
Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Lodotra2 mgmodified-release tablets

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Onemodified-releasetabletcontains2 mgof prednisone.

Excipientwith knowneffect:lactose

Each modified-releasetabletcontains41.80mgof lactose.

For thefull list of excipients,seesection6.1.

3 PHARMACEUTICAL FORM

Modified-releasetablet

Yellowish-white,cylindrical modified-releasetablet, 5 mm in heightand9 mm in diameter, with “NP2” embossedon
oneside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

Lodotrais indicatedfor thetreatmentof moderateto severe,activerheumatoid arthritis, particularlywhenaccompaniedby
morningstiffness,in adults.

4.2 Posology and method of administration

Posology
Theappropriatedosedependson theseverity of theconditionand theindividualresponseof thepatient.In general,for
theinitiationof thetherapy10mgprednisoneis recommended. In certaincases,ahigherinitial dosemightberequired
(e.g. 15or 20mgprednisone).Dependingon theclinical symptoms and thepatient’s response,theinitial dosecanbe
reducedin stepsto a lowermaintenancedose.

Whenchangingoverfrom thestandardregimen (glucocorticoidadministration in themorning)to Lodotraadministered
at bedtime(at about10pm), thesamedose(in mgprednisoneequivalent) shouldbemaintained.Following thechange-
over, thedosemaybeadjustedaccordingto theclinical situation.

For dosesnot realisable/practicablewith this strengthotherstrengthsof this medicinalproductareavailable.For long-
termtherapyof rheumatoidarthritis,theindividualdoseof up to 10mgprednisonedaily shouldbeadjustedaccording
to theseverity of thecourseof thedisease.

Dependingon thetreatmentresult, thedosecanbereducedin stepsof 1 mg every 2 - 4 weeksto reachtheappropriate
maintenancedose.

In order to discontinuethetherapywith Lodotra,thedoseshould bereducedin stepsof 1 mgevery2 - 4weeks, with
monitoringof pituitary-adrenalaxisparametersif necessary.

Paediatric population
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Becauseof insufficientdataon tolerabilityandefficacy, theusein children andadolescentsis not recommended.

Methodof administration

Lodotrashouldbetakenat bedtime(at about10pm), with or after theeveningmealandbeswallowedwholewith
sufficient liquid. If morethan2 - 3 hourshavepassedsince theeveningmeal, it is recommendedto takeLodotrawith a
light mealor snack(e.g.a sliceof breadwith hamor cheese).Lodotrashouldnot beadministeredin thefastedstate.
This couldresultin a reducedbioavailability.

Lodotrais designedto releasetheactive substancewith adelay of approximately 4 - 6 hours afterintake,thereleaseof
theactivesubstanceandthepharmacological effects wil l startduring thenight.

Lodotramodified-releasetabletsconsist of aprednisone-containingcoreandaninert coating.Delayedreleaseof
prednisoneis dependent onanintactcoating. For this reason,themodified-releasetabletsarenot to bebroken,divided
or chewed.

In patientswith hypothyroidism or hepatic cirrhosis,comparatively low dosesmaybesufficient or adosereduction
maybenecessary.

4.3 Contraindications

Hypersensitivity to theactivesubstanceor to anyof theexcipientslisted in section 6.1.

4.4 Special warnings and precautions for use

A prednisone-basedpharmacotherapyshouldonly begiven whenabsolutely necessaryandshouldbeaccompaniedby
appropriateanti-infectioustherapyin thepresenceof thefollowing conditions:

- Acuteviral infections(herpeszoster,herpessimplex, varicella,herpetic keratitis),
- HBsAg-positivechronicactivehepatitis,
- Approximately8 weeksbeforeand2 weeks after immunisation with live vaccines,
- Systemic mycosesandparasitoses(e.g.nematodes),
- Poliomyelitis,
- Lymphadenitis following BCGinoculation,
- Acuteandchronic bacterialinfections,
- Historyof tuberculosis(caution:reactivation!) Dueto their immunosuppressivepropertiesglucocorticoids can

induceor aggravateinfections. Suchpatientsshouldbemonitoredcarefully e.g.by performinga tuberculin test.
Patientsat specialrisk shouldreceivea tuberculostatic treatment.

In addition, aprednisone-basedpharmacotherapy shouldonly begivenwhennecessaryandshouldbeaccompaniedif
requiredby appropriatetherapyin thepresenceof thefollowing conditions:

- Gastrointestinal ulcers,
- Severeosteoporosisandosteomalacia
- Hypertensionthatis difficult to control,
- Severediabetesmellitus,
- Psychiatric disorders(alsoif in patient’s history),
- Narrow- andwide-angleglaucoma,
- Cornealulcersandcornealinjuries.

Becauseof therisk of intestinalperforation, prednisonemay only beusedif absolutelynecessary andwith adequate
monitoring in casesof:

- Severeulcerative colitis with imminentperforation,
- Diverticulitis,
- Entero-anastomoses(immediatelypostoperative).

Lodotracannotachievethedesiredbloodconcentration of prednisoneif takenunderfastingconditions.
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Therefore,Lodotra shouldalwaysbetakenwith or after theeveningmeal in orderto ensuresufficientefficacy. In
addition, low plasmaconcentrationsmayoccur in 6%-7% of Lodotradosesasobservedacrossall pharmacokinetic
studiesand11%in asinglepharmacokineticstudywhentakenaccordingto therecommendations.This shouldbe
considered if Lodotra is not sufficientlyeffective. In thesesituationsaswitch to aconventionalimmediate-release
formulationmaybeconsidered.

Lodotrashouldnot besubstitutedby prednisoneimmediate-releasetablets in thesameadministrationregimebecause
of Lodotra’s delayedreleasemechanism.

In caseof substitution, termination,or discontinuingprolongedtreatment,thefollowing risksmustbeconsidered:
Recurrenceof therheumatoidarthritis diseaseactivity, acuteadrenalfailure(especiallyin stressfulsituations,e.g.
during infections,afteraccidents, with increased physical strain), cortisonewithdrawal syndrome.

Lodotrashouldnot begivenasfor acuteindicationsinstead of prednisoneimmediate-releasetabletsdueto its
pharmacologicalproperties.

During theuseof Lodotra,a possibly increasedneedfor insulin or oral anti-diabeticsshouldbeconsidered.Patients
with diabetesmellitus shouldthereforebe treatedunderclosemonitoring.

During the treatmentwith Lodotra,regular bloodpressurechecksare requiredin patientswith hypertensionthatis
diffi cult to control.

Patientswith severe cardiacinsufficiencyhaveto beclosely monitoredbecauseof therisk of deteriorationof the
condition.

Cautionisnecessarywhencorticosteroids,includingprednisone,areprescribedto patients with recentmyocardialinfarctiondue
to the risk of myocardialrupture.

Cautionisnecessarywhencorticosteroids,includingprednisone,areprescribedto patients with renalinsufficiency.

Sleepdisorderis documentedto occurmorefrequently with Lodotra than with conventionalimmediaterelease
formulationswhicharetakenin themorning.If insomnia occursanddoesnot improve,aswitchto a conventional
immediatereleaseformulationmaybeadvisable.

Thetreatmentwith Lodotracanalso masksignsandsymptoms of anexistingor developinginfectionandthusmay
renderdiagnostic effortsmoredifficult.

Evenwith low doses,long-term useof Lodotra results in anincreasedrisk of infection.Thesepossibleinfectionsmay
alsobebroughtabout by microorganismsthat rarelycauseinfection under normalcircumstances(so-called
opportunisticinfections).

Certainviral diseases(varicella, measles)maytake amoreseverecoursein patientstreatedwith glucocorticoids.
Immunosuppressedindividualswithoutprior varicella or measlesinfectionareat particularrisk. If suchindividuals,
while being treatedwith Lodotra,havecontact with personsinfectedwith varicella or measles,apreventivetreatment
should beinitiated,if required.

In patientswith knownor suspectedStrongyloides(threadworm) infestation glucocorticoidsmay leadto Strongyloides
hyperinfectionanddisseminationwith widespreadlarval migration.

Vaccinationswith inactivatedvaccinesaregenerally possible.However, it hasto betakeninto accountthattheimmune
response andconsequentlythesuccessof thevaccinationmaybeimpairedwith higherdosesof glucocorticoids.

In caseof long-termtherapywith Lodotra,regular medical follow-ups(includingophthalmologicexaminationsat three
month intervals)areindicated;if comparatively highdoses aregiven,sufficient supplyof potassium supplementsand
restrictionof sodiumhaveto beensuredandserumpotassiumlevelshaveto bemonitored.

If during thetreatmentwith Lodotrahigh levels of physical stressarecausedby certainevents (accidents,surgical
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procedureetc.), a temporary dose increasemaybecomenecessary.

Dependingon theduration of thetreatmentandthedosageused,a negative impactoncalciummetabolismmustbe
expected.Osteoporosis prophylaxis is therefore recommendedand is particularly important if other risk factorsare
present(includingfamili al predisposition, advancedage, postmenopausalstatus,insufficient intakeof proteinand
calcium, excessivesmoking,excessivealcohol consumption, aswell as reducedphysicalactivity). Theprophylaxisis
basedonasufficientsupplyof calciumandvitaminD, aswell as onphysical activity. In caseof pre-existing
osteoporosis,anadditionaltherapyshouldbeconsidered.

Themedicinalproductcontainslactosemonohydrate. Patients with rarehereditary problemsof galactoseintolerance,
theLapplactasedeficiencyor glucose-galactosemalabsorption shouldnot takethis medicine.

Whenusing highdosesof prednisolonefor anextended periodof time(30mg/dayfor aminimumof 4 weeks),
reversibledisturbancesof spermatogenesis wereobserved thatpersistedfor several monthsafter discontinuationof the
medicinal product.

4.5 Interaction with other medicinal products and other forms of interaction

Cardiac glycosides:Theeffectof theglycosides can beenhancedby potassiumdeficiency.

Saluretics/laxatives:Potassiumexcretionis enhanced.

Antidiabeticagents:Thebloodsugarlowering effectis reduced.

Coumarinderivatives:Theefficacyof coumarinanticoagulantsmay bereduced or enhanced.

Non-steroidal antiphlogistic/antirheumaticagents,salicylatesandindomethacin: Therisk of gastrointestinal
haemorrhagesis increased.

Non-depolarising musclerelaxants:Muscle relaxationmaybeprolonged.

Atropineandotheranticholinergics: Theconcurrent useof Lodotramayresult in additionalincreasesin intraocular
pressure.

Praziquantel:Glucocorticoidsmaylower thepraziquantel concentrationsin theblood.

Chloroquine,hydroxychloroquine,mefloquine: Thereis anincreasedrisk of occurrenceof myopathies,
cardiomyopathies.

Somatropin:Theefficacyof somatropinmaybereduced.

Oestrogens(e.g.oral contraceptives): May enhancetheefficacyof glucocorticoids.

Liquorice: Inhibition of themetabolismof glucocorticoidsis possible.

Rifampicin,phenytoin,barbiturates,bupropionandprimidone: Theefficacyof glucocorticoidsis reduced.

Cyclosporine:Thebloodlevelsof cyclosporineareincreased. Thereis anincreasedrisk of seizures.

AmphotericineB: Therisk of hypokalaemia maybeincreased.

Cyclophosphamide:Theeffectsof cyclophosphamidemay beenhanced.

ACE inhibitors:Increasedrisk of occurrenceof bloodcountchanges.

Aluminium andmagnesium antacids: Theabsorptionof glucocorticoidsis reduced.However, dueto thedelayed
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releasemechanismof Lodotraaninteractionbetweenprednisoneandaluminium/magnesiumantacidsis unlikely.

Impactondiagnosticmethods: Skin reactionscausedby allergy testing may besuppressed.TheTSH increase
following theadministrationof protirelin may bereduced.

4.6 Fertility, pregnancy and lactation

Pregnancy

Duringpregnancy,Lodotrashouldonly beusedwhenthebenefits outweigh thepotential risks.Thelowesteffective
doseof Lodotraneededto maintainadequatediseasecontrol should beused.

Animal studiesindicate thatadministrationof pharmacological doses of glucocorticoidsduringpregnancymayincrease
thefoetusrisk of intrauterinegrowthretardation, adultcardiovascularand/ormetabolicdiseaseandmayhaveaneffect
on theglucocorticoidreceptordensity, andneurotransmitter turnoveror neurobehaviouraldevelopment.

Prednisonehascausedcleft palateformation in animal experiments(seesection 5.3). Thereis anongoingdiscussionon
thepossibility of anincreasedrisk of oral cleft formation in thehumanfoetusasa resultof theadministrationof
glucocorticoidsduringthefirst trimester.

If glucocorticoidsareadministeredtowardstheendof pregnancy, thereis a risk of atrophyof thefoetal adrenalcortex,
whichmaynecessitatereplacementtherapy in thenewborn,whichhasto beslowly reduced.

Breastfeeding

Glucocorticoidspassin smallamountsinto breastmilk (up to 0.23% of anindividualdose).For dosesup to 10mg
daily, theamounttaken via breastmilk liesbelow thedetection threshold.Sofar, nodamageto infantshasbeen
reported.Nevertheless,glucocorticoidsshouldonly beprescribed when thebenefitsto motherandchild outweighthe
risks.

Becausethemilk/plasmaconcentrationratio increaseswith doses above10mg/day (e.g.25% of theserum
concentrationare found in thebreast milk with 80mg prednisonedaily), it is recommendedto discontinue
breastfeeding in suchcases.

4.7 Effects on ability to drive and use machines

No studies on theeffectson theability to driveandusemachineshavebeenperformed.

4.8 Undesirable effects

Thefrequencyandseverityof theundesirableeffects listedbelow dependondosageanddurationof treatment.In the
recommendeddoserangefor Lodotra(low-dosecorticoid therapywith daily dosesrangingfrom 1 to 10mg), thelisted
undesirableeffectsoccurless frequently with lowerseverity comparedto doses above10mg.

Thefollowing undesirableeffectsmayoccur dependingon thedurationof treatmentandthedosage:
very common (≥ 1/10); common (≥ 1/100 to < 1/10); uncommon (≥ 1/1000 to < 1/100); rare (≥ 1/10000 to < 1/1000);
very rare (< 1/10000); not known (cannot be estimated from the available data)

Blood andlymphaticsystemdisorders:
Common:Moderate leucocytosis, lymphopoenia,eosinopoenia, polycythaemia

Cardiac disorders:
Not known: Tachycardia

Immunesystemdisorders:
Common:Reducedimmunedefence,maskingof infections,exacerbation of latentinfections
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Rare:Allergic reactions

Infectionsandinfestations
Common:Increasessusceptibilityto andseverity of infections

Endocrinedisorders:
Common:Adrenalsuppressionandinduction of Cushing'ssyndrome(typical symptoms:moon-shapedface,upper
bodyobesity andplethora)
Rare:Disturbedsexual hormonesecretion (amenorrhoea, impotence), disturbanceof thethyroid function

Metabolismandnutritiondisorders:
Common:Sodium retentionwith oedema, increasedpotassium excretion (caution: arrhythmias),increasedappetiteand
weight gain, reducedglucose tolerance,diabetesmellitus,hypercholesterolaemiaandhypertriglyceridaemia
Not known:Reversibleepidural,epicardialor mediastinal lipomatosis, hypokalaemicalkalosis

Psychiatric disorders:
Common:Insomnia
Rare:Depression,irritability, euphoria,increasedimpulse,psychosis

Nervoussystemdisorders:
Common:Headache
Rare:Pseudotumorcerebri,manifestationof a latentepilepsyandincreased predispositionto developseizuresin cases
of manifest epilepsy

Eyedisorders:
Common:Cataract, especiallywith posterior subcapsular opacity, glaucoma
Rare:Aggravation of symptomsassociatedwith cornealulcer, promotionof viral, fungalandbacterial eye
inflammations
Not known: Centralserouschorioretinopathy

Vasculardisorders:
Uncommon:Hypertension, increasedrisk of arteriosclerosisandthrombosis,vasculitis (alsoaswithdrawalsyndrome
following long-termtherapy)

Gastrointestinal disorders:
Uncommon(noconcomitantNSAIDs): Gastrointestinal ulcerations,gastrointestinalhaemorrhages
Rare:Pancreatitis
Not known: Nausea, diarrhoea,vomiting

Skin andsubcutaneoustissuedisorders:
Common:Striaerubrae,atrophy,telangiectasia,increasedcapillary fragility, petechiae,ecchymoses
Uncommon:Hypertrichosis, steroid acne,delayedhealing of wounds,rosacea-like (perioral)dermatitis, changesin skin
pigmentation
Rare:Hypersensitivity reactions,e.g.drugexanthema
Not known: Hirsutism

Musculoskeletalandconnective tissuedisorders:
Common:Muscularatrophyandweakness,osteoporosis(dose-related,may occurevenwith short-term use)
Rare:Aseptic osteonecrosis(humeralandfemoralhead)
Not known: Steroidmyopathy,tendonrupture,vertebralandlongbonefractures

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

Acuteintoxicationswith Lodotraarenot known.In caseof overdosing,anincreasein undesirableeffects,especially
endocrine,metabolic andelectrolyte-relatedeffects,canbeexpected(seesection 4.8).

Thereis noknown antidotefor prednisone.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:Glucocorticoids,ATC code:H02AB07

Prednisoneis anon-fluorinatedglucocorticoid for systemic therapy.
Prednisoneshowsa dose-dependenteffect on themetabolismof almostall tissues.Underphysiologicalconditions,
theseeffectsarevital to maintainhomoeostasis of theorganismat restandunderstress,aswell asfor thecontrolof the
activities of theimmunesystem.

In dosestypically prescribedfor Lodotra, prednisonehasanimmediateanti-inflammatory(antiexsudativeand
antiproliferative) effectandadelayedimmunosuppressiveeffect. It inhibits chemotaxisandtheactivity of immune
cells aswell asthereleaseandeffectof mediatorsof inflammatory andimmunereactions,e.g.of lysosomalenzymes,
prostaglandinsandleucotrienes.

Prolongedtherapywith highdosesresultsin impaired responseof theimmunesystemandof theadrenalcortex.The
mineralotropiceffectthatis pronouncedin hydrocortisoneis still detectablein prednisoneandmay requiremonitoring
of serumelectrolytelevels.

In patientswith rheumatoidarthritis,pro-inflammatorycytokinessuchastheinterleukinsIL-1 andIL-6 andtumor

necrosis factoralpha(TNFα) reachpeakplasmalevelsin theearly morninghours(e.g.IL- 6 between7 to 8 am).
Cytokine concentrationswereshownto decreaseafter administrationof Lodotraandsubsequentnight-time releaseof
prednisone(with startof absorptionbetween2 - 4 amandCmaxbetween4 - 6 am).

Theefficacyandsafetyof Lodotrawasassessedin two randomised,double-blind controlledstudiesin patientswith
active rheumatoid arthritis.

In thefirst study,amulti-centre randomiseddouble-blindphaseIII studyof 12weekdurationin a total of 288patients
pre-treated with prednisoneor prednisolone,thegroupswitchingto Lodotraat the samedoseshowedameanreduction
of 23%in thedurationof morningstiffnesswhereas theduration in thereferencegroupdid not change.Detailsare
presented in thefollowing table.

Relativechangein thedurationof morningstiffnessafter 12weeksof treatment:

In a subsequentopenlabelextensionphase(9 monthstreatment) themeanrelativechangein theduration of morning
stiffnesscomparedto baseline wasabout−50%.

Changein thedurationof morningstiffnessafter12monthstreatment with Lodotra:

Relativechange[%] Lodotra
(n = 125)

PrednisoneIR
(n = 129)

Mean
(SD)

Median
(min, max)

–23
(89)
–34

(–100, 500)

0
(89)
–13

(–100, 610)
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In thesamestudy,after12weeksof treatment,a median decreaseof thepro-inflammatorycytokineIL-6 of 29% was
observedin thegrouptreatedwith Lodotra,whereasnochangewasobserved in thecomparatorgroupwho received
standardprednisone.After 12monthsof treatmentwith Lodotra theIL-6 level remainsstable.

Changein theIL-6 levelafter12months:

Values< 200IU/L weresetto 200IU/L for statistical analyses

Theefficacyof Lodotragivenon topof a DMARD was confirmedin asecondrandomised,placebo-controlled trial in
patientsinsufficiently respondingto DMARD therapyalone.At 12weekstheLodotrapatientshada significantly
higherACR20andACR50responserate(46.8%and22.1%,respectively) comparedto placebopatients(29.4%and
10.1%, respectively). Therewasalsoa greatermeanchangein DAS 28scoresfrom baseline(5.2for theLodotragroup
and 5.1for theplacebogroup)to week12 in theLodotragroup(−1.2points)ascompared with that seenin theplacebo
group(−0.7point change).

In addition, after12weeksof therapythemean duration of morningstiffnesswas86.0minutes(-66minuteschange)in
theLodotra groupand114.1minutes(-42.6minutes change)in theplacebogroup. Lodotra couldbesafely usedin
combinationwith other DMARDs.

5.2 Pharmacokinetic properties

Absorption
Lodotraare prednisone-containingmodified-releasetablets.Prednisoneis releasedbetween 4 - 6 hours following
intakeof Lodotra.Subsequently,prednisoneis rapidly andalmostcompletely absorbed.

Distribution
Peakserum levels arereachedapproximately 6 - 9 hoursafter intake.

Biotransformation
Morethan80% of theprednisoneis convertedto prednisoloneby first-passhepaticmetabolism. Theratioof
prednisoneto prednisoloneis approximately 1:6 to 1:10.Prednisoneitself exerts negligiblepharmacologiceffects.
Prednisoloneis theactive metabolite.Thecompoundsarereversiblyboundto plasmaproteinswith highaffinity for
transcortin(corticosteroid bindingglobulin, CBG)andlow affi nity for plasmaalbumin.
In thelow doserange(up to 5 mg),approximately 6%of freeprednisoloneis present.Metabolic eliminationis dose
linear in this range.In thedoserangeabove10mg, thebindingcapacity of transcortinis increasinglyexhaustedand
more freeprednisoloneis present.This may result in a fastermetabolic elimination.

Durationof Morning
stiffness[min]

Lodotra

Mean
(SD) N

0 months
Startof thestudy

156
(97) 107

12months
Endof openlabel
phase

74
(92)

96

IL-6
[IU/L]

Lodotra
median

(min, max)
N

0 months
Startof thestudy

860
(200, 23000) 142

12months
Endof openlabelphase

470
(200, 18300) 103
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Elimination
Prednisoloneis primarily eliminatedby hepatic metabolism, to approximately 70% by glucoronidationandto
approximately30% by sulphatation.There is alsoconversionto 11ß,17ß-dihydroxyandrosta-1,4-dien-3-oneandto
1,4-pregnadien-20-ol. Themetabolitesexhibit nohormonalactivi ty andundergoprimarily renal elimination.Negligible
amountsof prednisoneandprednisoloneare foundunchanged in theurine.Theplasmaeliminationhalf-life of prednis
(ol)oneis approximately3 hours.In patientswith severehepaticdysfunction thehalf-life maybeprolonged anda dose
reductionshouldbeconsidered.

Theduration of thebiological effectsof prednis(ol)oneexceedstheduration of thepresencein theserum.

Bioavailability
A bioavailability studyin 27healthysubjectsconductedin 2003revealed thefollowing resultsin comparisonwith a
prednisoneimmediate-release tablet:

Valuesareleast-squaregeometric meansandrange

Parameter

Lodotra5
mg:
2.5 hours
after a light
meal

Lodotra5 mg:
Immediately
afterameal

Reference
preparation
5 mg fasted

Maximumplasma
concentration
(Cmax): ng/ml

20.2
(18.5;21.9)

21.8
(20.0; 23.7)

20.7
(19.0;22.5)

Timeof maximum
plasma
concentration
(tmax): h

6.0
(4.5;10.0)

6.5
(4.5; 9.0)

2.0
(1.0; 4.0)

Durationof the
delayof drug
release (tlag): h

4.0
(3.5;5.0)

3.5
(2.0; 5.5)

0.0
(0.0; 0.5)

Areaunderthe
concentration-time
curve(AUC 0–∞):

ngx h/ml

110
(101;119)

123
(114; 133)

109
(101; 118)
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Theplasmaconcentrationprofilesof Lodotraareverysimilar to an immediate-releasetablet,with theimportant
differencethattheLodotraprofile is delayedwith 4 – 6 hoursafter drugintake.Lowerplasmaconcentrationshave
beenobservedin 6-7% of doses.

Doseproportionalitywasdemonstratedfor Lodotra1 mg, 2 mgand5 mgbased onAUC andCmax.

5.3 Preclinical safety data

Subchronic/chronic toxicity

Light andelectronmicroscopicchangesin theLangerhans’ isletcells of ratswereobserved following daily
intraperitonealadministrationof 33mg/kgbw over7 to 14daysin rats.In rabbits, experimentalliver damagecouldbe
producedby administering2 to 3 mg/kgbw/dayfor 2 to 4 weeks.Histotoxic effects (myonecroses)were reported
following severalweeksof administrationof 0.5to 5 mg/kgbw in guineapigsand4 mg/kgbw in dogs.

Mutagenicandtumour-formingpotential

Thetoxicity observedin animalstudieswith prednisonewasassociatedwith exaggeratedpharmacologicalactivity. No
genotoxic effects of prednisonehavebeenobservedin conventional genotoxicity tests.

Reproductive toxicity

In animal reproductionstudies, glucocorticoidssuch asprednisonehavebeenshownto inducemalformations(cleft
palate,skeletal malformations). With parenteral administration, minoranomaliesof skull, jaw andtonguewerefound
in rats.Intrauterinegrowthretardationwasobserved(alsoseesection 4.6).

Similareffects areconsideredunlikely to occur in patients at therapeutic doses.
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6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Tabletcore:
Colloidal anhydroussilica
Croscarmellosesodium
Lactosemonohydrate
Magnesiumstearate
PovidoneK 29/32
Redferric oxideE 172

Tabletshell:
Colloidal anhydroussilica
Calciumhydrogenphosphate dihydrate
Glyceroldibehenate
Magnesiumstearate
PovidoneK 29/32
Yellow ferric oxideE 172

6.2 Incompatibilities

Not applicable

6.3 Shelf life

2 years
Shelf life afterfirstopeningof thebottle:14weeks.

6.4 Special precautions for storage

Do not storeabove25°C.

6.5 Nature and contents of container

Containerwith 30and100modified-releasetablets:
Whitebottlemadeof high-densitypolyethylene(HDPE).Screwcap (includinga desiccantcapsule)with threeelevated
pointsarrangedaroundtherim to facilitateeasy openingmadeof HDPE.

Containerwith 500modified-releasetablets:
Whitebottlemadeof high-densitypolyethylene(with asmall amountof LDPE). Screwcap(without threeelevated
points)madeof polypropylene.

Packsizes: Bottleswith 30and 100modified-releasetablets
Hospitalpacks: Bottleswith 30,100and500modified-releasetablets

Not all packsizesmaybemarketed.

6.6 Special precautions for disposal

No specialrequirements.
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7 MARKETING AUTHORISATION HOLDER

MundipharmaPharmaceuticalsLimited
Mill bankHouse,
Arkle Road,
Sandyford,
Dublin 18,
Ireland

8 MARKETING AUTHORISATION NUMBER

PA1688/015/002

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateof first authorisation:17th May 2013

Dateof lastrenewal:4th Mach 2014

10 DATE OF REVISION OF THE TEXT

September2014
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