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Summary of Product Characteristics

1NAME OF THE MEDICINAL PRODUCT
ZYDOL SR 50mg prolongedreleag tablets
2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Active substaince:tramadolhydrochlorice
Ead prolongedreleasdabletcontans 50 mg tramalol hydrochlorde.

Excipientwith knowneffect: Eachprolongedreleasetablet contans2.5mg laccosemonohydratdsee section4.4).
For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM

Prolongedreleasdablet

Paleyellow coloured round,biconvex,film-coaedtablets, marked with the marufacturetslogo on onesideandTO on
theotherside.

4 CLINICAL PARTICULARS
4.1 Therapeutic Indications
Treatmet of moderateo severepain.

4.2 Posology and method of administration

Posdogy
Thedoseshouldbe adjustedo the intensityof the pan andthe sensttivity of theindividual patient.Thelowest

effective dosefor analgesiahouldgenerdly beselected. Daily dosesof 400mg tramadolhydrochlorideshouldnot be
exceededexceptin specialclinical circumstancs.

UnlessothemwiseprescribedZYDOL SRshouldbe administeredasfoll ows:

Adults and adol escents above the age of 12 years

Theusualinitial doseis 50-100 mg tramadol hydrodloride twice daly, morningandevening.f painreliefis
insufficient thedosemay betitratedupwardsto 150 mg or 200mg tramadolhydrochloridetwice daly (seesection
5.1).

ZYDOL SR shouldunderno circumstanesbe adminsteredfor longe thanabsdutely necessanif long-termpain
treamentwith ZYDOL SRis necesary in view of the natureandseveity of theillness,thencarefulandregular
monitoring shouldbe carriedout (if necessaryith bre&sin treamen) to estdlish whetherandto whatextentfurther
treamentis necessary.

Paediatric population:
ZYDOL SR is not suitablefor childrenbdow theageof 12 yeas.

Elderly patients

A doseadjustnentis notusually necesaryin patientsupto 75 yeas withoutclinically manifesthepatic or renal
insufficiency. In elderly patientsover 75 yearselimination maybe prolonged. Therefore,if necessaryhedosage
interval is to beextendedaccordingio the patien’ s requiremens.
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Patients with renal insufficiency/dialysis and hepatic impairment

In patientswith renaland/orhepaticinsufficiencythe eliminaion of tramadolis delayedIn thesepatientsprolongation
of thedosagentervalsshouldbe carefully consdered acording to the patient s requirementsin casef severerenal
and/or severehepaic insufficiencyZYDOL SRprolongedreleasetablets are notrecommended.

Method of administration
Thetabletsareto betakenwhole,not dividedor chewed with sufficientliquid, independentf meals.

4.3 Contraindications

ZYDOL SR is contraindicated
- in hypersensitivityto the acive substancer any of the excipientslistedin section6.1,
- in acuteintoxicationwith alcohol,hypnotcs,anabesics,opioidsor otherpsychotropianedicinalproducs,
- in patientswho arereceivingMA O inhibitorsor who have takenthem within thelast14 days(seesedion 4.5),
- in patientswith epilepsynotadequatly controled by treatment,
- for usein narcoticwithdrawal treatment.

4.4 Special warnings and precautions for use

ZYDOL SR mayonly beusedwith particulr cautonin opioid-dependenpatients,patientswith headinjury, shock,a
reducedlevel of conseousnes of uncertan origin, disordersof therespiratory centeror function,increasedntracranial
pressure

In patientssensiive to opiatesZYDOL SRshouldonly be usedwith caution.

Careshouldbetakenwhentreaing patientswith respirabry depressin, or if concomitantCNSdepressardrugsare
being administeredseesection4.5), or if therecomnendeddosages significantly exceeded(seesection 4.9) asthe
possibility of respiratorydepresion cannotbe exdudedin thesesituaions.

Conwlsionshavebeenreportedn patientsreceving tramadolat therecommendedioselevds. Therisk maybe
increaedwhendosesof tramadolhydrochlorideexceal therecommendedupperdaily doselimit (400mg). In addition,
tramadolmayincreas the seizurerisk in patients takingothe mediind productshatlowers theseizue threshdd (see
section 4.5). Patentswith epilepy or thosesuscepble 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 cariied out for
short peiodsunderstrict medicalsupervsion.

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

ZYDOL SR prolongedreleasdables contan lactose Paientswith rarehereditaryproblemsof galactosentolerance,
the Lapplactasedeficiencyor glucosegaladosemalabsorpion, shouldnot takethis medicinalprodud.

4.5 Interaction with other medicinal products and 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 inhibitorscannotberuled out duringtreatmentwith 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
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Simultaneou®r previousadminstraton of carbanazepine (enzymeinducer)mayreducethe analgesieffectand
shortentheduraton of action.

Tramadolcaninduceconvulsionsandincreasethe potential for selective serotoin reuptakenhibitors (SSRIs),
serotonin-norepinephringeuptakanhibitors (SNRIs), tricyclic ani-depressans, antipsytoticsandotherseiaire
thresholdloweringmedicinalproducts(suc asbupropon, mirtazapne,tetrahydrocanniinol) to causeconvukions.

Concomitantherapeut useof tramadd and serotonergidrugssuchas sekctive seotoninre-uptakeinhibitors
(SSRs), serobnin-norepnephrinereuptakanhibitors (SNRIs),MAO inhibitors (seesection4.3),tricyclic
antidepessarg andmirtazapinanay cawseserotonn toxicity. Serotonn syndromas likely whenoneof
thefollowing is observed:

* Spataneouglonus

* Inducible or ocular clonuswith agitationor diaphoresis

» Tremor andhyperfexia

« Hypertoria andbodytemperature-38'C andinducible or ocula clonus

Withdrawalof the serotonergi@rugsusualy bringsabouta rapid improvanent.Treatmentependsonthetypeand
severity of the symptoms.

Caution shouldbe exercisedluring conmmitant treament with tramadolandcoumarinderivatives(e.g. warfarin) due
to reportsof increasedN R with majorbleeding andeacchymosesn somepdients.

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

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

4.6 Fertility, pregnancy and lactation

Pregnancy
Animal studieswith tramadolrevealedat very high doses effectson organdevelopmentpssiicationandneonatal

mortality. Teratogerg effectswerenot obseved. Tramadol crosseghe placenta. Thereis inadequée evidenceavailable
on thesdety of tramadolin humanpregnanyg. ThereforeZYDOL SR shout notbeusedin pregnanivomen.

Tramadol- admnisteredbeforeor during birth - doesnot affectuterinecontractility. In neonaesit mayinducechange:
in therespratoryratewhich areusuallynot clinicaly relevant Chronc useduringpregnancymayleadto neonatha
withdrawalsymptoms.

Breastfeeding
During lactationabout0.1%o0f the maternaldose is secreéedinto themilk. ZYDOL SR is notrecomnendedduring

breastfeedng. After a singleadministraion of tramadolit is not usually necessaryto interrupt breastfeeding.

Fertility
Postmalrketing surveilancedoesnot sugget an effect of tramadol on fertili ty. Animal studiesdid not showan effectof
tramadolonfertility.

4.7 Effects on ability to drive and use machines
Evenwhentakenaccordingto instructions,ZYDOL SR may causeeffectssuchassomnolenceanddizzinessand

thereforemayimpair thereactionsof drivers and machine operabrs. This appliesparticularlyin conjundion with
alcohol andotherpsychotropicsubstanes
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4.8 Undesir able effects

Themostcommonly reportedadverseeactionsarenauseaanddizziness,both occurringin morethan10 % of paients.

Thefrequenciesredefinedasfollows:

Verycommon:>1/10

Common:  >1/100 to <1/10

Uncommon: >1/1000to <1/100

Rare: >1/10000to0 <1/1000

Veryrare <1/10000

Not known frequencycannotbe edimatedfrom theavaiable data

Immune system disorders
Rare:allergic reactionge.g.dyspnoeapronchospam, wheezing,angioneuroic oedemapndanaphylaxis

Cardiac disorders

Uncanmon:cardiovascularegulation(pdpitation,tachy@ardia). Theseadvesereactionanay occurespeially on
intravenousdmninistration andin patiens who are physicdly stressed.

Rare:bradycardia

Investigations
Rare:increasen blood pressire

Vascular disorders
Uncanmon:cardiovascularegulation(posturd hypotensioror cardiovascuér collaps®. Thes advesereadionsmay
occur egecilly onintravenousdministraton andin paients who arephysially stressed.

Nervous system disorders

Verycommon:dizzines

Common:headachesonmolence

Rare paraedtesa, tremor, convulsionsmusde contacionsinvoluntay, coordinationabnormal syncope speet
disordes.

Conwlsion occurredmainly afteradmiristration of high dosesof tramadolor afterconomitanttreatmentwvith
medcinal productswvhich canlower the sazurethreshod. (seesection 4.4and4.5).

Metabolism and nutrition disorders
Rare:changesin appetite

Psychiatric disorders

Rare:hallucination,confugsonal state,sleepdisturbane, delirium, anxiety andnightmaresPsychicadvesereacions
may occu following administraton of ZYDOL SRwhichvary individudly in intensty andnaure (dependingon
persanality anddurationof treatnmeni. Theseinclude changesn mood(usualy euphorc mood,occasionally
dysploria), changesn activity (usuallysuppresion,ocasionaly increase)andchangesn cognitve andsensorié
capacity(e.g.dedsion behavour, percepion disordes). Drug dependacemay occur. Symptomsof drug withdrawal
syndrome similar to thoseoccurringduring opiate withdrawal,may occuras follows: agitation,anxiety,nervousness,
insomniahyperkinesiatremorandgastrointstinal sympoms.Othe synptomsthathavevery rardy beenseenwith
tramadoldiscontnuation include: panicattacks, severeanxidy, hallucinaion, pamesthesias,tinnitusandunusualCNS
symptoms(i.e.confusionaktate,delusions,depersonatation, deralizaion, paranoia).

Eye disorders
Rare:miosis,vision blurred,mydriasis

Respiratory, thoracic and mediastinal disorders:

Rare:respratorydepressiondyspnea

If the recommendedosesareconsiderablyexceededand other centraly depressat substanceareadministered
concamitantly (seesecton 4.5), respiratorydepressin mayocaur.
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Worseningof ashmahasbeenreportedthougha causalrelationshp hasnot beenestablishet

Gastrointestinal disorders

Very common: nausea

Common:constpation,dry mouh, vomitting

Uncanmon:retching,gastointeginal discomfort(afeeling of pressurein the stomachbploating) diarrhoea

Skin and subcutaneous tissue disorders:
Common:hyperidrosis
Uncammon:dermalreactionge.g.pruritus, rash,urticaria)

Musculo-skeletal disorders
Rare:motorialweakness

Hepatobiliary disorders:
In afew isolatedcasedepaticiver enzyne increselhasbeenreporedin atemporalconnectiorwith thethemapeutic
useof tramadol

Renal and urinary disorders:
Rare:micturition disorder(dysuriaandurinary retenion)

Metabolism and nutrition disorders:
Not known: hypoglycaemii

General disorders
Common:fatigue

Reporting of suspected adverse reactions

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

4.9 Overdose

Symptoms

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

Treatment

Thegenerakemergeny measurespply. Keepopentherespratorytract(aspiration!) maintain respirationand
circulationdependingn thesympboms.

Theantidotefor respratory depres®mn is ndoxone.In animal experimentsnaloxonehadno effecton convulsionsin
suchcase diazepanshouldbe givenintravenously.

In caseof intoxication with oral formulations,gastroinéstinaldeconamination with activatedcharcoalr by gastic
lavage is only recommendedithin 2 hoursaftertramalol intake. Gastroinestinaldecontaminabn at a later time point
may be usefulin caseof intoxicationwith exceptionaly large quantties or prolongedreleaseformulations
Tramadolis minimally eliminatedfrom the serumby haemodidysis or haenofiltration. Thereforetreatmenbf acute
intoxicationwith ZYDOL SRwith haemodi§ysis or haemofitration aloneis not suitablefor detoxification.

5 PHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties
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Pharmacotherapeutigroup:otheropioids;ATC-code: N 02 AX02.

Tramadolis a centally-actingopioid anabesic.It is anon-sekcive pureagonistat 4, 6 and k opioid receptorswith a
higheraffinity for the p receptor Othermechanismswvhich contibuteto its andgesiceffectare inhibition of neuonal
re-uptakeof noradrenalin@ndenhancemenif serobninrelease.

Tramadolhasanantitussve effect. In contrasto morphine,andgesicdoses of tramadolovera wide rangehaveno
respiratorydepressangffect. Also gastroinestinalmotility is lessaffected. Effects onthe cardiovasularsystemtendto
be slight. The potencyof tramadolis reportedto be 1/10 (onetenth) to 1/6 (onesixth) thatof morphine.

Paedatric population

Effectsof enteal andparenteraladministation of tramadolhavebeeninvestgatedin clinical trials involving more thar
2000 paedatric patientsrangingin agefrom neonag to 17 yearsof age.The indicationsfor pain treatmentstudiedin
thosetrials includedpain after surgery(manly abdomingd), after surgcal tooth extractionsdueto fracturespurnsanc
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 concomiantintakeof food. Thedifferencebetweenabsrbedandnon
metabolisedavailabk tramadolis probablydueto thelow first passeffect. Thefirst-passeffectafter oral administratiol
isamaximumof 30 %.

Tramadolhasa hightissueaffinity (V g g =203+ 401). It hasa plasma proten bindingof about20 %.

Afteradmnistrationof ZYDOL SR 100mg the peak plasma concentraion Cmax= 141+ 40 ng/ml is reachedifter 4.9
h; afteradministrationof ZYDOL SR200mg Cmax260 + + 62 ng/mlisreachedafter4.8 hours.

Tramadolpassethe blood-brainandplacental barriers.Very smdl amountsof the substancand its O-desmethyl
derivative arefoundin the breastmilk (0.1% and0.02% respedtiely of the applied dose).

Eliminationhalf-life t1/ :is approximatéy 6 h, irrespedive of themodeof administation.In paientsabove75yeas
of ageit maybeprolongedby afactorof approximatdy 1.4.

In humandramadolis mainly metabolisedy meansof N- andO-demehylation andconjugationof the O-
demethylaton produds with glucuronicacid.Only O-desmetiyltramadolis phamacologicallyactive. Thereare
consider®le interindividual quantitativedifferenesbetweerthe otha metbolites.So far, elevenmetabolitehave
beenfoundin theurine. Animal experinentshaveshowntha O-desmehyltramadolis morepotentthanthe parent
substanceby thefactor2 - 4. Its half-life t1/ : (6 hedthy volunteers)is 7.9 h (range5.4 - 9.6 h) andis approximately
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.Cumulativeurinary exaetionis 90 % of
thetotal radioactvity of theadmnistereddose.In caseof impaired hepaic or renalfunctionthe hdf-lif e maybe
dightly prolonged.n patientswith cirrhosisof theliver, elimination half-lives of 13.3+ 4.9h (tramadol)and18.5+
9.4 h (O-desmetyltramadol),in anextrene cae 22.3h and36 h respetively, havebeendetemined. In patientswith
reral insufficiency(creatinineclearance< 5 ml/min) thevalueswerell+ 3.2h and16.9+ 3 h, in anextremecasel9.5
h and 43.2h respective).

Date Printed 06/10/2016 CRN 2180253 page number: 6



Health Products Regulatory Authority

Tramadolhasalinearpharmacokinetiprofile within thetherapeutc dosageange.
Therelationshipbetweerserumconcentratbtnsandthe andgesiceffect is dosedependent,but varies consideably in
isolaedcasesA serumconcentrathn of 100—300ng/ml is usualy effedive.

Paedatric population

The pharmacokineticef tramadoland O-desmethyttamadol 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 pharnacokindics of tramadoland O-desmethyttamadolhave beeninvestgated,
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-desmeéhyltramadolin childrenunderl yearof age.

5.3 Preclinical safety data

On repeatedral andpareneraladmnistration of tramadolfor 6 - 26 weeks in ratsanddogsandoral administratiorfor
12 monthsin dogshaematobgical,clinico-chanicd andhistologicd investigationsshowedno evidenceof any
substanceelatedchangesCentralnervaus manifestatonsonly occurrel after high dosesconsderably abovethe
therapeuticange:restessiess salivation,convulsionsandreducel weight gan. Ratsanddogstoleratedoral doseof
20 mg/kgand10 mg/kg bodyweightrespetively, anddogsrectd dosesf 20 mg/kg bodyweightwithout any
reactons.

In rats tramadoldosage$rom 50 mgkg/dayupwardscausedoxic effectsin damsandraisedneonde mortality. In the
offspringretardaton occuredin theform of ossificaion disordersanddelayedvagind andeyeopening.Male and
femalefertility wasnot affected.In rabhts thereweretoxic effects in damsfrom 125mg/kgupwardsandskeldal
anomaliesin 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 substanceelaedincreaein theincidenceof tumours.n the studyin micetherewasan
increagsdincidenceof liver cell adenomasin maleanimals (a dosedependent,non-significant increasefrom 15 mg/kg
upwards)andanincreasen pulmonarytumoursin females of all dosagegroups(significant,but notdosedependent)

6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tabletcore:

- microcrystalline cellulose
- hypromellosel00000mPa-s
- magnesiunstearate

- colloidd anhydros silica
Film coating:

- hypromellose mPa-s

- lactosemonohydrate

- macrogol6000

- propyleneglycol

- talc

- titanium dioxide (E 171)
- yellow iron oxide (E 172

Date Printed 06/10/2016 CRN 2180253 page number: 7



Health Products Regulatory Authority

6.2 ncompatibilities

Not applicable

6.3 Shelf life

3years

6.4 Special precautionsfor storage

This medicinalprodud doesnotrequireanyspedal storagecondtions.
6.5 Nature and contents of container

Aluminium/Polpropyleneor Aluminium/PVC/PVDCfoil blisters.
Packsizesof 10, 20, 30,50, 60,100,150 (10x15)prolongal-releasetablets.
Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal

No specialrequirementsor disposl.

Any unusednedicinalproductor wage matrial shoutl bedisposeé of in accordancewith local requirements.
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