Health Products Regulatory Authority

Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

ZYDOL SR 150mg prolongedrelea® tablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead prolongedreleasdabletcontans 150 mg tramadol hydrochlorde.
Excipient:Eachprolongedreleasdabletcontans 2.6 mg lactosemonohydratédseesectiond.4).
For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM

Prolongedreleasdablets

Pale orangecoloured biconvex film -coatedtables markedwith the manufacturer'slogo on oneside T2 onthe other
side.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Treatmenbf moderateto severe pain.

4.2 Posology and method of administration

The dose should be adjustedto the intensity of the pain and the sensitvity of the individual patient. The lowes
effective dosefor andgesiashould generdly be selected. The total daly doses of 400 mg tramadol hydrochloride
should notbe exceeded exceptin specialclinical circumstaces.

UnlessothemwiseprescribedZYDOL SRshouldbe administeredasfoll ows:

Adults ard adolescentabovetheageof 12yeass

The usualinitial doseis 50-100 mg tramadd hydrochlorde twice daily, morningandevening.If painrelief is insuficient,
thedosemay betitratedupwadsto 150mg or 200mg tramadolhydrochloridetwice daily (seesection 5.1).

Children
ZYDOL SR is not suitablefor childrenbdow theageof 12 yeas.

Older patients
A dose adjustmentis not usually necessaryn paients up to 75 yeas without clinically manifest hepaticor rena

insufficiency. In eldely patientsover 75 years elimination may be prolonged. Therefore,if necessarythe dosag
interval is to be extendedaccordingo the patient s requirenents.

Renalinsufficiency/dialyss andhepaticimpairment
In patientswith renaland/orhepaticinsufficiencythe eliminationof tramadd is ddayed. In thesepaients prolongatiol
of thedosagentervalshouldbe carefully consderedaccordingto the paients requiranents.

In casesof severe renal and/or severe hepatic insufficiency ZYDOL SR prolongedrelease tablets are not
recanmended.

Date Printed 06/10/2016 CRN 2178644 page number: 1



Health Products Regulatory Authority

Methodof adminstratior
Thetabletsareto betakenwhole,notdivided or chewedwith sufficientliquid, with or without food.

Durationof admnistraton

Tramadol shoutl under no circumganes be adminstered for longe than absolutelynecessarylf long-term pair
treament with tramadol is necessaryin view of the nature and seveity of the illness, then careful and regulai
monitoring shout be carriedout (if necessaryvith breaksin treament) to estaliish whetherandto whatextentfurthei
tredmentis necessary.

4.3 Contraindications

ZYDOL SR is contraindicated

in hypersensivity to the activesubstancer anyof the excipients(listedin section6.1),

- in acuteintoxicationwith alcohol,hypnoics, anabesicsopioidsor othea psychotopic medicinalproducts,

- in patientswho arereceving MAO inhibitors or who havetakenthem within thelast 14 days(seesection4.5),
- in patientswith epilepsynot adequatelyontolled by treatment,

- for usein narcoticwithdrawal treatment.
4.4 Special warnings and precautions for use

ZYDOL SR mayonly beusedwith particular caution in opioid-dependenpatients,patientswith headinjury, shock,a
reducedlevel of cons@ousnes of uncertan origin, disordersof therespiratory centreor function,increasedntracranial
pressure

In patientssensiive to opiateshe medidnal productshoud only be usedwith caution.

Careshouldbetakenwhentreatng patientswith respirabry depressin, or if concomitantCNS depressamdrugsare
being administeredseesection4.5), or if therecomnendeddosagas significantly exceeded(seesection 4.9) asthe
possibility of respiratorydepresion cannotbe exdudedin thesesituaions.

Conwlsionshavebeenreportedn patientsreceving tramadolat the recommendeddoselevds. Therisk maybe
increasdwhendosesf tramadolhydrachlorideexcea therecommendedupperdaily doselimit (400mg). In addition,
tramadolmayincreas the seizurerisk in patients takingotha mediind productshatlowers theseizue threshdd (see
section 4.5). Patentswith epilepy or thosesusceptile to sezuresshouldonly be treatedwith tramadolif there are
compellingcircumstances.

Tramadolhasalow dependencpotential Onlong-term usetolerance psydic andphysicaldependencenay devdop.
In patientswith atendencyto drugabuseor dependeng, treatment with ZYDOL SR shouldonly be caried out for
short petiodsunderstrict medicalsupervsion.

Tramadolis not suitableasa substitutan opioid-depadentpatients. Althoughit is anopioid agonist tramadolcannot
suppres morphinewithdrawnal symptoms.

This medichal productcontanslactose.Patients with rarehereditaryproblens of galactosentolerancetheLapplacase
deficiency of glucos«galectosemalabsoption shouldnot take this medicinalproduct
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4.5 Interaction with other medicinal productsand other forms of interaction

ZYDOL SR shouldnotbe combinedwith MAO inhibitors (seesecton 4.3).

In patientstreaedwith MA O inhibitorsin the 14 daysprior to the useof the opioid pethidine Jife-threatening
interactionson the centralnervoussysem, respiraory andcardiovascuar function havebeenobsrved.Thesame
interactionswith MAO inhibitors cannotbe ruled out duringtreatnentwith ZYDOL SR.

Concomitantadministrationof ZYDOL SRwith othercentrally depressanmnedicind productsncludingalcoholmay
potentiatethe CNS effect (seesection4.8).

Theresultsof pharmaokineticstudieshave sofar shownthaton the concomitantor previousadministratiorof
cimetidine(enzyne inhibitor) clinically relevantinteragionsareunlikely to occur Simultaneousr previous
administrationof carbamazepingenzymeinducer)may reducethe andgesiceffect andshotenthe durationof action.

Tramadolcaninduceconvulsionsandincreasethe potential for selective serotoimn reuptakanhibitors (SSRIS),
serotonin-norepinephrin@euptakanhibitors (SNRIs), tricyclic anidepressantsantipsychoticandotherseizure
thresholdloweringmedicinalproduct(suchasbupropion mirtazgine, tetrahydrocannabinolo causeconvulsons.
Concomitantherapeut useof tramadd andserotonergiarugs,suchas sekctive seotoninreuptakanhibitors
(SSRs), serobnin-norepnephrinereuptakanhibitors (SNRIs),MAO inhibitors (seesection4.3),tricyclic
antidepessarg andmirtazapinanay cawseserotonn toxicity. Serotonn syndromas likely whenoneof thefollowing
isobserved:

= Spontaneouslonus

= Inducibleor ocular clonuswith agitationor diaphoresis

= Tremorandhyperrefexia

» Hypertoniaandbodytempeature> 38 C and indudble ocula clonus.

Withdrawalof the serotonergi@rugsusualy bringsabouta rapid improvement. Treatmentependson thetypeand
severity of the symptoms.

Caution shouldbe exercisedduring conmmitant treament with tramadolandcoumarinderivativeqe.g. warfarin) due
to reportsof increasedN R with majorblealing andecchymosesn somepdients.

Other activesubsancesknownto inhibit CYP3A4,suchasketomnazoé anderythromycin, mightinhibit the
metabolismof tramadol (N-demethylationprobaly alsothe metabolismof the activeO-demethylatednetabolite.The
clinical importance of suchaninteracton hasnotbeenstudial (see secton 4.8).

In alimited number of studiesthe pre- or postoperave application of the aniemetic5-HT3 antagonisbndansetron
increasdtherequirementbf tramadolin patientswith posbperaive pan.

4.6 Fertility, pregnancy and lactation

Pregnancy

Animal studieswith tramadolrevealedat very high doses effects on organdevelopmentpssiicationandneonatal
mortality. Teratogeru effectswerenot obseved. Tramadol crosseghe placenta. Thereis inadequée evidenceavailable
on safay of thedrugin humanpregnancyTherdore, tramadolshouldnot be usedin pregnantwomen.

Tramadol- admnisteredbeforeor during birth — doesnot affed uterine contractility.
In neonatest mayinducechangesn therespiratoryrate which are usualy notclinically relevant.

Chronicuseduring pregnancymay leadto neonathwithdrawalsymptoms.
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Breast-feeding
During lactationabout0.1%of the maternaldos is secreéedinto themilk. ZYDOL SR is notrecomnendedduring
breastfeedng. After a singleadministraion of tramadolit is not usually necessaryto interrupt breastfeeding.

Fertility
Postmarketing surveilancedoesnot sugget an effect of tramadolon fertili ty. Animal studiesdid not showan effect of
tramadolonfertility.

4.7 Effects on ability to drive and use machines

Evenwhentakenaccordingy to instructons,ZYDOL SRmay causesffects suchassomnolencenddizzinessand
thereforemayimpair thereactionsof drivers and machine operabrs. This appliesparticularlyin conjundion with
alcohol andotherpsychotropicsubstanes.

4.8 Undesirable effects

Themostcommonly reportedadverseeactionsarenauseaanddizziness,both occurringin morethan10 % of paients.

Thefrequenciesredefinedasfollows:

Very common: >1/10

Common: >1/100,<1/10

Uncommon: >1/1000,<1/100

Rare: >1/10 000,<1/1000

Very rare: <1/10000

Not known: cannotbe estimatedrom theavailabledata

Cardacdisordes:
Uncommon: cardiovascularegulaton (palpitation, tachycarda). Theseadversereactionamayoccurespeciallyon
intravenousdninistration andin patiens who are physicdly stressed.

Rare: bradyardia

Invedigations:
Rare: increasen bloodpressire

Vasculadisorders:
Uncommon: cardiovascularegulaton (posturalhypotension or cardiovasaular collapse) Theseadversereactionsmay
occur egecilly onintravenousdministratbn andin paients who arephysially stressed.

Metabolismandnutrition disorders
Rare: changesn appdite

Respiratorythoracicandmediastinaldisorders:
Rare: regiratory depressiongyspnoea

If the recommendedosesareconsiderablyexceededand othercentraly depressat substanceareadminsitered
concamitatly (seesection4.5),respiratorydepressin mayocaur.

Worseningof ashmahasbeenreportedthougha causalrelationshp hasnot beenestablished.

Nervoussystendisorders
Very common: dizzines

Common:; headachesomnolence
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Rare: speechdisordersparaestheis, tremor,epileptiform convulsionsjnvoluntarymuscle contractions,abnormal
coordination,syncope.

Conwlsionsoccurredmainly afteradminstration of high dosesof tramadol or afterconcomitantreatmant with
medcinal productswhich canlower the sazurethreshol (seesections4.4and 4.5).

Psychiatric disorders

Rare: hallucinaions,confusion,sleepdisturbane, delirium, anxiely andnightmares. Psychicadverseaeactionanay
occur following adminstraton of tramadolwhich vary individualy in intensiy andnature(dependingon personality
and durationof treatmenk Theseincludechangesn mood(usuall elaion, occasionallydysphora), changesn
activity (usually supgpressionpccasionallyincreaseandchangesn cogntive andsensoriatapacity(e.g.dedsion
behawvour, perceptiordisorders).

Drug dependencenay occur. Symptomsof drugwithdrawalsyndromesimilar to thoseoccuing during opiate
withdrawal,may occurasfollows: agitiaion, anxiely, nervousnss,insomna, hyperkinesiatremorandgastrointentinal
symptoms.Othersymptomsthathavevery rarely beenseenwith tramadol discantinuationinclude:panicattacks,
severeanxiety,halucinations paraesthgas,tinnitusandunusualCNS synmptoms(i.e. confusion,ddusions,
deperonalisaton, derealisatn, paranoid.

Eyedisorders:
Rare: miosis,mydriass, blurredvision

Gastointestnal disorders:
Very common: nausea

Common: constipationdry mouth,vomiting
Uncommon: retching, gagrointestnal discomfort(a feeling of pressuren the stomach bloating),diarthoea

Skin andsubataneousissuedisorders
Common: hyperhidrosis

Uncommon: dermalreactions(e.g.pruritus,rash,urticaria)

Musculoskettalandconnedive tissuedisorders
Rare: motorialweakness

Hepatobiliarydisorders:
In afew isolatedcasesanincreag in liver enzymevalues hasbeen reportal in atemporalconnectiorwith the
therapeutiaiseof tramadol.

Renalandurinarydisorders
Rare: micturition disorders (dysuriaandurinaly retention)

Immune systemdisorders:
Rare: dlergicreactions (e g. dyspnoeabronchospam wheezing, angioneuroic oedema)andanaphylaxis

Metabolismandnutrition disorders:
Not known: hypoglycaemia

Generaldisorders:
Common:
fatigue
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Reporting of suspected adver se reactions

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

4.9 Overdose

Symptoms

In principle, onintoxicaion with tramaal symptomssimilar to thoseof othercentrallyactinganalgesicgopiods)are
to beexpectedThesencludein particula miosis, vomiting, cardiovasaular collapse ,consciousnesdisordersup to
coma,convulsionsandregiratory depressin up to respirabry arrest.

Treatment

Thegenerakemergeny measurespply. Keepopentherespratorytract(aspiration!) maintain respirationand
circulationdependingnthe sympbms.Theantidot for respirabry depressioris naloxoneln animalexperments
naloxonehadno effect on convukions.In suc casesasdiazgpamshouldbe givenintravenously.

In caseof intoxication orally, gastointestnd deconamination with acivatedchaicod or by gastriclavageis only
recanmendedvithin 2 hoursafter tramalol intake Gastrointestnal decontamnationatalater time pointmaybe usetl
in caseof intoxicaton with exceptionallylargequantties or prolongel-releaseformulation.

Tramadolis minimally eliminatedfrom the serumby haemodidysis or haenofiltration. Thereforetreatmenbf acute
intoxicationwith ZYDOL SRwith haemodiysis or haemofitration aloneis not suitablefor detoxification.

5 PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:otheropioids;ATC-codeN 02 AX 02

Tramadolis a centally actingopioid analgesic.It isanon sdective pureagonistat u, 6 andk opioid receptorawith a
higheraffinity for the u receptor. Othermechanismsvhich may contibuteto its analgesiceffed areinhibition of
neuronalreupakeof noradrenalieandenhancemntof serotoni release.

Tramadolhasanantitussve effect. In contrasto morphine,andgesicdoses of tramadoloverawide rangehaveno
respiratorydepressargffect. Alsogastointestinal motility is lessaffected. Effectson the cardiovascularsystemtendto
be slight. The potencyof tramadolis reportedto be 1/10 (onetenth) to 1/6 (onesixth) thatof morphine.

Paedatric population

Effectsof enteralandparenterabdministraion of tramadolhavebeeninvestigatedn clinical trials involving morethar
2000 paediatrigpaientsrangng in agefrom neonae to 17 yearsof age.Theindicationsfor paintreatmenstudiedin
thosetrialsincludedpainaftersurgery(manly abdomnal), after surgical toothextradions,dueto fractues,burnsand
traumasas well asotherpainful conditionslikely to require andgesictreamentfor atleast7 days.

At single dosesof up to 2 mg/kg or multiple dosesof up to 8 mg/kg pe day (to a maximum of 400 mg per day;
efficacy of tramadol wasfoundto be superiorto placebo,and superor or equalto parmacetamolnalbuphne, pethidine
or low dosemorphine.The conductedtrials confirmed the efficacy of tramadol. The safety profile of tramadolwas
similar in adultandpaediatic patientsolderthanl year (see secton 4.2).

5.2 Phar macokinetic properties

Morethan90%of ZYDOL SRis absorbedhfter oral administration. The meanabsolutebioavailabilityis
approximately70 %, irregpectiveof the concomtantintakeof food. Thedifferencebetweenab®rbedandnor-
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metabolisedavailabk tramadolis probablydueto low first-passeffect. Thefirst-passeffect afteroral adminidrationis
amaximumof 30 %.

Tramadolhasahightissueaffinity (V d, = 203+ 40 1). It hasa plasna proteinbinding of about20%.

Afteradmnistrationof ZYDOL SR 100mg the peak plasma concentraion Cmax= 141+ 40 ng/nl is reachedifter 4.9
h; afteradministrationof ZYDOL SR200mg Cmax260+ 62 ng/mlis reated after4.8 hours.

Tramadolpassetheblood-brainandplacental barriers.Very smdl amountsof the substancand its O-desmethyl
derivative arefoundin thebreastmilk (0.1% and0.02% respedtely of theapplied dose).

Eliminationhalf-life t 1/2 8 is approximately6 h, irrespectve of the modeof admnistraton. In patientsabove 75 years
of ageit maybeprolongedby afactorof approximatdy 1.4.

In humandramadolis mainly metabolisedy meansof N- andO-demehylation andconjugationof the O-
demethylaton produds with glucuronicacid.Only O-desmetyltramadolis phamacologicallyactive. Thereare
consider®le interindividual quantitativedifferenesbetweerthe otha metabolites.So far, elevenmetaboliteshave
beenfoundin theurine. Animal experinentshaveshowntha O-desmeéhyltramadolis morepotentthatthe parent
substancdy thefactor2 — 4. Its half-life t %28 (6 healthyvolunteer$is 7.9 h (range5.4— 9.6h)andis approximaely
thatof tramadol.

Theinhibition of one or bothtypesof the isoenzyme CYP3A4andCYP2D6involvedin the biotransformatiorof
tramadolmay affectthe plasmaconcentréon of tramadolor its acive metabolite. Up to now, clinically relevant
interactionshavenot beenrepored.

Tramadolandits metaolitesarealmod conpletdy exaetad viathe kidneys.Cumulativeurinay exaeationis 90% of
thetotal radioacivity of theadmnistereddose.In caseof impaired hepaic and renalfunctionthe half-life maybe
dightly prolonged.In patientswith cirrhosisof theliver, eliminaion half lives of 13.3+ 4.9h (tramalol) and18.5+ 9.4
h (O-desmethyltraradol),in anextremecase 22.3h and 36 h respectively, havebeendetemined.In patientswith renal
insufficiency(creatinne clearance<5 ml/min) thevalueswerell + 3.2h and16.9 + 3 h, in anextremecasel9.5h and
43.2h respectively.

Tramadolhasalinerpharmacokinetigrofile within the thergeutic dosaerange.Therelationshipbetweenserum
concentratbnsandthe analgesieffectis dosedependentbut varies conserablyin isolaed casesA setum
concentraton of 100-300ng/mlis usuallyeffecive.

Paedatric population

The pharmacokineticef tramadoland O-desmethytramadol after singledoseandmultiple-doseord adminstrationto
subjectsagel 1 yearto 16 yearswerefoundto be generaly similar to thosein adultswhenadjustingfor dose by body
weight, butwith ahigherbetweensubject varability in childrenaged8 yeas and below.

In childrenbelow 1 yearof age,the pharnacokingics of tramadoland O-desmethytramadolhavebeeninvestgated,
but havenot beenfully characterizedinformation from studiesinduding this agegroupindicatesthat the formation
rateof O-desmethyltraradolvia CYP2D6increasesontinuouslyin neonatesand adut levelsof CYP2D6 activity are
assumed to be reachedat aboutl1 year of age In addiion, immatre glucuronidationsystemsand immaturerena
functionmayresultin slow elimination andaccumulaion of O-desmehyltramadolin childrenunderl yearof age.

5.3 Preclinical safety data

On repeatedral andpareneraladmnistration of tramadolfor 6-26 weeks in ratsanddogsandoral administratiorfor
12 monthsin dogshaematobgical, clinicochenicd andhistologicd investigations showedno evidenceof any
substanceelatedchangesCentralnervaus manifestatonsonly occurral after high dosesconsderably abovethe
therapeuticange:restessiess salivation,convulsionsandreducel weight gan. Ratsanddogstoleratedoral doseof
20 mg/kgand10 mg/kg bodyweightrespetively, anddogsrectd dosesof 20 mg/kg bodyweightwithoutany
reactons
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In rats tramadoldosage$rom 50mg/kg/dayupwardscausedoxic effectsin damsandraisedneonde mortality. In the
offspringretardaton occuredin theform of ossificaion disordersanddelayedvagind andeyeopening.Male fertility
wasnot affeced. After higherdoss(from 50mgkg/dayupwards)emdes exhibiteda reducedpregnancyate. In
ralbits therewere toxic effectsin dans from 125ng/kg upwads and skdetal anomalies in the offspring.

In samein-vitro testsysemstherewasevidene of mutageniceffects. In-vivo studiesshowedno sucheffects.
Accordingto knowledgegainedso far, tramalol canbe classified asnonmutagenic.

Studieson thetumorigenicpotenial of tramadolhydrochbride havebeencarriedoutin ratsandmice. The studyin rats
showedno evidenceof any substancerelatal increasein theincidenceof tumours.In the studyin micetherewasan
increagdincidenceof liver cell adenomasin maleanimals (a dose depedent,nonsignificant increassefrom 15mg/kg
upwards)andanincreasen pulmonarytumoursin females of all dosagegroups(significant,but notdosedependent)

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tabletcore:

Microcrystaline cellulose
Hypromellose1l00000mPa's
Magnesiunstearas
Colloidal anhydroussilica

Film coating:

Hypromellose6 mPas
Lactosemonohydrate

Macrogol6000

Propyleneglycol

Talc

Titaniumdioxide (E171)

Quinolineyellow lake (E104),aluminiumsdt
Rediron oxide (E172)

6.2 Incompatibilities

Not applicable

6.3 Shelf life

Syears

6.4 Special precautionsfor storage

Do not stare above30°C. Storein the original continer.
6.5 Nature and contents of container

PV C/PvDCl/foil blisterpacksof 2, 4 or 10tablets.(Sample/starer packs)
PV C/PVDC/foil blisterpacksof 30 or 60 tablets.

Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal
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No specialrequirement:
Any unusedproductor wase materialshould bedisposé of in acawrdancewith local requirements
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