Health Products Regulatory Authority

Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

ZYDOL SR 100mg prolongedrelea® tablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION

Ead prolongedreleasdabletcontans 100 mg tramadol hydrochlorde.

Excipientwith knowneffect: Eachprolongedreleasetablet contans2.6 mg lactosemonohydratésee section4.4).
For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM

Prolongedreleasdablet

White coloured, round, biconvex,film -coata tablds markedwith the manufacturgés logo on one sideandT1 on the
otherside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Treatmenof moderateto severe pain.

4.2 Posology and method of administration

Thedoseshouldbe adjustedo the intensityof the pan andthe sensttivity of theindividual patient.Thelowest
effective dosefor analgesiahouldgenerdly beselected. Thetotal daly dosesof 400 mgtramadolhydrochloiide
should notbe exceeded exceptin specialclinical circumstaces.

UnlessothemwiseprescribedZYDOL SRshouldbe administeredasfoll ows:

Adults and adolescentabovethe ageof 12 years

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

Children

ZYDOL SR is notsuitablefor childrenbdow theageof 12 yeas.

Older patients

A doseadjustnentis notusually necesaryin patientsup to 75 yeas withoutclinically manifesthepaticor renal
insufficiency. In elderly patientsover 75 yearseliminaton maybe prolonged. Therefore,if necessarythedosage
interval is to beextendedaccordingo the patient s requirenents.

Patientswith renalinsufficiency/dialysisasndhepaic imparment

In patientswith renaland/orhepaticinsufficiencythe eliminaion of tramadolis delayedIn thesepatientsprolongation
of thedosagentervalshouldbe carefully consderedaccordingto the paients requiranents.In casesof sevee renal
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and/or severehepaic insufficiencyZYDOL SRprolongec-releasdables arenotrecommende

Methodof adminstration

Thetabletsareto betakenwhole,notdividedor chewed with sufficientliquid, with or without food.

Durationof admnistraton

Tramadolshoul unde no circumstancede admnisteral for longerthan absolutelynecessar. If long-termpain
treamentwith tramadolis necessaryn view of the natureandseverity of theillness,thencareful andregular
monitoring shouldbe carriedout (if necessaryith bre&sin treatnen) to estdlish whetherandto whatextentfurther
treamentis necessary.

4.3 Contraindications

ZYDOL SR is contraindicated

in hypersensiivity to the activesubdanae or any of the excipientslistedin secton 6.1,

— Inacuteintoxicaion with alcohol,hypnotcs,anabesicsopioidsor otha psydiotropicmedicinalproducts,

— in paientswho arereceivingMAO inhibitorsor who havetakenthem within thelast 14 days (seesectior4.5),

— in pdientswith epilepsynotadequatelgontroled by treament,

— for usein narcotic withdrawal treatment.
4.4 Special warnings and precautions for use
ZYDOL SR mayonly beusedwith particular cauton in opioid-dependent paients, patientswith headinjury, shock,a
reducedlevel of congiouses of uncertan origin, disordersof therespirdory cente or function,increasedntracrania
pressure
In patientssensiive to opiatesghe medidnal productshoud only be usedwith caution.
Care should be takenwhentreatingpatientswith respirdory depressiongr if concomitantCNS depresant drugsare
being adminsteral (seesection4.5), or if the recmmmendd dosaye is significantly exceededqsee sectbn 4.9) asthe
possibility of respiratorydepresion cannotbe exdudedin thesesituaions.
Conwlsions have beenreportedin patientsrecaving tramalol at the recommendeddoselevels The risk may be
increasdwhendosesof tramadolhydrochbride exceedthe recommended upperdaily doselimit (400mg). In addition
tramadolmayincreaseahe seizurerisk in patentstaking othe medcind productsthatlowers the seizurethreshold(se¢
section 4.5). Patientswith epilepsy or thoe suseptibleto sezuresshouldonly be treatd with tramadolif there are
compellingcircumstances.
Tramadolhasa low dependenceotential On long-term usetolerance psychicandphysicaldepemencemay devebp.
In patierts with a tendencyto drug abuseor depardence treamentwith ZYDOL SR shouldonly be caried out for

short petiodsunderstrict medicalsupervsion.

Tramadolis not suitableasa subsitute in opioid-dependentpatients.Althoughit is an opioid agonist,tramadol canno
suppres morphinewithdrawnal symptoms.

This mediinal product containslactose.Paients with rare hereditary problemsof galactoseintolerance the Lapg
lactasaleficiencyor glucos+gaactos malabsoption shouldnottakethis mediind product
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4.5 Interaction with other medicinal productsand other forms of interaction

Tramadolshoul not be combinedwith MAO inhibitors(seesedion 4.3).

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

Concomitantadministrationof ZYDOL SRwith othercentrally depressaninedicind productsincludingalcoholmay
potentiatethe CNS effect (seesection4.8).

Theresultsof pharma&okineticstudieshave sofar shownthaton the concomitantor previousadministratiorof
cimetidine(enzyne inhibitor) clinically relevantinteradionsareunlikely to occur Simultaneour previous
administrationof carbamazepingenzymeinducer)may reducethe andgesiceffect andshotenthe durationof action.

Tramadolcaninduceconvulsionsandincreasethe potential for selective serotoin reuptakanhibitors (SSRIS),
serotonin-norepinephrin@euptakanhibitors (SNRIs), tricyclic anidepressantsantipsychoticandotherseizure
thresholdloweringmedicinalproduct(suchasbupropion mirtazgine, tetrahydrocannabinoljo causeconvulsons.

Concomitantherapeut useof tramadd andserotonergiarugs,suchas sekctive seotoninreuptakanhibitors
(SSRs), serobnin-norepnephrinereuptakanhibitors (SNRIs),MAO inhibitors (seesection4.3), tricyclic
antidepessarg andmirtazapinenay cawseserotonn toxicity. Serotonn syndromes likely whenoneof thefollowing
isobserved:

= Spontaneouslonus

» Inducibleor ocularclonuswith agitaton or diaphoresis

» Tremorard hyperreflexia

» Hypertoniaandbodytemperature 38 C and indudble ocula clonus.

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

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

Other activesubsancesknownto inhibit CYP3A4,suchasketomnazoé anderythromycin, mightinhibit the
metabolismof tramadol (N-demethylationprobaly alsothe me@abolismof 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
increagdtherequiremenbf tramadolin patientswith posbperaive pan.

4.6 Fertility, pregnancy and lactation

Pregnancy

Animal studes with tramadolrevealedat very high doseseffeds on organ development,ossificationand neonate
mortality. Tramadol cros®sthe placenta.Thereis inadequee evidenceavalable on the safdy of tramadolin humatr
pregnancyThereforetramadolshoutl not beusedin pregnantwomen.

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

Breast-feeding
During lactationabout0.1 % of the maternaldoseis secréedinto themilk. ZYDOL SR is notrecomnendedduring
breastfeedng. After a singleadministraion of tramadolit is not usually necessaryto interrupt breastfeeding.
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Fertility
Postmarketng surveillancedoesnot suggesan effect of tramadolon fertility. Animal studiesdid not showan effect of
tramadolonfertility.

4.7 Effects on ability to drive and use machines

Evenwhentakenaccordingto instructions framadolmay causeeffeds suchassomnolenceanddizzinessandtherebre
may impair the reactionsof driversand madine operdors. This apples paricularly in conjuncton with alcoholanc
other psychotropicsubstainces.

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 theavailabledat

Cardacdisordes:
Uncommon: cardovasular regulation (palpitation, tachycadia). Theseadversereactionsmay occur especlly on
intravenousdninistration andin patiens who are physicdly stressed.

Rare: bradyardia

Invedigations:
Rare: increasen bloodpressire

Vasculadisorders:
Uncommon: cardiovascuar regulation (posural hypotensioror cardovascularcollapse).Theseadvese reactionsmay
occur epecilly onintravenousdministratbon andin paients who arephysially stressed.

Metabolismandnutrition disorders:
Rare: changesn appdite

Respiratorythoracicandmediastinaldisorders:
Rare: respiraory depres®n, dyspnoea

If the reconmendeddosesare consideably exceeded and othe centrdly depressantsubstancesare adminsterel
concamitantly, (seesecton 4.5), respiratorydepressin may ocaur.

Worseningof ashmahasbeenreportedthougha causalrelationship hasnot beenestablished.

Nervoussystendisorders
Very common: dizzines

Common:; headachesomnolence

Rare: speechdisordes, paraesthesiatremor, epileptiform convukions, involuntary muscle contractions,abnorme
coordination,syncope.
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Conwlsions occurredmainly after adminstration of high dose of tramadol or after concomitanttreatmentwith
medcinal productswhich canlower the sazurethreshold (seesections4.4and 4.5).

Psychiatric disorders

Rare: hallucinations,confuson, deep disturbance delirium, anxiety and nightmares.Psychicadvese reactionsmay
occur following admnistration of tramadolwhich vary individually in intensity and naure (dependingon personality
and duration of treatment).Theseinclude changs in mood (usually elation, occasionallydysphora), changesin
activity (usudly suppresion, occasionall increase and changesin cognitive and sensorialcapacity (e.g. decisior
behaviour, perceptim disorders).Drug dependence may occur. Symptoms of drug withdrawal syndrome similar to
those occurring during opiae withdrawal may occur as follows: agitaion, anxiety, nervousness,insomnia
hyperkinesiatremor and gastrointestinabynptoms. Other sympbms tha havevery rarely beenseen with tramadc
discontinuation include: panic attacks, sevee anxiety, hallucinaions, paraesthesiastinnitus and unusual CNS
symptoms(i.e.confusion,delusons,depersonalisain, deralisaton, paranoia).

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 andsubataneoudissuedisorders:
Common: hyperhidrosis

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

Musculoskettalandconnedive tissue disaders:
Rare: motorialweakness

Hepatobiliarydisorders:
In a few isolated casesan increasein liver enzyme values has beenreportedin a tempoal connectionwith the
therapeutiaseof tramadol.

Renalandurinarydisorders:
Rare: micturition disorders (dysuriaandurinaly retention)

Immune systemdisorders:
Rare: dlergicreactions (e g. dyspnoeabronchospsm wheezing, angioneuroic oedemaandanaphylaxis)

M etabolismandnutrition disorders:

Not known: hypoglycaemia

Generaldisorders:
Common: fatigue

Reporting of suspected adverse reactions

Reporting suspeatd advers reactons after authorisaton of the medicinal productis important.It allows continuet
monitoring of the benefit/rik balanceof the medicind produd. Healthcare professionalsare askedto report any
sugpectedadversereactionsvia HPRA Phamacovgilance, Earlsfort Terrace IRL - Dublin 2; Tel: +3531 6764971,
Fax:+3531 6762517 Webste: www.hpra.i¢; e-mail: medsafety@hpra.e.
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4.9 Overdose

Symptoms

In principle, on intoxicationwith tramadolsymptomssimilar to thoseof other centially actingandgesics(opioids)are
to be expected.The include in particulr miosis, vomiting, cardovascula collapse,consciousnesdisordersup to
coma,convulsionsandregiratorydepressin up to respirabry arrest.

Treatment

The generalemergencymeasuresapply. Keep open the respiradory trad (aspiraion!), maintan respiration anc
circulation depanding on the symptoms. The antidde for respratory depesson is ndoxone. In anima experiments
naloxonehadno effecton convukions.In sud casediazepamshouldbe givenintravenously.

In caseof intoxication orally, gastroinéstinal decontaninaion with adivated chaicoal or by gastic lavageis only
recanmendedvithin 2 hoursaftertramadolintake.Gastroinestind demntamnation at a latertime point may be usetil
in caseof intoxicaton with exceptionallylargequantties or prolongel-releaseformulations.

Tramadolis minimally eliminatedfrom the seum by haenodialysis or haemoiltration. Therebre treatmentof acute
intoxicationwith ZYDOL SRwith haemodiysis or haemofitration aloneis not suitablefor detoxification.

5PHARMACOLOGICAL PROPERTIES
5.1 Phar macodynamic properties

Pharmacotherapeutigroup:otheropioids;ATC-codeN 02 AX 02

Tramadolis a centally actingopioid analgesic.It isanonsekcive pureagonistat u, 6 andk opioid recepbrswith a
higheraffinity for the u receptor. Othermechanismsvhich may contibuteto its analgesiceffed areinhibition of
neuronalreuptikeof noradrenahe andenhancemantof serotonn release.

Tramadolhasanantitussve effect. In contrastto morphine,andgesicdoses of tramadolovera wide rangehaveno
respiratorydepressangffect. 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 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 abdomind), 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 superior to placebo,and superor or equalto parmcetamolnalbuphne, 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 low first-passeffect. Thefirstpasseffect after oral administrationis
amaximumof 30 %.

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

Afteradmnistrationof ZYDOL SR 100mg the peak plasma concentraion Cmax= 141+ 40 ng/ml is reachedafter4.9
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h; afteradministrationof ZYDOL SR200mg Cmax260+ 62 ng/mlis reachedfter 4.8 hours.

Tramadolpassetheblood-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 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 metabolisecy measof 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 experimentshaveshownthat O-desmethyltranadolis morepotent tha the parentsubstancéy thefactor2 — 4.
Its half-life t ¥2,8 (6 healthyvolunteerg is 7.9 h (range5.4— 9.6h)andis approximdely 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 exaetead viathe kidneys.Cumulativeurinary 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(creatinhe clearance<5 ml/min) thevalueswere 11+ 3.2h and16.9+ 3 h, in an extrene cae 19.5h anc
43.2h respectively.

Tramadolhasalinerpharmacokinetigrofile within the thergeutic dosaerange.Therelationshipbetwesnserum
concentratbnsandthe analgesi@ffectis dosedependentbut varies consderablyin isolated casesA seum
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 dos by body
weight, butwith a higherbetweensubject 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, immature glucuronidationsystemsand immaturerena
functionmayresultin slow elimination andaccumulaion of O-desméhyltramadolin 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
substanceelatedchangesCentralnervais manifestatonsonly occurral after high dosesconsderably abovethe
therapeuticangerrestessiess salivation,convulsionsandreducel weight gan. Ratsanddogstoleratedoral dosesof
20 mg/kgand10 mg/kg bodyweightrespetively, anddogsrectd dosesof 20 mg/kg bodyweightwithoutany
reactons.

In rats tramadoldosage$rom 50mg/kg/dayupwardscausedoxic effectsin damsandraisedneonae mortality. In the
offspringretardaton occuredin theform of ossificaion disordersanddelayedvagind andeyeopening.

Malefertility wasnat affected After higherdoses (from 50mg/kg/day upwads)femdesexhibitedareducel pregnanc
rate In rabbitsthereweretoxic effectsin dans from 125mgkg upwads and skeletalanomaliesn the offspring.
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In samein-vitro ted systemstherewasevidenceof mutageniceffeds. In-vivo studiesshowedno sucheffects.
Accordingto knowledgegainedso far, tramalol canbe classified asnonmutagenic.

Studieson the tumorigenicpotental of tramadolhydrochbride havebeencarriedoutin ratsandmice. The studyin rats
showedno evidenceof any substancerelated increasein theincidenceof tumours.In the studyin micetherewasan
increagdincidenceof liver cell adenomasin maleanimals (a dosedepeandent,non-significantincreasdrom 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
Magnesiunstearag
Colloidal anhydroussilica

Film coating:
Hypromellose6 mPas
Lactosemonohydrate
Macrogol6000
Propyleneglycol

Talc
Titaniumdioxide (E171)

6.2 Incompatibilities

Not applicable

6.3 Shelf life

Syears

6.4 Special precautionsfor storage

Do not stare above30°C.
Storein the original container.

6.5 Nature and contents of container
PV C/PvDCl/foil blisterpacksof 2, 4 or 10tablets.(Samplée/starer packs)

PV C/PvDCl/foil blisterpacksof 30 or 60 tablets.
Not all packsizesmaybemarketec

6.6 Special precautionsfor disposal of a used medicinal product or waste materialsderived from
such medicinal product and other handling of the product

No specialrequirement:

Any unusedoroductor wase materialshould bedisposé of in acmrdancewith local requirement:
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7 MARKETING AUTHORISATION HOLDER
Grunenthal_td.

RegusLakesideHouse

1 FurzegroundVay

Stockley ParkEast

Uxbridge

MiddlesexUB111BD

United Kingdom

8 MARKETING AUTHORISATION NUMBER

PA1189/0@/006

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
Dateof first authorisation: 21 Februaryl997

Dateof lastrenewal: 21 February 2007

10 DATE OF REVISION OF THE TEXT

October201¢
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