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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
Dortim 20mg/m + 5mg/ml Eye DropsSolution
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead millilit re contains20 mg of dorzolamde asdorzolanide hydroclorideand5 mg of timolol astimolol maleate.

Excipients
Ead ml containgd.075mg benzalkonim chloride

For afull listof excipients,seesection6.1.
3PHARMACEUTICAL FORM

Eyedrops,soluion.
Colourless,clear,viscoussolution,freefrom visible particles.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

This medicinalprodud is indicatedin thetreatment of elevaedintra-ocula pressurglOP) in patientswith openangle
glaucomaor pseudeexfoliative glaucomavhentopical betablockermonotherapys not sufficient.

4.2 Posology and method of administration

Thedoseis onedropof Dortim in the (conjunctival sacof the) affected eye(s)two timesdaily.

If anothertopical ophthaimic agentis beingused,Dortim and the othe agentshouldbe administeed atleastten
minutesapart.

Patientsshouldbe instructedto washtheir handsbeforeuseandavoidallowing thetip of thedispensingcontanerto
comeinto contactwith the eyeor surroundingstrudures.

Patientsshouldalsobeinstructedthatocular soluions,if handedimpropely, canbecomecontaminatedy common
bacteriaknownto causeocular infections.Saiousdamageto the eye andsubsequeribssof vision mayresultfrom
using contamnatedsolutions.

Usage instructions

1. Before usingthe medicationfor thefirsttime, be surethetampersea is unbroken.

2. To open the bottle, unscrewthe cap.

3. Tilt your headbackandpull yourlower eyeid downslightly to form a pockd betweenyour eyelid
andeye

4. Invertthebottle, andpresdightly on the sidesof the bottle until asingledropis dispensednto the
eyeasdirectedby yourdoctor.DO NOT TOUCH YOUR EYE OREYELID WITH THE DROPPERTIP.

5. Repeasteps3 & 4 with the othereyeif instrucedto do soby your doctor.

6. Replaethe capby turninguntl it is firmly touchingthebotle.

7. Thedispensetip is desgnedto provide a pre-measuredlrop;therefore do not enlargethe hole of
the dispensetip.

Paediatric use

Efficacy in paedatric patentshasnotbeenestablished.

Safetyin paediatic paientsbelow the ageof two yearshasnot been estabished.(For information
regardingsafey in padaliatric patients>2 and < 6 yearsof age,seesecton 5.1).
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4.3 Contraindications

This medicinalprodud is contraindicatedin paients with:

* hypersensitily to oneor bothacive substanesor to any of the excipients

* reactiveairwaydiseas, includingbronchid asthna or a history of brondial asthmapr severechronic
obstructivepulmonary

» sinusbradycardiasecond or third-degreeatrioventricular block, overtcardiacfailure, cardiogenic
shock

» severaenalimpairment(CrCl < 30 ml/min) or hyperchbraenic acidosis

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

Cardiovascular/respiratory reactions

Aswith othertopicaly-appliedophthalmicagents the active substacesmay be absobedsystemically Thetimolol
components abetablocker.Thereforethe sametypesof adverseaeacionsfoundwith systeme administraion of
beta-blockersmay occurwith topicaladministration, includingworsenng of Prinzmetal'sangina worseningof severe
peripheralandcental circulatorydisordes, and hypoenson.

Becausef thetimolol maleateconponent, cardia failure shouldbe adequagly controlledbefore beginningtherapy
with Dortim. In patientswith a historyof severecardiac diseasesignsof cadiacfailure shouldbewatchel for and
pulserates shouldbe checked.

Respiratoryreactionsandcardiacreactionsjncludingdeath dueto bronchospasrm patientswith asthmaandrarely
deathin associatiowith cardiacfailure, havebee reportedfollowing administration of timolol maleate.

Hepatic impairment
Dortim hasnot beenstudiedin patientswith hepaic imparmentand therdore should be usedwith cautionin such
patients.

|mmunology and hypersensitivity

As with other topically-applied ophthaimic agentsthe active substanes may be absorbel systanically. Dorzolamide
contains a sulphonamidagroup, which aso occursin sulphonamiles. Therefore the sametypesof adversereaction
found with sysemic admnistration of sulphonamies may ocaur with topical administraion. If signs of serous
reactonsor hypesensitivityoccur,discontinueuseof this preparabn.

Local ocularadverseeffects,similar to thoseobserve with dorzolanide hydrochlorde eyedrops,havebeen seenwith
Dortim. If suchreactionsoccur, discontnuationof Dortim shoutl be considerd.

While taking B-blockers patientswith a history of atopyor a history of sevee anaphyécic reactionto a variety of
allergensmaybemorereactiveto accidentgldiagnostic or therapetic repeaed challengewith suchallergensSuch
patientsmay be unresponsivéo the usual dosesof epinephrineusedto trea anghylacticreactions.

Concomitant therapy

Thefollowing concomiantmedicationis notreconmende:
— dorzolamide andoral carbonicanhydraeinhibitors

— topicalbete-adrenergidlockingagents.

Withdrawal of therapy
Aswith systemidbetablockers if discontnuationof ophthdmic timolol is neededin patientswith coronaryheat
diseasetherapyshoutl bewithdrawn gradually.
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Additional effects of beta-blockade

Therapywith beta-blockersmay maskcettain symptons of hypoglya@aema in patientswith diabetesnellitusor
hypoglycaemia.

Therapywith beta-blockersmay maskcettain symptons of hypertyroidism.Abrupt withdrawalof betablocker
therapymay precpitateaworseningof symptoms.

Therapywith beta-blockersmayaggravée symptomsof myasthaia gravis.

Additional effects of carbonic anhydrase inhibition

Therapywith oral carbonicanhydrasénhibitors has beenasso@tedwith urolithiasisasaresultof acid-base
disturbancesespeciallyin patientswith a prior history of rend cdculi. Althoughno acid-basedisturbancesiavebeen
obsewredwith Dortim, urolithiasishasbeenreportel infrequently. BecauseDortim containsa topical catbonic
anhydraseinhibitor thatis absorbeaystenically, patientswith a prior history of renalcalculimaybe atincreasedrisk
of urolithiasiswhile usingDortim.

Other

Themanagementf patientswith acuteangleclosureglaucomarequirestherapeuticinterventionsin additionto ocular
hypotensiveagentsDortim hasnot beenstudial in patientswith aaute angle-closure glaucoma.
Cornealoedemandirreversble cornealdecompensabn havebeenreporedin patientswith pre-existingchronic
cornealdefectsand/a a history of intra-ocularsurgerywhile usingdorzolamide. Topical dorzobmideshouldbeused
with cautionin suchpatients.

Choroidaldetachmentoncomitanwith ocular hypobony havebeen reportal afterfiltration proceduresvith
administrationof aqueousuppresanttheraies.

Aswith the useof otherantiglaucomagentsdiminishedresponsienesgo ophthalnic timolol maeateafterprolongec
therapyhasbeenreportedin somepatieris. However, in clinical studesin which 164 patientshavebeenfollowed for
a leastthreeyears,no significant differene in meanintra-ocula pressurdiasbeenobsevedafterinitial stabilisation.

Contact lens use

Dortim contans the preservatie benzakonium chloride, which may causeeye irritation. Avoid contactwith soft
contact lenses. Remove contact lenses prior to appication and wait at least 15 minutes before reinsertion
Benzalkoniunchlorideis knownto discolour soft contad lenses.

Paediatric use
Seesectionb.1.

4.5 Interaction with other medicinal productsand other forms of interaction
Specific interactionstudieshavenot beenperformedwith Dortim.

Howeve, the potental existsfor additiveeffectsandproducton of hypotension and/ormarkedbradycardiavhen
timolol maleae ophthalmicsolutionis adminstaedtogeherwith ord cdcium channeblockers,catecholanme-
depleting or betaadrenergidlockingagents,antiarhythmics (including amiodaone),digitalis glycosides,
parasympatomimetic, narcoticsandmonoanine oxidase(MAOQO) inhibitors.

Potentiated systemic betablockade (e.g., decreasd heart rate, depression)has been reported during combinel
treamentwith CYP2D6inhibitors(e.g.quiniding SSRIs)andtimolol.

AlthoughDortim alonehaslittle or no effect on pupi size, mydriasisresuling from conomitant useof ophthalmir
timolol maleae andepinephringadrenaling hasbeenreportel occasionally.
Betablockersmayincreasehehypoglycaenic effect of antidiabetic agents.

Oral beta-adrenergicblocking agentsmay exacerbatéhe rebound hyperensionwhich canfollow the withdrawal of
clonidine.

In clinical studies,Dortim wasusedconconitaniy with thefollowing systenic medicationsvithout evidenceof
adverse interactons: ACE-inhibitors,cacium channeblockes, diurdics, nonsteroidd antrinflammatory drugs
includingaspirin,andhormonege.g.oestrogeninsulin, thyroxine)
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4.6 Fertility, pregnancy and lactation

Use during pregnancy
Dortim shouldnot be usedduringpregnancy.

Dorzolamide
No adequatelinical datain exposedoregnaciesare available In rabbits,dorzolamideproducedteratogenicffects al
maternotoxicdoseqseesection5.3).

Timolol

Well-controled epidemiological studieswith systemec betablockersshowedno evidenceof teratogaic effeds, bul
somephamaamlogical effectssuchasbradycardiawere observedn fetusesor neonateslf Dortim is administeredintil
delivery, theneonag shouldbe carefully monitoredduringthefirst daysof life.

Use during lactation

It is not known wheher dorzolamideis excreted in humanmilk. In lactating ratsreceivingdorzolamide,decreases
the body weight gain of offspring were obseved. Timolol does appea in human milk. If treatmentwith Dortim is
required,thenlactatonis notrecommended.

4.7 Effects on ability to drive and use machines

No studieson the effectson the ability to drive and usemachneshave been performed.Possibleside effeds suchas
blurredvision may affectsomepatientsability to drive and/oropeatemachnery.

4.8 Undesirable effects

In clinical studiesno adverseexperenes spedfic to Dortim have beenobserved; adverseexperienceshave beer
limited to thosethatwerereportedpreviouslywith dorzolamde hydrochbride and/ortimolol maleate.

During clinical studies,1,035patientsweretreatedwith Dortim. Approximaely 2.4%of all patiens discontinued
therapywith Dortim becausef local ocular adverseaeacions,approximdely 1.2%of all patientsdiscontinuedecaus:
of local adversaeactonssuggestivef allergy or hypersasitivity (suchaslid inflammationand conjunctivitis).

Thefollowing adversaeactionshavebeen reportedwith Dortim or oneof its componentsitherduringclinical trials or
during postmarketng experience:

[Very Common:(>1/10), Common:(>1/100to <1/10), Uncommon:(>1/1000to <1/100),andRare:(>1/10,000to
<1/1000)]

Nervous system disorders:
Dorzolamidehydrochloride eyedrops solution:

Common: headache

Rare: dizzines*, paresthesie

Timolol maeateeyedrops,solution:

Common: headache

Uncommon: dizzines*, depressin*

Rare: insomnia*,nightmares*,memoryloss

paraeshesia*, increagin signsand
symptomsof myastheniagravis decreased
libido*, cerebrovasculaaccident

Eye disorders:

Dortim:

Very Common: burning andstinging

Common: conjunctival injection, blurredvision,corneal

erosion,ocularitching, tearing
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Dorzolamidehydrochlorde eyedrops solution:

Common: eyelid inflammatiort, eyelidirritation*
Uncommon: iridocyclitis*
Rare: irritation includingrednes*, pain*, eyelid

crusting*,transentmyopia(which reslved
upondisconinuationof therapy),corneal
oedema*pcular hypoony*, choroidal
detachmen(foll owingfiltration surgery):

Timolol maeateeyedrops,solution:

Common: signsandsymptons of ocular irritation
including blepharits*, keratitis®, decreased
cornealsensitvity, anddry eyes*

Uncommon: visualdisturbancescludingrefractivechanges
(dueto withdrawa of miotic therapyin sonme
cases)

Rare: ptosis,diplopia,choroidaldetachmen

(following filtration surgery)*

Ear and labyrinth disorders:
Timolol mdeateeyedrops,solution:
Rare: tinnitus*

Cardiac and vascular disorders.

Timolol mdeateeyedrops,solution:

Uncommon: bradyardia*, syncope

Rare: hypotendon*, chest pain*, palpitation*,
oedema*arhythmia*, congestiveheart
failure*, heartblock*, cardiacarrest, cerebral
ischaamia, claudcation,Raynaud's
phenomeaon*, cold handsandfeet*

Respiratory, thoracic, and mediastinal disorders:

Dortim:

Common: sinusitis

Rare: shortnessof breath reiratoryfailure,
rhinitis

Dorzolamidehydrochlorde eyedrops solution:

Rare: epistaxis*

Timolol maeateeyedrops,solution:

Uncommon: dyspnoea

Rare: bronchogpasm(precominantlyin patients
with pre-existing bronchopasttc diseas)*,
cough*

Gastro-intestinal disorders:

Dortim:

Very Common: tasteperverson

Dorzolamidehydrochlorde eyedrops solution:

Common: nausea

Rare: throatirritation, dry mouth*

Timolol maeateeyedrops,solution:

Uncommon: nausea*dyspepsia
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Rare: diarrhoea dry mouth*

Skin and subcutaneous tissue disorders:

Dortim:

Rare: contactdermattis

Dorzolamidehydrochlorde eyedrops solution:

Rare: rash’

Timolol mdeateeyedrops,solution:

Rare: alopecia*,psorasiorm ras or exacerbabn of
psaiasis?

Renal and urinary disorders:

Dortim:

Uncommon: urolithiasis

Reproductive system and breast disorders.

Timolol mdeateeyedrops,solution:

Rare: Peyronie'slisease

General disorders and administration site disorders:

Dortim:

Rare: signsandsympbmsof sygemicallergic
reactionsincludingangioedema,
urticaria, pruritus,rash,anaphylaxis,
rarely bronchospast

Dorzolamidehydrochlorde eyedrops solution:

Common: asthenia/fatigue
Timolol maeateophthalnic solution:
Uncommon: asthenia/fatigue

*Theseadvesereactionsverealso observedwith Dortim during postmarketing experence

Laboratory findings
Dortim wasnot associadwith clinically meaningful electolyte disturbancesn clinical studies.

4.9 Overdose

No dataare availeble in humansn regardto overdoseby accdentalor deliberae ingeston of Dortim.
Therehavebeenreportsof inadvertenbverdoseswith timolol maleae ophthalmicsoluion resulting in systemic effecs
similar to thoseseenwith sysemicbetaadrenergidlocking agentssuchasdizzinessheadacheshortnessf breath,
bradycardiapronch@pasn, andcardiacarrest.The mostcomnon signsand symptomsgo be exped¢edwith overdoses
of doralamide areelectrolyte imbalancedevelopmaent of anaddotic stak, andpossbly cental nervoussystemeffects
Only limitedinformationis availablewith regad to humanoverdoséyy accidentalor deliberde ingestionof
dorzolamidehydrochbride.With oralingestion, somnokéncehas beenrepored. With topicalapplicationthefollowing
have beenrepored: nauga,dizzinesshealache fatigue, abnormaldreans, and dysphagia.

Treatment
Treatmat shouldbe synptomaticandsuppotive. Serumelectrolyte levds (particulaty potassium)andbloodpH
levelsshouldbe monitored. Studieshaveshownthattimolol doesnot dialyse readily
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5 PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:
(Antiglaucomapreparationgndmiotics- Beta-Blocking Agents)
ATC code:SO01ED51

Mechanism of action

Dortim is comprisedof two componerg: dorzolamde hydrochbride and timolol maleate Eachof thesetwo
componens decreaseslevatedntra-ocular pressurdy reduéng aqueushumor secetion,but does soby a different
mechanismof action.

Dorzolamidehydrochlordeis a potentinhibitor of human carbonicanhydrasél. Inhibition of cabonicanhydrasen
theciliary processesf theeyedecreaseaqueousunor secretion, presumaby by slowingtheformationof
bicarbonataonswith subsequenteducton in sodum andfluid transport.Timolol maleateis a nonselectivebeta
adrenergicrecepbr blocking agent.The precisemechansmof action of timolol maleaten lowering intra-ocular
pressuréas not clearly establshedat this time, althougha fluorescein studyand tonogaphystudiesindicatethatthe
predominantcion mayberelatedto reducel aqueougormation. Howeve, in somestudiesa slightincreasen outflow
faciity wasalsoobservedThe combinedeffect of thesetwo agentsresuls in additionalintra-ocularpressureeduction
comparedo eithercomponentadministeredlone

Following topicaladministration, Dortim reduceslevaedintra-ocula pressurewhethe or notasocidedwith
glaucoma.Elevatedntra-ocularpressures a majorrisk factorin the pathhogenes of optic nervedamageand
glaucomatouwisualfield loss.Dortim reducesntra-ocula pressurewithoutthe commonsideeffectsof miotics such
as nightblindnessacammodativespasmandpupillary constrction.

Phar macodynamic effects

Clinical effects:

Clinical studiesof up to 15 monthsduraton wereconducédto conparethe IOP-lowering effect of Dortim b.i.d.
(dosedmorning andbedtine) to individualy- andconconitantly-adninistered 0.5%timolol and2.0%dorzolamidédn
patientswith glaucomaor ocularhypertensiorior whomconcomiantthergy wasconsideredppropride in thetrials.
Thisincludedbothuntreaéd patientsandpatentsinadequagly contolled with timolol monotherapyThe majority of
patientsweretreakedwith topical betablocker monotheapy prior to studyenrollment.In ananalyss of thecombined
studies,the IOP-lowering effectof Dortim b.i.d. wasgreager than thatof monothergy with either2% dorzolamidd.i.d.
or 0.5%timolol b.i.d. ThelOP-lowering effectof Dortim b.i.d. wasequivdent to thatof concomitantherapywith
dorzolamideb.i.d. andtimolol b.i.d. The IOP-lowering effectof Dortim b.i.d. wasdemonsratedwhenmeasuedat
varioustime pointsthroughouthe dayandthis effed wasmaintined duringlong-termadministration.

Paediatric use

A threemont controlled study, with the primary objecive of docunenting the sakety of 2% dorzolamide
hydrochlorideophthalmic solutionin children underthe ageof 6 yearshasbeenconductedin this study,30 patients
undersix andgreaterthanor equalto two yeas of agewhoselOP wasnot adejuately controlled with monotherapyy
dorzolamideor timolol receivedDortim in anopenlabelphase Efficacyin thosepatientshasnot beenestablishd. In
this smallgroupof paients,twice daily admnistraion of Dortim was generaly well toleratedwith 19 patients
completingthetreatmenperiodand11 patientsdiscontnhuingfor surgey, achangan medicationor otherreasons.

5.2 Phar macokinetic properties

Dorzolamide hydrochloride:

Unlike oral carbonicanhydrae inhibitors, topical adninistraion of dorzolmide hydrochloiide allows for the active
substanceo exertits effectsdirectly in the eye at subsantially lower dosesandthereforewith lesssystemicexposure
In clinical trials, this reaulted in a reducton in IOP without the acid-basedisturbanceor alterationsin electrolyes
characteistic of oral carbonicanhydrasénhibitors.

Whentopicaly appled, dorzolamidereachesthe sysemic circulation. To assesshe potentialfor systemiccarbonic
anhydraseinhibition following topicaladminstraion, active subsanceandmetaboliteconcentationsin red blood cells
(RBCs)andplasmaandcarbonicanhydrasenhibition in RBCsweremeasured.
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Dorzolamideaccumuétesin RBCsduring chronic dosingas aresult of sekecive bindingto CA-1l1 while extrenely low
concentratonsof free activesubstancen plasmaare mantained. The parentactivesubstancéormsa singleN-desethy
metabolite that inhibits CA-1l lesspotentl thanthe parentactive substane but alsoinhibits a lessadive isoerzyme
(CA-I). Themetabolite alsoaccurnulatesin RBCswhere it bindsprimarily to CA-I. Dorzolamde bindsmoderatelyto
plasmaproteins(approximately33%).Dorzolamideis primarily exaeted unchangedn the urine; the metabaite is alsc
excretedin urine. After dosingends,dorzolamide washesout of RBCs nontlinearly, resuting in a rapid decine of
active substanceconcentrationnitially, followed by a slowerelimination phasewith a half-life of aboutfour months.

Whendorzolamidenvasgivenorally to simulatethe maximum systenic exposureafterlong-tem topicalocula
administration,steadystatewasreachedvithin 13 weeks At steadystae, therewasvirtually no freeactivesubstance
or metaboliein plasma; CA inhibition in RBCswaslessthanthatanicipatel to be necessaryfor a pharmacological
effect on renalfunctionor regiration. Similar phamaamkineic resuls wereobservedafter chronic,topical
administrationof dorzolamidehydrochloride However, someelderly paientswith renalimpairment(estimaed CrCl
30-60 ml/min) hadhighermetaboliteconentrdaionsin RBCs,but no meaningful differencesn carbonicanhydrase
inhibition andno clinically significantsystemc side effectswere directly attributableto this finding.

Timolol maleate:

In a study of plasmaactive substanceonceatration in six subjecs, the sysemic exposureto timolol was determinec
following twice daily topical admnistration of timolol maleate ophthamic solution 0.5%. The meanpeak plasmi
concentraton foll owing morningdosingwas 0.46 ng/ml andfollowing afternoondosingwas0.35ng/ml.

5.3 Preclinical safety data

Theocularandsystemicsafety profile of theindividualcomponentss well established.

Dorzolamide
In rabbitsgiven maternotoxicdosesof dorzolamide asso@ted with metaboic acidosis malformationsof the vertebral
bodieswereobserved.

Timolol

Animal studieshave not shownteratogert effect

Furthermore no adverseoculareffects were seenin animals treated topically with dorzolamidenydrodlorideand
timolol maleae ophthalmicsolutionor with concomianty-admnisterel dorzolamidehydrochlorideand timolol
maleate.In vitro andin vivo studieswith eachof thecomponerg did notreveal a mutagenigotental. Therefoe, no
significantrisk for humansafetyis expectedwith therap@tic dosesof Dortim.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Hydroxyethylcelulose
Mannitol

Sodiumcitrate
Sodiumhydroxide (to adjug pH)
Benzalkoniunchloride
Waterfor injections

6.2 Incompatibilities
Not applicable
6.3 Shelf life

2years
Afterfirst opening:28 daysmaximun
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6.4 Special precautionsfor storage

Storebelow30°C.
Do not refrigerat or freeze.

6.5 Nature and contents of container

Dortim 20 mg/ml + 5 mg/m Eye DropsSolutionisfilled intoa5 ml fil | volumecapacitywhite LDPE bottle equipped
with awhite LDPE dropperappicatorandclosedwith ayellow HDPEtampe proof cap.

Packsizes:

1 x 5 ml (asingle 5 ml bottle)
2 x5 ml (two 5 ml botles)

3 x 5ml (three5 ml bottles)

6 x 5 ml (six 5 ml battles)
Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal and other handling
No specialrequirement:

7MARKETING AUTHORISATION HOLDER
TevaPharnaB.V.

ComputerwedlO

3542 DR Utrecht
TheNetherbnds

8 MARKETING AUTHORISATION NUMBER

PA 749/79/1

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation:2nd July 2010

10 DATE OF REVISION OF THE TEXT
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