
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

ZYDOL SR 200mg prolonged-release tablets.

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Each prolonged-releasetabletcontains200mg tramadol hydrochloride.

Excipient:Eachprolonged-releasetabletcontains 2.5mg lactosemonohydrate(seesection4.4).

For thefull list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Prolonged-releasetablets

Slightly brownishorangecoloured,roundbiconvex film-coatedtabletsmarkedwith manufacturer’s logoononeside
and T3 on theotherside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Treatmentof moderateto severepain.

4.2 Posology and method of administration

Thedoseshouldbeadjustedto theintensityof thepain andthesensitivi ty of theindividualpatient.Thelowest
effective dosefor analgesiashouldgenerally beselected. Thetotal daily dosesof 400mg tramadolhydrochloride
should notbeexceeded,exceptin specialclinical circumstances.

Unlessotherwiseprescribed,ZYDOL SRshouldbeadministeredasfollows:

Adults and adolescentsabovetheageof 12years

Theusualinitial doseis 50-100mg tramadol hydrochloridetwicedaily, morningandevening.If painrelief is
insufficient, thedosemaybetitratedupwardsto 150mgor 200mg tramadolhydrochloridetwicedaily (seesection
5.1).

Children

ZYDOL SR is not suitablefor childrenbelow theageof 12years.

Older patients

A doseadjustmentis not usually necessaryin patientsup to 75years withoutclinically manifesthepaticor renal
insufficiency. In elderlypatientsover75yearselimination maybeprolonged.Therefore,if necessary,thedosage
interval is to beextendedaccordingto thepatient’s requirements.

Renalinsufficiency/dialysis andhepaticimpairment

In patientswith renaland/orhepaticinsufficiencytheelimination of tramadolis delayed.In thesepatientsprolongation
of thedosageintervalshouldbecarefully consideredaccordingto thepatients requirements.In casesof severe renal
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and/or severehepatic insufficiencyZYDOL SRprolonged-releasetabletsarenot recommended.

Methodof administration

Thetabletsareto betakenwhole,not dividedor chewed,with sufficientliquid, with or without food.

Durationof administration

Tramadolshould under nocircumstancesbeadministered for longerthan absolutelynecessary. If long-termpain
treatmentwith tramadolis necessaryin view of thenatureandseverity of theillness,thencareful andregular
monitoringshouldbecarriedout (if necessarywith breaks in treatment) to establishwhetherandto whatextentfurther
treatmentis necessary.

4.3 Contraindications

ZYDOL SR is contraindicated

- in hypersensitivityto theactivesubstanceor anyof theexcipients listedin section6.1,

- in acuteintoxicationwith alcohol,hypnotics,analgesics,opioidsor otherpsychotropicmedicinal products,

- in patientswhoarereceivingMAO inhibitorsor whohavetakenthemwithin thelast14days(seesection4.5),

- in patientswith epilepsynotadequately controlled by treatment,

- for usein narcotic withdrawal treatment.

4.4 Special warnings and precautions for use

ZYDOL SR mayonly beusedwith particular caution in opioid-dependentpatients,patientswith headinjury, shock,a
reducedlevel of consciousnessof uncertain origin, disordersof therespiratorycentreor function,increasedintracranial
pressure.

In patientssensitive to opiatesthemedicinal productshould only beusedwith caution.

Careshouldbetakenwhentreating patientswith respiratory depression,or if concomitantCNSdepressantdrugsare
being administered(seesection4.5),or if therecommendeddosageis significantly exceeded(seesection4.9)asthe
possibility of respiratorydepressioncannotbeexcludedin thesesituations.

Convulsionshavebeenreportedin patientsreceiving tramadolat therecommendeddoselevels. Therisk maybe
increasedwhendosesof tramadolhydrochlorideexceed therecommendedupperdaily limit (400mg). In addition,
tramadolmayincrease theseizurerisk in patients takingother medicinal productsthatlowers theseizure threshold (see
section4.5). Patientswith epilepsy or thosesusceptible to seizuresshouldonly be treatedwith tramadolif there are
compellingcircumstances.

Tramadolhasa low dependencepotential. On long-term usetolerance, psychic andphysicaldependencemaydevelop.
In patientswith a tendencyto drugabuseor dependence, treatment with ZYDOL SR shouldonly becarriedout for
short periodsunderstrict medicalsupervision.

Tramadolis not suitableasa substitutein opioid-dependentpatients.Althoughit is anopioidagonist,tramadolcannot
suppress morphinewithdrawal symptoms.

This medicinalproduct containslactose.Patientswith rare hereditaryproblemsof galactoseintolerance,theLapp
lactasedeficiencyor glucose-galactosemalabsorptionshouldnot takethis medicinal product.
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4.5 Interaction with other medicinal products and other forms of interaction

ZYDOL SR shouldnotbecombinedwith MAO inhibitors(seesection 4.3).
In patientstreatedwith MAO inhibitorsin the14daysprior to theuseof theopioidpethidine,life-threatening
interactionson thecentralnervoussystem, respiratory andcardiovascular functionhavebeenobserved.Thesame
interactionswith MAO inhibitorscannotberuledout duringtreatmentwith ZYDOL SR.

Concomitantadministrationof ZYDOL SRwith othercentrally depressantmedicinal productsincludingalcoholmay
potentiatetheCNSeffects (seesection4.8).

Theresultsof pharmacokineticstudieshavesofar shownthaton theconcomitantor previousadministrationof
cimetidine(enzyme inhibitor) clinically relevantinteractionsareunlikely to occur. Simultaneousor previous
administrationof carbamazepine(enzymeinducer)may reducetheanalgesiceffect andshortenthedurationof action.

Tramadolcaninduceconvulsionsandincreasethepotential for selective serotonin reuptakeinhibitors(SSRIs),
serotonin-norepinephrinereuptakeinhibitors(SNRIs), tricyclic antidepressants,antipsychoticsandotherseizure
threshold-loweringmedicinalproduct(suchasbupropion,mirtazapine,tetrahydrocannabinol)to causeconvulsions.

Concomitanttherapeutic useof tramadol andserotonergicdrugs,suchas selectiveserotoninreuptakeinhibitors
(SSRIs), serotonin-norepinephrinereuptakeinhibitors(SNRIs),MAO inhibitors(seesection4.3),tricyclic
antidepressants andmirtazapinemaycauseserotonin toxicity. Serotonin syndromeis likely whenoneof thefollowing
is observed:

� Spontaneousclonus

� Inducible or ocular clonuswith agitation or diaphoresis

� Tremorandhyperreflexia

� Hypertoniaandbodytemperature> 38̊ C andinducible ocular clonus.

Withdrawalof theserotonergicdrugsusually bringsabouta rapid improvement.Treatmentdependson thetypeand
severity of thesymptoms.

Cautionshouldbeexercisedduringconcomitant treatment with tramadolandcoumarinderivatives(e.g.warfarin) due
to reportsof increasedINR with majorbleedingandecchymosesin somepatients.

Other activesubstancesknownto inhibit CYP3A4,suchasketoconazoleanderythromycin, might inhibit the
metabolismof tramadol(N-demethylation)probably alsothemetabolismof theactiveO-demethylatedmetabolite.The
clinical importance of suchaninteractionhasnotbeenstudied (see section 4.8).

In a limited numberof studiesthepre- or postoperative application of theantiemetic5-HT3 antagonistondansetron
increasedtherequirementof tramadolin patientswith postoperative pain.

4.6 Fertility, pregnancy and lactation

Pregnancy
Animal studieswith tramadolrevealedatvery highdoses effectsonorgandevelopment,ossificationandneonatal
mortality. Thereis inadequateevidenceavailableon thesafety of tramadol in humanpregnancy.Thereforetramadol
should notbeusedin pregnantwomen.

Tramadol- administeredbeforeor during birth - doesnot affectuterinecontractility.In neonatesit mayinducechanges
in therespiratoryratewhichareusuallynot clinically relevant. Chronic useduringpregnancymayleadto neonatal
withdrawalsymptoms.
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Breast-feeding
During lactationabout0.1% of thematernaldoseis secretedinto themilk. ZYDOL SR is not recommendedduring
breast-feeding. After asingleadministration of tramadolit is not usually necessaryto interrupt breast-feeding.

Fertility
Postmarketingsurveillancedoesnot suggestan effect of tramadolon fertili ty. Animal studiesdid not showaneffectof
tramadolon fertility.

4.7 Effects on ability to drive and use machines

Evenwhentakenaccordingto instructions,tramadolmaycauseeffects suchassomnolenceanddizzinessandtherefore
may impair thereactionsof driversandmachineoperators.This applies particularly in conjunctionwith alcoholand
otherpsychotropicsubstances.

4.8 Undesirable effects

Themostcommonly reportedadversereactionsarenauseaanddizziness,bothoccurringin morethan10% of patients.

Thefrequenciesaredefinedasfollows:
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: cannotbeestimatedfrom theavailabledata

Cardiac disorders:
Uncommon: cardiovascularregulation (palpitation, tachycardia). Theseadversereactionsmayoccurespeciallyon
intravenousadministration andin patients whoarephysically stressed.

Rare: bradycardia

Investigations:
Rare: increasein bloodpressure

Vasculardisorders:
Uncommon: cardiovascularregulation (posturalhypotensionor cardiovascular collapse).Theseadversereactionsmay
occurespecially on intravenousadministrationandin patients whoarephysically stressed.

Metabolismandnutritiondisorders:
Rare: changesin appetite

Respiratory,thoracicandmediastinaldisorders:
Rare: respiratory depression, dyspnoea

If the recommendeddosesareconsiderablyexceededandothercentrally depressant substancesareadministered
concomitantly (seesection 4.5),respiratorydepressionmayoccur.

Worseningof asthmahasbeenreported,thoughacausalrelationship hasnot beenestablished.

Nervoussystemdisorders:
Very common: dizziness

Common: headache,somnolence

Health Products Regulatory Authority

______________________________________________________________________________________________________________________

Date Printed 06/10/2016 CRN 2178644 page number: 4



Rare: speechdisorders,paraesthesia, tremor,epileptiform convulsions,involuntarymusclecontractions,abnormal
coordination,syncope.

Convulsionsoccurredmainly afteradministration of highdosesof tramadolor afterconcomitanttreatment with
medicinal productswhichcanlower theseizurethreshold (seesections4.4and4.5).

Psychiatric disorders:
Rare: hallucinations,confusion,sleepdisturbancedelirium, anxiety andnightmares.Psychicadversereactionsmay
occur followingadministration of tramadolwhichvary individually in intensity andnature(dependingonpersonality
and durationof treatment). Theseincludechangesin mood(usually elation, occasionallydysphoria), changesin
activity (usually suppression,occasionallyincrease)andchangesin cognitive andsensorialcapacity(e.g.decision
behaviour, perceptiondisorders).Drugdependencemayoccur. Symptomsof drug withdrawalsyndrome,similar to
thoseoccurringduringopiatewithdrawal, mayoccur asfollows: agitation,anxiety,nervousness,insomnia,
hyperkinesia,tremorandgastrointestinal symptoms.Othersymptomsthat havevery rarelybeenseenwith tramadol
discontinuationinclude:panicattacks,severeanxiety,hallucinations,paraesthesias,tinnitusandunusualCNS
symptoms(i.e.confusion,delusions,depersonalisation, derealisation, paranoia).

Eyedisorders:
Rare: miosis,mydriasis,blurredvision

Gastrointestinal disorders:
Very common: nausea

Common: constipation,dry mouth,vomiting

Uncommon: retching,gastrointestinal discomfort(a feeling of pressurein thestomach,bloating),diarrhoea

Skin andsubcutaneoustissuedisorders:
Common: hyperhidrosis

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

Musculoskeletalandconnective tissuedisorders:
Rare: motorialweakness

Hepatobiliarydisorders:
In a few isolatedcasesanincrease in liverenzymevalues hasbeen reported in a temporalconnectionwith the
therapeuticuseof tramadol.

Renalandurinarydisorders:
Rare: micturition disorders (dysuriaandurinary retention)

Immunesystemdisorders:
Rare: allergicreactions (e.g. dyspnoea,bronchospasm, wheezing,angioneurotic oedemaandanaphylaxis)

Metabolismandnutritiondisorders:
Not known: hypoglycaemia
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Generaldisorders:
Common: fatigue

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

4.9 Overdose

Symptoms

In principle,on intoxication with tramadol symptomssimilar to thoseof othercentrallyactinganalgesics(opioids)are
to beexpected.Theseincludein particular miosis,vomiting,cardiovascularcollapse,consciousness disordersup to
coma,convulsionsandrespiratorydepressionup to respiratory arrest.
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Treatment

Thegeneralemergency measuresapply. Keepopentherespiratorytract(aspiration!), maintain respirationand
circulationdependingon thesymptoms. Theantidote for respiratory depressionis naloxone.In animalexperiments
naloxonehadnoeffectonconvulsions.In such casesdiazepamshouldbegivenintravenously.

In caseof intoxicationorally, gastrointestinal decontamination with activatedcharcoal or by gastriclavageis only
recommendedwithin 2 hoursafter tramadol intake. Gastrointestinal decontaminationat a later time point maybeuseful
in caseof intoxication with exceptionallylargequantities or prolonged-releaseformulations.

Tramadolis minimally eliminatedfrom theserumby haemodialysis or haemofiltration. Thereforetreatmentof acute
intoxicationwith ZYDOL SRwith haemodialysis or haemofiltration aloneis notsuitablefor detoxification.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:otheropioids;ATC-codeN 02AX 02

Tramadolis a centrally actingopioidanalgesic.It is anon- selective pureagonistatµ, δ andκ opioid receptorswith a
higheraffinity for theµ receptor.Othermechanismswhichcontribute to its analgesiceffect are inhibitionof neuronal
reuptakeof noradrenalineandenhancementof serotonin release.

Tramadolhasanantitussive effect. In contrastto morphine,analgesicdoses of tramadolovera wide rangehaveno
respiratorydepressanteffect.Alsogastrointestinal motility is lessaffected. Effectson thecardiovascularsystemtendto
beslight.Thepotencyof tramadolis reportedto be1/10 (onetenth) to 1/6 (onesixth) thatof morphine.

Paediatric population

Effectsof enteral andparenteraladministrationof tramadolhavebeeninvestigatedin clinical trials involving more than
2000 paediatric patientsrangingin agefrom neonate to 17 yearsof age.The indicationsfor pain treatmentstudiedin
thosetrials includedpainafter surgery(mainly abdominal), aftersurgical tooth extractions,dueto fractures,burnsand
traumasas well asotherpainful conditionslikely to requireanalgesictreatmentfor at least7 days.

At single dosesof up to 2 mg/kg or multiple dosesof up to 8 mg/kg per day (to a maximumof 400 mg per day)
efficacy of tramadol wasfound to be superior to placebo,and superior or equalto paracetamol,nalbuphine,pethidine
or low dosemorphine.The conductedtrials confirmed the efficacy of tramadol.The safetyprofile of tramadolwas
similar in adultandpaediatric patientsolder than1 year (seesection 4.2).

5.2 Pharmacokinetic properties

Morethan90%of ZYDOL SRis absorbedafteroraladministration. Themeanabsolutebioavailabilityis
approximately70%, irrespectiveof theconcomitantintakeof food. Thedifferencebetweenabsorbedandnon-
metabolisedavailable tramadolis probablydueto thelow fi rst-passeffect. Thefirst-passeffectafteroraladministration
is amaximumof 30%.

Tramadolhasahigh tissueaffinity (V d,ß = 203+ 40 l). It hasaplasmaprotein bindingof about20%.

Afteradministrationof ZYDOL SR100mg thepeakplasma concentration Cmax=141+ 40ng/ml is reachedafter 4.9
h; afteradministrationof ZYDOL SR200mgCmax260 + 62ng/ml is reachedafter 4.8hours.

Tramadolpasses theblood-brainandplacental barriers.Very small amountsof thesubstanceand its O-desmethyl
derivative arefoundin thebreast-milk (0.1% and0.02% respectively of theapplied dose).

Eliminationhalf-life t1/2,ßis approximately6 h, irrespective of themodeof administration. In patientsabove75years
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of ageit maybeprolongedby a factorof approximately 1.4.

In humanstramadolis mainlymetabolisedby meansof N- andO-demethylation andconjugationof theO-
demethylation products with glucuronicacid.Only O-desmethyltramadolis pharmacologicallyactive. Thereare
considerable interindividualquantitativedifferencesbetweentheother metabolites.So far, elevenmetaboliteshave
beenfoundin theurine.Animal experimentshaveshownthat O-desmethyltramadolis morepotentthantheparent
substanceby thefactor2 - 4. Its half-life t1/2,ß(6 healthy volunteers)is 7.9h (range5.4- 9.6h) andis approximately
thatof tramadol.

Theinhibition of oneor bothtypesof the isoenzymes CYP3A4andCYP2D6involvedin thebiotransformationof
tramadolmayaffecttheplasmaconcentration of tramadolor its active metabolite.Up to now, clinically relevant
interactionshavenot beenreported.

Tramadolanditsmetabolitesarealmost completely excreted via thekidneys.Cumulativeurinary excretionis 90% of
thetotal radioactivi ty of theadministereddose.In casesof impairedhepatic andrenalfunctionthehalf-lif emaybe
slightly prolonged.In patientswith cirrhosisof theliver, elimination half-lives of 13.3+ 4.9h (tramadol)and18.5+
9.4 h (O-desmethyltramadol),in anextremecase22.3h and36h respectively, havebeendetermined. In patientswith
renal insufficiency(creatinineclearance< 5 ml/min) thevalueswere11+ 3.2h and16.9+ 3 h, in anextremecase19.5
h and 43.2h respectively.

Tramadolhasa linearpharmacokineticprofile within thetherapeutic dosagerange.Therelationshipbetweenserum
concentrationsandtheanalgesiceffectis dose-dependent, but variesconsiderablyin isolatedcases.A serum
concentrationof 100- 300ng/ml is usually effective.

Paediatric population

Thepharmacokineticsof tramadolandO-desmethyltramadolafter single-doseandmultiple-doseoral administrationto
subjectsaged 1 yearto 16 yearswerefoundto begenerally similar to thosein adultswhenadjustingfor dose by body
weight, but with ahigherbetween-subject variability in childrenaged8 years and below.

In childrenbelow 1 yearof age,the pharmacokinetics of tramadolandO-desmethyltramadolhavebeeninvestigated,
but havenot beenfully characterized.Information from studiesincluding this agegroup indicates that the formation
rateof O-desmethyltramadolvia CYP2D6increasescontinuouslyin neonates,and adult levelsof CYP2D6 activity are
assumed to be reachedat about1 year of age. In addition, immature glucuronidationsystemsand immaturerenal
functionmayresultin sloweliminationandaccumulation of O-desmethyltramadolin childrenunder1 yearof age.

5.3 Preclinical safety data

On repeatedoral andparenteraladministrationof tramadolfor 6-26weeks in ratsanddogsandoral administrationfor
12 monthsin dogshaematological,clinicochemical andhistological investigationsshowednoevidenceof any
substance-relatedchanges.Centralnervousmanifestationsonly occurred after highdosesconsiderablyabovethe
therapeuticrange:restlessness, salivation,convulsions,andreduced weight gain. Ratsanddogstoleratedoral dosesof
20 mg/kgand10mg/kg bodyweightrespectively, anddogsrectal dosesof 20mg/kg bodyweightwithout any
reactions.

In rats tramadoldosagesfrom 50mg/kg/dayupwardscausedtoxic effectsin damsandraisedneonatemortality. In the
offspringretardation occurredin theform of ossification disordersanddelayedvaginal andeyeopening.Male fertility
wasnot affected.After higherdoses(from50mg/kg/dayupwards)femalesexhibiteda reducedpregnancyrate. In
rabbits therewere toxic effectsin dams from 125mg/kgupwardsandskeletal anomalies in theoffspring.

In somein-vitro testsystemstherewasevidenceof mutageniceffects. In-vivo studiesshowednosucheffects.
Accordingto knowledgegainedso far, tramadol canbeclassified asnon-mutagenic.

Studieson thetumorigenicpotential of tramadolhydrochloridehavebeencarriedout in ratsandmice.Thestudyin rats
showednoevidenceof anysubstance- related increasein theincidenceof tumours.In thestudyin micetherewasan
increasedincidenceof liver cell adenomasin maleanimals(a dose- dependent, non-significant increasefrom 15mg/kg
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upwards)andanincreasein pulmonarytumoursin femalesof all dosagegroups(significant,butnot dose-dependent).

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tabletcore:
Microcrystalline cellulose
Hypromellose100000mPa’s 
Magnesiumstearate
Colloidal anhydroussilica

Film coating:
Hypromellose6 mPa’s 
Lactosemonohydrate
Macrogol6000
Propyleneglycol
Talc
Titaniumdioxide(E171)
Quinolineyellow lake(E104)aluminiumsalt
Rediron oxide(E172)
Brown iron oxide(E172)

6.2 Incompatibilities

Not applicable.

6.3 Shelf life

5 years

6.4 Special precautions for storage

Do not storeabove30°C
Storein theoriginal container.

6.5 Nature and contents of container

PVC/PVDC/foil blisterpacksof 2, 4 or 10 tablets.(Sample/starterpacks)
PVC/PVDC/foil blisterpacksof 30or 60 tablets.
Not all packsizesmaybemarketed

6.6 Special precautions for disposal of a used medicinal product or waste materials derived from
such medicinal product and other handling of the product

No specialrequirements.

Any unusedproductor waste materialshould bedisposed of in accordancewith local requirements.

7 MARKETING AUTHORISATION HOLDER

GrünenthalLtd.
RegusLakesideHouse
1 FurzegroundWay
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StockleyParkEast
Uxbridge
MiddlesexUB111BD
UnitedKingdom

8 MARKETING AUTHORISATION NUMBER

PA1189/001/008

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation: 21February1997

Dateof lastrenewal: 21February2007

10 DATE OF REVISION OF THE TEXT

October2016
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