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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

Lodotral mg modified-releag tablets

2QUALITATIVE AND QUANTITATIVE COMPOSITION
Onemodifiedreleaseabletcontains1 mg of prednsone

Excipientwith knowneffect:lactose

Ead modified-releasdabletcontains42.80mg of lactose.

For thefull list of excipients,seesection6.1.

3PHARMACEUTICAL FORM
Modified-releaseablet

Paleyellowish-white, cylindrical modified-releasetable, 5 mmin heightand9 mmin diameteywith “NP21" embossed
on oneside.

4 CLINICAL PARTICULARS

4.1 Therapeutic I ndications

Lodotraisindicatedfor thetreamentof moderateo severeactiverheumabid arthritis, particularlywhenaccompaniedby
morningstiffness,in adults.

4.2 Posology and method of administration

Posdogy
Theappropriatedosedepend®ntheseveity of the condition and theindividualresponsef the patient.In generalfor

theinitiation of thetherapyl0 mg prednisoneés recmommaended. In certain casesa higherinitial dosemightberequired
(eg. 150r 20mg prednisone)Dependng on theclinical symptons and the patient sresponsetheinitial dosecanbe
reducedin stepsto alower maintenancelose

Whenchangng overfrom the standardegimen (glucocortcoid administration in the morning)to Lodotraadminigered
at bedtime(atabout10 pm), the samedose(in mg prednisoneequivdent) shouldbe maintainedFollowing the change
over,thedosemaybe adjustedaccordingto theclinicd situdion.

For doesnotreaisable/practicablevith this strengthother strengthof this medicinalproductareavailable For long
termtherapyof rheunmatoidarthritis, the individual doseof up to 10 mg prednsane daily shouldbe adjustedaccoding
to the severity of the courseof thedisease.

Dependingn thetreatmentresult the dosecanbereducedin stegpsof 1 mg evel 2 - 4 weeksto reachthe appropriag¢
maintenancelose.

In orde to disconthuethetherapywith Lodotra,the doseshoutl beredu@din stepsof 1 mgevery2 - 4weeks with
monitoring of pituitary-adrenalaxis parametere necessary
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Paediatric population
Becausef insufficientdataon tolerability andefficagy, theusein children andadolescentss notrecommende.

Methodof adminstration

Lodotrashouldbetakenat bedtime(atabout10 pm), with or after the eveningmealandbe swallowedwhole with
sufficient liquid. If morethan2 - 3 hourshave passedsince theeveningmeal it is recommendetb takeLodotrawith a
light mealor snack(e.g.aslice of breadwith hamor cheese)Lodotra shouldnot beadministeedin thefastedstate.
This couldresultin areducedbioavailablity.

Lodotrais designedo releaseéhe acive substanewith adday of approxmatdy 4 - 6 hours afterintake,the releaseof
theactivesubstancandthe pharmacolgical effects will startduring the night.

Lodotramodified-releasdabletsconsst of a prednsonecontaning coreandaninert coating.Delayedreleaseof
prednisonas dependat on anintactcoding. For this reasonthe modified-releasdabletsarenot to be broken,divided
or chewed.

In patientswith hypohyroidism or hepaic cirrhosis,comparatively low dosesnay be sufficient or adosereduction
may be necessary.

4.3 Contraindications
Hyperseansitivity to theactivesubsanceor to any of the excipientslisted in secton 6.1.
4.4 Special warnings and precautions for use

A prednisme-basedpharmacotherapghould only be given whenabsoltely necessargndshouldbe accompaniedby
appropriae antrinfectioustherapyin the presencef thefollowing conditions:
- Acuteviral infections(herpeszoster herpessimplex, varicella, herpeic keratitis),
- HBsAgpostive chronicactivehepatits,
- Approximately8 weeksbeforeand2 weeks after immunisaion with live vaccines,
- Sydemic mycosesandparasitosege.g.nemaides)
- Poliomyeliis,
- Lymphadenits following BCG inoculaton,
- Acuteandchront bacterialinfections,
- History of tuberculosigcaution:reactvation!) Dueto their immunosuppressivpropetiesglucocorticads can
induceor aggravatenfections Suchpatients shouldbe monitoredcarefully e.g. by performing atuberculin test.
Pdientsat specialrisk shouldreceiveatubercubstdic treament.

In addition, a prednisonebasedharmacotheray shouldonly be givenwhennecessaryandshouldbeaccompanied
requred by appropriateaherapyin the presencef thefollowing condtions:
Gastroinestnal ulcers,

- Severeosteoporosiandosteomalacia

- Hypertensiorthatis difficult to control,

- Severdiabetesnellitus,

- Psychatric disorders(alsoif in patient s history),

- Narow- andwide-angleglaucoma,

- Comealulcersandcornealinjuries

Becausef therisk of intestinalperforaton, prednisonenay only beusedif absolutelynecessarandwith adequate
monitoring in casef:

- Severaulcerdive colitis with imminentperforaion,

- Diverticulitis,

- Enterc-anastomose@immediatelypostoperative
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Lodotracannotachievethe desred blood conentraton of prednisonef takenunderfastingcondtions. Therdore,
Lodotrashouldalwaysbetakenwith or after the evening meal in orde to ensuresufficient efficacy. In addition, low
plasmaconcentrationsnay occurin 6% -7% of Lodotra dosesas observed acrossall pharmacokingc studiesand11%
in asinglepharmacokinetistudywhentakenacordingto therecommendaions. This shouldbe consideedif Lodotra
isnat sufficiently effective.In thes situaionsa switch to a conventiond immediatereleag formulationmaybe
consideral.

Lodotrashouldnot be substitutedby prednisonemmediae-releasetablds in the sameadministratiorregimebeause
of Lodotrds delayedreleasemechanism.

In caseof substiution, termination,or discontnuing prolongedtreatment, thefollowing risks mustbe considered:
Recurrenceof therheumatoidarthritis diseaseactivity, acuteadrenalfailure (especiallyin stressfukituationsge. g.
during infections,afteraccidentswith increaeal physial stran), cortisonewithdraval syndrome.

Lodotrashouldnot be givenasfor acuteindicaionsinsteal of prednisoneémmediatereleasdabletsdueto its
pharmacologicaproperties.

During the useof Lodotra,a possbly increasedeedfor insulin or oral anti-diabeticsshouldbe consideredPatients
with diabetesnellitus shouldthereforebe treatedunderclosemonitoring.

During the treatmentvith Lodotra,reguar blood pressurehecksare requredin patientswith hypetensionthatis
diffi cult to contol.

Patientswith sevee cardiacinsufficiencyhaveto be closely monitoredbeauseof therisk of deteiorationof the
condition.

Cautionis necesary whencorticogeroids, including prednisoneareprescribedo patiens with recentmyocardialinfarction due
to the risk of myocardialrupture.

Cautionis necesary whencorticogeroids,including prednisoneareprescribedo patiens with renalinsufficiengy.

Sleepdisorderis docunentedto occurmorefrequenly with Lodotathan with conventionalmmediaterelease
formulationswhich aretakenin the morning.If insommia occursand doesnotimprove,aswitchto a conventional
immediatereleasdormulationmay be advisable.

Thetreatmentwith Lodotracanalso masksignsandsymptons of anexisting or developingnfectionandthusmay
renderdiagnostt effortsmoredifficult.

Evenwith low doses|ong-tem useof Lodotraresultsin anincreasedisk of infection. Thesepossibleinfectionsmay
also bebroughtabou by microorganismshat rarely causeinfection unde normalcircumstanes(so-called
opportunisticinfectiong.

Certainviral diseaseg¢varicela, measlesjnaytake a more severecoursein patientstreatedwith glucocorticoids.
Immunosuppresserhdividualswithoutprior varicela or measlesnfection areat particularrisk. If suchindividuals,
while being treaedwith Lodotra,havecontat with personsinfectedwith varicella or measlesa preventivetreatment
should beinitiated,if required.

In patentswith knownor suspeced Strongyloidegthreadvorm) infestaton glucocorticods may leadto Strongyloides
hyperinfectionanddissaninationwith widespeadlarval migration.

Vaccinationswith inactivatedvaccinesaregenerally possibe. Howeva, it hasto betakeninto acwuntthattheimmune
respmse andconsequentlyhe succes®f thevacchnation maybeimparedwith higherdosesof glucocoticoids.

In caseof long-termtherapywith Lodotra,regula medical follow-ups(includingophtalmologicexaminationst three
month intervals)areindicated;if comparatvely high doses are given, sufficient supplyof potasgaum supplementsnd
restrictionof sodiumhaveto be ensiredandseaum potassiunievelshaveto be monitored.
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If during the treatmentwith Lodotrahigh leves of physial stressarecausedoy cettain evens (accidentssurgical
procedureetc.), atemporay dos increasanaybemmenecessay.

Dependingon theduration of thetreatmentandthe dosaye used,a negdive impacton calciummetabolismmustbe
expected Osteoporois prophylaxs is therefore recommendedand is particularly importent if othe risk factorsare
present(includingfamili al predispogion, advaarcedage postnenopausadtatus,insufficientintakeof proteinand
calcium, excessivesmoking,excessivalcohol consumpbn, aswell asreducedphysicalactivity). The prophylaxisis
basedon a sufficientsupplyof calciumandvitaminD, aswell as on physial activity. In caseof pre-existing
osteopoross, anaddtionaltherapyshouldbe consideed.

ThemedicinalproductcontaindactosemonohydratePaients with rarehereditarly problemsof galactosentolerance,
the Lapplactasedeficiencyor glucosegaladosemalabsorpion shouldnot takethis medicine.

Whenusng high dosesof prednisolondor anextende periodof time (30 mg/dayfor a minimumof 4 weeks)

reversibledisturbancesf spermatogeneswereobserve thatpersistedfor seveal monthsafter discontinuatiorof the
medcinal product.

4.5 Interaction with other medicinal productsand other forms of interaction
Cardac glycosidesTheeffectof theglycosides can be enhanedby potassiumdeficiency.
Saluretics/laxatves: Potasiumexcretionis enhanced.

AntidiabeticagentsTheblood sugadowering effectis reduced.

Coumarindeivatives: The efficacyof courmarin anicoagulantsmay bereducel or enhanced

Non-steroidal antiphlogisic/antirheumati@agentssalicylatesandindomethecin: Therisk of gastrointestinal
haemorrhagess increased.

Non-depolarisng musclerelaxantsMuscle relaxaton maybe prolonged.

Atropineandotheranticholinergcs The conairrent useof Lodotramayresutlt in additionalincreasesn intraocular
pressure

PraziquantelGlucocorticoidamaylower the praaquanel conentraionsin the blood.

Chloroquine,hydroxychloroquinemefloquine Thereis anincreasedrisk of occurrenceof myopathies,
cardomyopathies.

Somatropin:Theefficacy of somatropirmayberedue@d.

Oestiogeng(e.g.oral contraceptives May enhancehe efficacyof glucocoricoids.

Liguorice: Inhibition of the metabolismof glucocoricoidsis possble.

Rifampicin,phenytoin barbituratesbupropionand primidone Theefficacy of glucocoticoidsis reduced.
Cyclosporine:Thebloodlevelsof cyclosporineareincreasel. Thereis anincreasedisk of seizues.
AmphotericineB: Therisk of hypokalaema maybeincreasel.

CyclophosphamideThe effectsof cyclophosphande may beenhaned.

ACE inhibitors:Increasedisk of occurrencef blood countchanges
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Aluminium andmagnesiim antacids The absorptiorof glucocortcoidsis reducedHowever, dueto thedelayed
releasemechansm of Lodotraaninteractionbetween prednisoneand alumnium/magnesiunantacidsis unlikely.

Impacton diagnostionehods Skin readionscausedy allergy testing may be suppressedihe TSH increase
following the administration of protirelin may bereducel.

4.6 Fertility, pregnancy and lactation

Pregnancy

During pregnancyl.odotra shouldonly be usedwhenthe benefts outweigh the potential risks. The lowesteffective
doseof Lodotraneededo maintainadequat diseasecontol shout beused.

Animal studiesindicate thatadministratiorof pharnacobgical doses of glucocoticoids during pregnancymayincreast
thefoetusrisk of intrauterinegrowthretardaion, adultcardiovaaular and/or metabolicdiseaseandmay havean effect
on theglucocorticoidreceptordensty, andneurotransmitter turnoveror neurobehaviouratievelopment.

Prednisonéhascausedleft palateformation in animal experments(seesedion 5.3). Thereis anongoingdiscussioron
the possibility of anincreasedisk of ord cleft formaiton in the humanfoetusasaresultof the administratiorof
glucocorticoidsduringthefirst trimester.

If glucocortcoidsareadministeredowardsthe endof pregnacy, thereis arisk of atrophyof thefoetd adrenakortex,
which may necessdtereplacementheray in the newbornwhich hasto be slowly reduced.

Breastfeding

Glucocorticoidgpassin smallamountdnto breasimilk (upto 0.23% of anindividualdose). For dosesupto 10 mg
daily, theamounttaken via breastmilk liesbdow the detecion threshold Sofar, no damagdo infantshasbeen
reported.Nevertheéss, glucocorticoidsshouldonly be prescribé when the benefitsto motherandchild outweighthe
risks.

Becausehe milk/plasmaconcentationratio increaseswith doses above 10 mg/day (e.g.25 % of theserum

concentratbn are found in the breas milk with 80 mg prednisonealaily), it is recommendetb discontinue
breastfeedig in suchcases.

4.7 Effects on ability to drive and use machines
No studies on the effectson the ability to drive and usemachneshavebeenperformed
4.8 Undesir able effects

Thefrequencyandseverityof theundesirablesffects listedbdow dependon dosageandduraton of treatmentln the
recanmendedloserangefor Lodotra(low-dosecorticoid therapywith daily dossrangingfrom 1 to 10 mg), thelisted
undesirableeffectsoccurless frequenly with lowerseveity comparedto doses abovelOmg.

Thefollowing undesirableffectsmay occur dependingn theduraton of treatnentandthe dosage:
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:Moderat leucocytosislymphopoeniagosinopoeniapolycythaemia

Cardac disorders:
Not known: Tachycardi
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Immune systemdisorders
Common:Reducedimmunedefencemaskingof infections, exa@rbaton of latentinfections
Rare:Allergic reactions

Infedionsandinfestatians
Common: Increasesusceptibilityto andseveity of infections

Endocrinedisorders:

Common:Adrenalsuppressiorandinducion of Cushing'ssyndromg(typical synptoms:moonshapedace,upper
body obesty andplethora)

Rare:Disturbedsexué hormonesecreton (amenorrhoa, impotencg, disturbancef thethyroid function

Metabolismandnutrition disorders:

Common:Sadium retentionwith oedemaincreasegotassum excreion (caution: arthythmias),increasedappetiteand
weight gain, reducedyluco tolerancediabetesmelitus, hyperdiolesteolaemia andhypetriglyceridaemia

Not known: Revesible epidural,epicardialor mediastinal lipomaosis,hypokabhemicalkalosis

Psychiatric disorders
Common:Insomnia
Rare:Depressionifritability, euphoriajncresedimpulse psychosis

Nervoussystemdisorders

Common:Headache

Rare:Pseaidotumorcerebri,manifestatiorof alatentepilepsyandincreaed predispositiorto developseizuesin cases
of manifestepilepsy

Eyedisorders:

Common:Cataract especiallywith pogderior subcg@sukbr opacty, glaucoma

Rare:Aggravaton of symptomsassociatedwith cornealulcer, promotion of viral, fungalandbacteral eye
inflammaions

Not known: Centralseouschorioretinopaty

Vasculadisorders:
Uncanmon:Hypertensbn, increasedisk of arterosderosisandthronmbosk, vasulitis (alsoaswithdrawal syndiome
following longtermtherapy)

Gastointestnal disorders:

Uncanmon(no concomiaintNSAIDs): Gastroinestina ulcerations,gastrointestinalhaemorhages
Rare:Pancreatis

Not known: Nauseadiarrhoeayomiting

Skin andsubaitaneoudissuedisorders:

Common:Striaerubrae atrophy telangietasia,increasectapillary fragility, petechiaeecchymoses
Uncanmon:Hypertichosgs, steroid acne delayedheding of wounds rosa@alike (perioral)dermatitis changesn skin
pigmentation

Rare:Hypersensitrity reactionsge.g.drugexanthena

Not known: Hirsutisn

Musculoskettalandconnedive tissuedisorders
Common:Muscularatrophyandweaknesspsteoporosigdoserelated, may occurevenwith shortterm use)
Rare:Aseptic ostonecrosighumeralandfemoralhead)

Not known: Steroidmyopathy tendonrupture,vertebralandlong bonefractures
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Reportingof suspecte@dversaeactions

Reportingsuspecte@adversaeactionsafter authorisaton of the medicinal productis important.It allowscortinued
monitoring of the bendit/risk balanceof the medidnal produd. Heathcae professionalsre askedo reportany
sugpectedadversaeactionsvia: HPRA Phamacoviglance, Earlsfort Terrace, IRL - Dublin 2; Tel: +3531 6764971
Fax: +3531 6762517 Webste: http://www.hpra.i& E-mail: medsaéty@hpra.ie

4.9 Overdose

Acuteintoxicaionswith Lodotraarenot known.In caseof overdosing, anincreasen undesiableeffects, especially
endocrine, metaboic andelectroijte-relaedeffeds, canbeexpeced (seesecton 4.8).

Thereis no known antidotefor prednisme.

5SPHARMACOLOGICAL PROPERTIES

5.1 Phar macodynamic properties
Pharmacotherapeutigroup:Glucocortcoids,ATC code:HO2AB07

Prednisonéas a nonfluorinatedglucocortcoid for sysemic theragy.

Prednisoneshowsa dosedependengffect on the meteébolism of almostall tissuesUnderphysiologicalconditions,
theseeffectsarevital to maintainhomo@stasis of the organismatrestandunderstressaswell asfor the controlof the
activities of theimmunesygem.

In dosegypically prescribedor Lodotrg prednisonehasanimmedide anti-inflammatory(antiexsudativeand
antiproliferaive) effectanda delayedmmunosippressie effed. It inhibits chemotaxisandthe activity of immune
cells aswell asthereleaseandeffectof mediators of inflammaory andimmunereactionsg.g.of lysosomalenzymes,
prostaglandingndleucotrienes

Prolongedtherapywith high dosegesultsin impdred responsenf theimmunesystemandof theadrenalcortex. The
mineralotropiceffectthatis pronouncedn hydromrtisoneis still detectablein prednisoneandmay requiremontoring
of serumelectrolytelevels.

In patientswith rheumatoidarthritis, pro-inflammatory cytokinessuchastheinterleukinslL -1 andIL -6 andtumor

necrogs factoralpha(TNFa) reachpeakplasmaevelsin the early morninghours(e.g.IL - 6 between7 to 8 am).

Cytokine concentrationsvereshownto deceaseafter admnistration of Lodotraandsubsequemight-time releaseof
prednisongwith startof absoptionbetween2 - 4amand C ., betweer - 6 am).

Theefficacyandsafetyof Lodotrawasassessenh two randomiseddoubleblind controlledstudiesn patientswith
active rheumaoid arthritis.

In thefirst study,a multi-cente randomisedioubk-blind phaselll study of 12 weekdurationin atotal of 288 patients
pre-treatel with predni®neor predni®lone,thegroupswitchingto Lodotraat the samedoseshoweda meanreduction
of 23%in thedurationof morningstiffnesswherea the duraton in thereferenxcegroupdid notchangeDetailsare
presentd in thefollowing table.

Relativechangdn the durationof moming stiffnessafter 12 weeksof treament

Relativechangd %] (Ir_]o:dgtzrg) Pr?r? QI?SS)IR
-23 0
Mean
(SD) (89) (89
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Median -34 -13
(min, max) (<100, 500) (<100, 610)

In a subsequentpenlabelextensiomphasg9 monhstreamen) the meanrelative changan the duraion of morning
stiffnesscomparedo basline wasabout-50 %.

Changein thedurationof morningstiffnessafter 12 monthstreatment with Lodara:

, : Lodotra
Durationof Morning
stiffness[min] Mean N

(SD)

0 months 156 107

Startof the study (97)

12 months 74

Endof openlabel (92) 96

phase

In the samestudy, after 12 weeksof treatment,a median decreaeof the pro-inflammatorycytokinell -6 of 29 % was
obseredin thegrouptreatedwith Lodotra, whereasio changewas observe in the compaatorgroupwho received
standardprednisoneAfter 12 monthsof treamentwith Lodotrathe IL -6 level remainsstable.

Changen thelL-6 level after12 months

IL-6 medianLodotrc
[1UL] (min, max’ N
0 months 860 142
Startof the study (200, 23000
12 month: 470 10z
Endof openlabelphas/| (200, 18300 -

Values< 2001U/L weresetto 2001U/L for statistical analyses

Theefficacyof Lodotagivenontop of aDMARD was confirmedin a secondandomisedplacebecontolled trial in
patientsinsufficiently respondingo DMARD therapyalone.At 12 weeksthe L odotrapatientshada significantly
higher ACR20andACR50responseate (46.8%and22.1%,respediely) compaedto placebopatienty29.4%and
10.1%, respectivey). Therewasalsoa greder meanchangein DAS 28 scoredrom baseling5.2 for the Lodotragroup
and 5.1for the placebogroup)to week12 in the Lodotragroup(—1.2 points)ascompare with that seenin the placebo
group (—0.7 point change).

In addition, after 12 weeksof therapythe mean duraion of morning stiffnesswas86.0minutes(-66 minuteschange)in
theLodotragroupand114.1minutes(-42.6minutes change)in the placebogroup. Lodotra could be sdely usedin
combinationwith othea DMARDs.

5.2 Phar macokinetic properties

Absorption
Lodotraare prednisonecontainingmodifi ed-releasetablets.Prednisoneés releasedbetwea 4 - 6 hours following

intake of Lodotra.Subsequentlyprednisones rapidly andalmostconpletely absorbed.

Distribution
Peakserum levels arereachedapproxinately 6 - 9 hoursafter intake.
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Biotransformabn

Morethan80 % of the predni®neis convetedto prednsoloneby first-passhepaticmetabdism. Theratio of
prednisondo predni®loneis approximagly 1:6to 1:10. Prednsoneitself exers negligiblepharmacologi@ffects.
Prednisolonas the adive metabolite The compoundsarereversiblyboundto plasmaproteinswith high affinity for
transcortin(corticosterod bindingglobulin, CBG) andlow affi nity for plasmaalbumin.

In thelow doserange(up to 5 mg), approxinately 6% of free prednsoloneis presentMetabdic eliminationis dose
linear in thisrange.In thedoserangeabovelO mg, thebinding capady of transcortins increasinglyexhauste@nd
more free prednsoloneis presentThis may resut in afastermetabolc elimination.

Elimination

Prednisolonas primarily eliminatedby hepaic metaboism, to approxmatly 70 % by glucoronidatiorandto
approximately30 % by sulphataton. Thereis alsoconversiorto 113,17/ dihydroxyandrost1,4-dien3-oneandto
1,4-pregnadien20-ol. The metaolitesexhibit no hormonaladivity andundego primarily rend elimination.Negligible
amountsof prednisonendprednsoloneare foundunchangd in the urine. The plasmaeliminationhalf-life of prednis
(ol)oneis approximately3 hours.In patientswith severehepaticdysfundion the half-life maybe prolongel anda dose
reductionshouldbe consdered.Theduraion of thebiologicd effectsof predns(ol)oneexceedsthe durationof the
presencen the serum.

Bioavailability

A bioavaibbility studyin 27 healthysubjectsconducedin 2003revealed the following resultsin comparisonwith a
prednisonemmediatereleag tablet:

Lodotra5
mg: Lodotra5 mg: Reference
Paramete 2.5 hours Immedidely preparation
after alight afterameal 5 mg fasted
med
Maximumplasma
corcentration 29'2 21.8 29'7
(C,..,,): ngml (18.5;21.9) (20.G; 23.7) (19.0;22.5)
Time of maximum
plasma 6.0 6.5 2.0
corcentration (4.5;10.0) (4.5;9.0) (1.0, 4.0)
(thg): D
Durationof the
delay of drug 4.0 3.5 0.0
releag (tlag): h (3.5;5.0) (2.0;5.5) (0.0,0.5)
Areaunderthe
corcentrationtime 110 123 109
curve(AUC ) (101;119) (114 133) (101; 118)
ng x h/ml

Valuesareleastsquaregeometrt meansandrange
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30,0

25,0 ¢ Decortin 5 mg fasted (A)
w ® Lodotra 5 mg semi fed (B

A Lodctra 5 mg fed (C)

20,0

Prednisone Plasma Concentration
(ng/ml]
=i
L#]
[ ]

10,0

5.0
0,0 —i
4] 4 2 12 16 20 241

Time after administration (h)

Figure: Mean plasma levels of predmnisone after a single dose of S mg prednisone
administered as Lodotra S mg or an immediate-release tablet. 5 mg
immediate-release tablet (A: fasted, intake at 2 am). Lodotra S mg (B: 2.5
hours after a light evening meal) and Lodotra 5 mg (C: immediately after
a full evening meal).

Theplasmaconcentratiorprofilesof Lodotraare very similar to an immediae-releasdablet,with theimportant
differencethatthe Lodotraprofile is delayedwith 4 — 6 hoursafter drugintake. Lower plasmaconcentrationfiave
beenobservedin 6-7% of doses.

Doseproportonality wasdemonstatedfor Lodotral mg, 2 mgand5 mgbased onAUC andC, ..

5.3 Preclinical safety data

Subchronic/chrorg toxicity

Light and electronmicroscopicchangesn the Langehans isletcells of rats wereobserve following dally
intraperitoneahdministraton of 33 mg/kgbw over7 to 14 daysin rats.In rabbts, experimentaliver damagecouldbe
producedby admnistering 2 to 3 mg/kgbw/dayfor 2 to 4 weeks.Histotoxic effects (myonecoseswere repoted
following severalweeksof administation of 0.5to 5 mg/kgbw in guinea pigsand4 mg/kgbw in dogs.

Mutagenicandtumourformingpotental

Thetoxicity observedn animalstudieswith prednisonavasasso@tedwith exaggeatedpharmaologicalactivity. No
genotoxic effects of prednisonédiavebeenobservedn conventiond genobxicity tests.

Reproductve toxicity

In animal reproductiorstudies glucocortcoidssud asprednisondiavebeenshownto inducemalformations(cleft
palate, skeletal malformatons). With parenterd admnistraton, minor anomalesof skull, jaw andtonguewerefound
in rats.Intrauterinegrowthretardationvasobservedalsoseesedion 4.6).

Similar effects areconsideredinlikely to occur in paients atthergeutic doses
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6 PHARMACEUTICAL PARTICULARS
6.1 List of excipients

Tabletcore:

Colloidal anhydroussilica
Croscarmédbsesodium
Lactosemonohydrate
Magnesiunstearas
PovidoneK 29/32
Redferric oxideE 172

Tabletshell:

Colloidal anhydroussilica
Calciumhydrogenphoghat dihydrate
Glyceroldibehenate
Magnesiunstearas

PovidoneK 29/32
Y ellow ferric oxideE 172

6.2 Incompatibilities
Not applicable
6.3 Shelf life

2years
Shdf life afterfir stopenng of the bottle: 14 weeks.

6.4 Special precautionsfor storage
Do not stare above25°C.
6.5 Nature and contents of container

Containerwith 30 and100modified-relesetables:

White bottle madeof high-densitypolyethyene(HDPE). Screwcep (includinga desiccantapsule)with threeelevated

pointsarrangedaroundtherim to facilitate essy openng madeof HDPE

Containerwith 500 modified-releasdablds:

White bottle madeof high-densitypolyethykene(with a small amountof LDPE). Screwcap(withoutthreeelevated

points) madeof polypropylene.

Packsizes: Bottleswith 30 and 100 modified-releasetables
Hospitalpacks: Bottleswith 30,100 and500 modified-releasetablets

Not all packsizesmaybemarketec
6.6 Special precautionsfor disposal

No specialrequirement:
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