnery.

4.8 Undesirable effects

In clinical studiesno adverseexperiencespecii c to dorzoamide/imolol havebeenobservedadveseexperiences
have beenlimited to thosethat werereportel previously with dorzolamide hydrochloiide and/ortimolol maleate.
In generalcommonadverseexperencesveremild and did not causediscontinuation.

During clinical studies 1,035patientsweretreatel with dorzobmide/imolol. Approximately2.4% of all paients
discontinuedtherapywith dorzolamide/tinolol beauseof local ocular advese reactions approximatelyl.2% of
al patientsdiscontinuedoecauseof local adversereadions suggestiveof allergy or hypergnsitivity (suchaslid
inflammadion andconjunctiviis).

Like othe topically appliedophthalmicdrugs,dorzobmidetimolol is absorbednto the systemiccirculation. This
may causesimilar undesirablesffectsas seen with systemic beta-blocking agents.Incidenceof systemicADRs
after topical ophthalmicadministraton is lower thanfor systenic admnistraton. Listed advesereactionsnclude
reactonsseenwithin the class of ophthalmc betablockeas
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The following adversereactionshave been repored with dorzolamide/tmolol eye drops solution or one of its
componens eitherduring clinical trials or duringpostmarkding expeience:

[Very common (>1/10), Common: (>1/100 to <1/10), Uncommon(>1/1.000to <1/100), Rare (>1/10.000to
<1/1.000),Very rare (<1/10.000)andNot known (cannotbe estmated from the availabledata).

I mmune system disorders:
Dorzolamide/Tinolol ophthalmicsoluion

Rare: signsandsymptons of sygemicallergicreadions,including angbedena, urticaria,prurtus, rad,
anaplylaxis

Timolol maleat ophthalmicsolution:

Rare: signsandsymptomsof systemicallergicreactionsincludingangioedena, urticara, localisedandgeneralised
rash,anghylacticreadion

Not known**: pruritus

M etabolism and nutrition disorders:

Timolol maleat ophthalmicsolution:
Not known**: hypoglycaemia

Psychiatric disorders:

Timolol maleat ophthalmicsolution:
Uncommon: depression*
Rare: insomni&, nightmares*,memoryloss

Nervous system disorders.

Dorzolamidehydrochlorde ophhalmicsolution
Common: headache*
Rare: dizziness, parashesia

Timolol maleat ophthalmicsolution

Common: headache*

Uncommon: dizziness*,syncope*

Rare: paraesthes, increas in signsandsymptomsof myastheniagravis, cerdorovascuhr accident*,
cerelal ischaena

Eye disorders:

Dorzolamide/Tinolol ophthalmicsoluion
Very common: burningandstinging
Common: conjunctival injection, blurredvision,cornel erosion, ocularitching, tearing

Dorzolamidehydrochlorde ophthalmicsolution

Common: eyelid inflammation*, eyelidirritation*

Uncommon: iridocyclitis*

Rare: irritation includingredness*pain*, eyelid crusing*, transientmyopia (which resolvedupondiscontinuabn
of thergy), cornealoedema*pcularhypobny*, choroidaldeadhment(following filtration surgey)*

Timolol maleat ophthalmicsolution

Common: signs and symptomsof ocular irritation (e.g. burning, stinging, itching, tearing, redness)induding
blepharitis*, kerattis*, decreasd cornealsensitivity, anddry eyes*

Uncommon: visualdisturbancegcluding refractivechangegdueto withdrawalof miotic therapyin sone cases)*
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Rare: ptosis,diplopia,choroidaldetachmentollowing fil traion surgery (see secton 4.4)*
Not known**: itching, tearng, rednes, blurredvision,corne& erosion

Ear and labyrinth disorders:

Timolol malkeat ophthalmicsolution
Rare: tinnitus*

Cardiac disorders:

Timolol maleat ophthalmicsolution

Uncommon: bradycardia*

Rare: chestpain*, palpitations*,oedema*arrhytimia*, congestiveheartfailure*, cardac arrest*,heartblock
Not known**: atrioventricularblock, ,cardiacfailure.

Vascular disorders:

Timolol maleat ophthalmicsolution:
Rare: hypotension*claudicaton, Raynaud'henomeaon?*, cold handsandfeet*

Respiratory, thoracic, and mediastinal disorders:

Dorzolamide/Tinolol ophthalmicsoluion
Common: sinustis
Rare: shortnessof breah, regiratoryfailure, rhinitis, rarely bronchospasm

Dorzolamidehydrochlorde ophhalmicsolution
Rare: epistaxis*

Timolol maleat ophthalmicsolution

Uncommon: dyspnoea*

Rare: bronchopasm (predomnantly in patientswith pre-existing brondhospatic disease)* respiratoryfailure,
cough*

Gastrointestinal disorders:

Dorzolamide/Tinolol ophthalmicsoluion
Very common: dysgeusia

Dorzolamidehydrochlorde ophhalmicsolution
Common: nausea*
Rare: throatirritation, dry mouth*

Timolol maleat ophthalmicsolution

Uncommon: nausa*, dygpepsia*

Rare: diarrhoeadry mouth*

Not known**: dysgeusiaabdominalpain,vomiting

Skin and subcutaneous tissue disorders;

Dorzolamide/Tinolol ophthalmicsoluion
Rare: contactdermditis, StevensJohn®n syndrong, toxic epidermalnecroysis

Dorzolamidehydrochlorde ophhalmic solution
Rare: rash*
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Timolol maleat ophthalmicsolution
Rare: alopecia*, psoriasifornras or exacerbatiomf psoriasis*
Not known**: skinrash

Musculoskeletal and connective tissue disorders:

Timolol maleak ophthalmicsolution
Rare: systemiclupuserythematoss
Not known**: myalgia

Renal and urinary disorders:

Dorzolamide/Tinolol ophthalmicsoluion
Uncommon: urolithiasis

Reproductive system and breast disorders:

Timolol maleat ophthalmicsolution
Rare: peyronie'sdisease*decreasetbido
Not known**: sexualdysfunction

General disorders and administration site disorders;

Dorzolamidehydrochlorde ophhalmicsolution
Common: astheni#atigue*

Timolol maleak ophthalmicsolution

Uncommon: asthenidatigue*

*Theseadverseeactionsverealsoobservedvith dorzolanidetimolol ophthalmicsolutionduring postmarkeing
experience.

**Additional adverseeactionshavebeean seenwith ophthamic beta-blockersandmay potentiallyoccurwith
Dorzolamide/Tinolol Mylan.

Laboratory findings
Dorzolamide/tmold eye dropssolution was not assocated with clinicaly meaninglul electrolyte distubancesn
clinical studies.

Reportingof suspecteddverseaeactions

Reportingsuspecte@dverseaeactionsafterauthorisaton of the medicinal productis important.lt allows cortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadverseeactionsvia HPRA Pharnacovigilance EarlsfortTerrae, IRL - Dublin 2; Tel: +3531 6764971,
Fax: +3531 6762517 Webste: www.hpra.ie e-mai: medsafeg@hpra.ie

4.9 Overdose

No data are avalable in humans in regard to overdosageby accidental or delibelate ingestion of
dorzolamide/fimolol.

Symptoms

Therehavebeenreportsof inadvertenbverdosagewith timolol maleae ophhalmic solutionresuting in systemic
effects similar to thoseseenwith systemt betaadranergicblocking agentssud asdizziness,headacheshotness
of breath,bradycardiapronchopasm,andcardiacarrest.The most commonsignsand symptomsto be expected
with overdosagef dorzolanide are electrolte imbdance developnent of an acidotic state,and possiblycentral
nervoussysemeffects.
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Only limited informationis available with regardto human overdosageby accidentalor deliberateingestionof
dorzolamide hydrochloride.With oral ingeston, somnoénce has been reported. With topical applicationthe
following havebeenreportednau®a,dizziness headade, fatigue,abnornal dreans, and dysphagia.

Treatmat

Treatmet shouldbe sympbmaticandsupporive. Serumelectolyte levek (particularly potassiumandblood pH
levelsshouldbe monitored.Studieshaveshownthattimolol doesnot dialysereadily.

5PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties

Pharmacotherapeutigroup: Antiglaucomapreparationsand miotics, betablocking agentsATC code:SO01ED51
Mechanisnof acion

Dorzolamide/Tinolol is comprieed of two componentsdorzobmide hydrochlorde andtimolol maleate Ead of

thesetwo componentslecreasselevaed intra-ocular pressureby reducingaqueoushumorsecretion put doesso
by adifferentmechanisnof action.

Dorzolamidehydrochlorideis a potentinhibitor of humancarbont anhydrasdl. Inhibition of carbonicanhydrase
in the ciliary processg of the eye decreaseaqueousumoursecrgion, presumablyby slowing the formationof
bicarbonateéonswith subsequenteductionin sodum andfluid transport.Timolol maleates a non-selectivebeta-
adrenergicrecepbr blocking agent The precise mechanismof action of timolol maleatein lowering intra-ocular
pressuréas not clearly establishedt this time, althougha fl uoresein studyand tonographystudiesndicatethatthe
predominantaction may be relaked to reducel aqueousformaion. Howeve, in somestudiesa slight increasen
outflow facility was also observed. The combinal effed of these two agens resultsin additional intra-ocular
pressuraeductioncomparedo eithercomponeniadninisterad alone

Following topical admnistration, dorzolanidetimolol redue@s elevated intra-ocular pressue, whether or not
asscciatedwith glaucoma.Elevatedintra-ocular pressuras a major risk factor in the pathogenesiof optic newve
damageand glauconatousvisualfield loss.

Dorzolamide/tmold reducesintra-ocular presure without the comnon side effects of miotics such as night
blindnessacconmodaive spasmandpupillary constiction.

Phamacodynart effects

Clinical effects

Adult patients
Clinical studies of up to 15 months duration were conduceéd to compae the I0OP-lowering effect of

Dorzolamide/Tinolol eye dropssolution b.i.d. (dosedmorning and bedtime) to individually- and conmmitantly-

administered0.5% timolol and 2.0% dorzolamide in paients with glaucomaor ocular hypertensionfor whom
concamitant therapywas consideredappropriatein the trials. This included both untreaed patientsand patients
inacequatey contmlled with timolol monotherapyThe majority of paients were treatedwith topical betablocker
monotherapyprior to study enrolment.In an andysis of the combned studies,the IOP-lowering effect of

Dorzolamide/Tinolol eyedropssolution b.i.d. was greder than that of monoterapywith either2% dorzolamide
t.i.d. or 0.5% timolol b.i.d. The I0OP-lowering effed of DorzolanideTimolol eye drops solution b.i.d. was
equivalentto that of concomitanttherapywith dorzolamide b.i.d. and timolol b.i.d. The IOP-lowering effect of

Dorzolamide/Tinolol eyedropssolution b.i.d. was demonstratd when meauredat varioustime pointsthroughout
theday andthis effectwasmaintainedduringlong-term administraion.

Paedatric population

A three months controlled study, with the primary objedive of docunenting the safety of 2% dorzolamide
hydrochloride ophthdmic solutionin children underthe age of 6 yearshasbeen conducted.n this study, 30
patientsundersix andgreaer thanor equa to two yearsof agewhoselOP was not adequatelycontrolledwith

monotherapyby dorzolamde or timolol receivedDorzolanide/Tinolol eyedropssolution in anopenlabelphase
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Efficacy in thosepatiens hasnot beenestdlished.In this smdl group of paients,twice daily administrationof
Dorzolamide/Tinolol was generaly well toleraed with 19 patents completing the treatmentperiod and 11
patientsdiscontinuingfor surgery,achangein medicaion, or otherreasons.

5.2 Phar macokinetic properties

Dorzolamide hydrochloride:

Unlike oral carbonicanhydrasenhibitors, topicd administration of dorzolanide hydrodloride allows for the
active substancedo exet its effectsdirecty in the eye at subsantially lower dosesandthereforewith lesssystemic
exposure.In clinical trials, this resultedin a reducton in IOP without the acid-basedisturbance®r alterationsin

electrolytescharactestic of oral carbont anhydraseénhibitors.

When topically applied, dorzolamidereaches the systenic circulaion. To assesshe potential for systemic
carbonic anhydrasenhibition following topicd admnistration, acive subsénceand metaboliteconcentrationsn

red blood cells (RBCs) and plagna and carbonicanhydrasenhibition in RBCs were measurd. Dorzolamide
accumuldes in RBCs during chronic dosing as a result of sekecive binding to CA-llI while extremely low

concentratons of free active substancen plasmaare maintainel. The paent adive substancdorms a single N-

desethylmetabolie thatinhibits CA-1l lesspotenty thanthe parentadive substancéut alsoinhibits a lessactive
isoenzymdCA-1). The metabolitealsoacawmulatesin RBCswhere it bindsprimarily to CA-1. Dorzolamidebinds
moderatelyto plasmaproteins(approxmatdy 33%). Dorzolamide is primaily excretedunchangedn the urine;
themetabdite is alsoexcretedin urine. After dosingends,dorzobmide washesout of RBCsnonlinealy, resulting
in a rapid decline of active substanceoncntraton initially, followed by a slower elimination phasewith a half-

life of aboutfour months.

When dorzobmidewas given oraly to simulate the maximum systenic exposue after long term topical ocular
administration, steady state was reachedwithin 13 weeks. At steady stde, there was virtually no free active
substanceor metabolite in plasma;CA inhibition in RBCswaslessthan tha anticipatedto be necesary for a
pharmacologicaleffect on renal function or respiraton. Similar pharma&okinetic results were observedafter
chronic, topical administraion of doraolamide hydrodloride. However, some elderly patients with renal
impairment (esimated creatinne clearance30-60 millil itre/min) had highe metaolite concentrabns in RBCs,
but no meaningtil differencesin carbonc anhydrasenhibition and no clinically significant systemicside effects
weredirectly attributable to this finding.

Timolol mal eate;

In a study of plasmaactive subséince conentraton in six subgct, the systemic exposue to timolol was
determinedfollowing twice daily topical admnistration of timolol maleae ophthalmicsolution 0.5%. The mean
peak plasmaconcentratiorfollowing morning dosng was 0.46 ng/millil itre and following afternoondosingwas
0.35ng/millili tre.

5.3 Preclinical safety data

Theocularandsystemicsafety profile of theindividualcomponentss well established.

Dorzolamide
In rabbits given magernotoxic doses of dorzmlamide associted with metabolic acidosis,malformationsof the
vertebralbodieswereobserved.

Timolol
Animal studieshave not shownateratogeru effed.

Furthermore,no adverg oculareffectswere seenin animds treaed topically with dorzolamidehydrochlorideand
timolol maleateophthalme solution or with concomtanty-admnisteral dorzdamide hydrodloride andtimolol
maleate.In vitro andin vivo studieswith eachof the componentslid not reveal a mutagenicgotential. Therefore,
no significantrisk for humansafey is expectedwith therapeut dosesof Dorzolamidelimolol Mylan.
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6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients
MannitolHydroxyethylcellulose

Sodiumcitrate Sodium hydroxide
Benzalkoniunchloride

Waterfor injections

6.2 Incompatibilities

Not applicable

6.3 Shelf life

2years
Afterfirst opening:28 days

6.4 Special precautionsfor storage

This medicinalprodud doesnotrequireanyspecdal tenperaturestorageconditions. Storein the original packagen

orderto protectfrom light andmaoistue.

6.5 Nature and contents of container

White opaguamedum densitypolyehylenebottle ophthaimic dispense with a sealed_.DPEdroppertip andaHDPE

screw capwith tamperproof sealin a cardboardox.
Packsize: 1, 3 or 6 bottlesof 5 ml each

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialrequirement:

7MARKETING AUTHORISATION HOLDER
McDermottLaboratoresLtd.

T/A Gerad Laboratories

35-36 BaldoyleIndudrial Edate

GrangeRoad

Dublin 13
Ireland

8 MARKETING AUTHORISATION NUMBER

PA 0577/124001

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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