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Summary of Product Characteristics

1 NAME OF THE MEDICINAL PRODUCT

DesmotabsMelt120microgramsorallyophilisate

2 QUALITATIVE AND QUANTITATIVE COMPOSITION

Eachunitcontains120microgramsdesmopressin(freebase),presentasdesmopressinacetate.

 

Forafulllistofexcipients,seesection6.1.

3 PHARMACEUTICAL FORM

Orallyophilisate

White,round,orallyophilisatemarkedwithtwodropshapedfiguresononeside.

4 CLINICAL PARTICULARS

4.1 Therapeutic Indications

1. Forthediagnosisandtreatmentofcranialdiabetesinsipidusincludingpost-hypophysectomypolyuria/polydipsiaandfor

thetreatmentofprimarynocturnalenuresisinpatients(from5to65yearsofage)withnormalabilitytoconcentrateurine.

   

2. DesmotabsMeltisindicatedforthesymptomatictreatmentofnocturiainadultsupto65yearsonly,associatedwith

nocturnalpolyuria,i.e.nocturnalurineproductionexceedingbladdercapacity.

4.2 Posology and method of administration

General

Methodofadministration:DesmotabsMeltisplacedunderthetonguewhereitdissolveswithouttheneedforwater.

 

Effectoffood:Foodintakemayreducetheintensityanddurationoftheantidiureticeffectatlowdosesofdesmopressin(see

section4.5).

 

Intheeventofsignsorsymptomsofwaterretentionand/orhyponatraemia(headache,nausea/vomiting,weightgain,and,in

severecases,convulsions)treatmentshouldbeinterrupteduntilthepatienthasfullyrecovered. Whenrestartingtreatment

strictfluidrestrictionshouldbeenforced(seesection4.4).

 

Ifadequateclinicaleffectisnotachievedwithin4weeksfollowingappropriatedosetitrationthemedicationshouldbe

discontinued.

 

Indication specific

 

Central Diabetes Insipidus:

Dosageisindividualindiabetesinsipidusbutthetotaldailysublingualdosenormallyliesintherangeof120microgramsto

720micrograms.Asuitablestartingdoseinadultsandchildrenis60microgramsthreetimesdailyadministeredsublingually.

Thisdosageregimenshouldthenbeadjustedinaccordancewiththepatient’sresponse.Forthemajorityofpatients,the

maintenancedoseis60microgramsto120microgramssublinguallythreetimesdaily.

 

Primary nocturnal enuresis:

Therecommendedinitialdoseis120microgramsatbedtime,administeredsublingually.

Ifthisdoseisnotsufficientlyeffective,thedosemaybeincreasedupto240microgramssublingually.Fluidrestrictionshould

beobserved. DesmotabsMeltisintendedfortreatmentperiodsofupto3months.

TheneedforcontinuedtreatmentshouldbereassessedbymeansofaperiodofatleastoneweekwithoutDesmotabsMelt.

 

Nocturia:
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Therecommendedinitialdoseis60microgramsatbedtime,administeredsublingually. Ifthisdoseisnotsufficientlyeffective

afteroneweek,thedosemaybeincreasedupto120microgramssublinguallyandsubsequently240microgramssublingually

byweeklydoseescalations.Fluidrestrictionshouldbeobserved.

 

Innocturiapatients,afrequency/volumechartshouldbeusedtodiagnosenocturnalpolyuriaforatleast2daysbeforestarting

treatment.Anight-timeurineproductionexceedingthefunctionalbladdercapacityorexceeding1/3ofthe24hoururine

productionisregardedasnocturnalpolyuria.

 

Special Populations

 

Elderly:

Theinitiationoftreatmentintheelderly(patientsover65years)iscontraindicatedinpatientsbeingtreatedfornocturiaand

primarynocturnalenuresis.

Dosagerecommendationforelderlysufferingfromcentraldiabetesinsipidusisthesameasforotheragegroups.

 

Renal Impairment

DesmotabsMeltiscontraindicatedincaseofmoderateandsevererenalinsufficiency(creatinineclearancebelow50ml/min)

(seesection4.3).

 

Hepatic Impairment

Invitrohumanlivermicrosomemetabolismstudiesofdesmopressinhaveshownthatnosignificantamountismetabolizedin

theliverbythecytochromeP450system.ThushumanlivermetabolisminvivobythecytochromeP450systemisunlikelyto

occur.Theeffectofdesmopressinonthepharmacokineticsofotherdrugsislikelytobeminimalduetoitslackofinhibitionof

thecytochromeP450drugmetabolizingsystem(seesection4.5).

 

Paediatric Population

DesmotabsMeltisindicatedinCentralDiabetesInsipidusandPrimaryNocturnalEnuresis(seesection5.1andindication

specificinformationin4.2above). Doserecommendationsarethesameasinadults.

4.3 Contraindications

DesmotabsMeltiscontraindicatedincasesof:

- Habitualorpsychogenicpolydipsia(resultinginaurineproductionexceeding40ml/kg/24hours).

- Ahistoryofknownorsuspectedcardiacinsufficiencyandotherconditionsrequiringtreatmentwithdiuretics.

- Moderateandsevererenalinsufficiency(creatinineclearancebelow50ml/min).

- Knownhyponatraemia.

- SyndromeofinappropriateADHsecretion.

- HypersensitivitytodesmopressinortoanyoftheexcipientsofDesmotabsMelt.

- Patientsovertheageof65forthetreatmentofprimarynocturnalenuresis.

- Patientsovertheageof65forthetreatmentofnocturia.

 

BeforeprescribingDesmotabsMeltthediagnosisofpsychogenicpolydipsiaandalcoholabuseshouldbeexcluded.

4.4 Special warnings and precautions for use

Special warnings:

Whenusedforprimarynocturnalenuresisornocturiaindications,thefluidintakemustbelimitedtoaminimumfrom1hour

beforeuntil8hoursafteradministration.Treatmentwithoutconcomitantreductionoffluidintakemayleadtowaterretention

and/orhyponatraemiawithorwithoutaccompanyingwarningsignsandsymptoms(headache,nausea/vomiting,weightgain,

and,inseverecases,convulsions). Allpatientsand,whenapplicable,theirguardiansshouldbecarefullyinstructedtoadhereto

thefluidrestrictions.

 

Useoftheproductshouldbeunderspecialistsupervisionwithappropriatefacilitiesavailableformonitoringandinterpretation

ofresponse.

 

Allpatientsondesmopressintherapyshouldbeobservedforthesignsofsymptomsassociatedwithhyponatraemia(headache,

nausea/vomiting,weightincreasedand,inseverecases,convulsions).

 

Careshouldbetakenwithpatientswhohavereducedrenalfunctionand/orcardiovasculardiseaseorcysticfibrosis.
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PatientsbeingtreatedforprimarynocturnalenuresisornocturiashoulddiscontinueDesmotabsMeltduringanepisodeof

vomitingand/ordiarrhoeauntiltheirfluidbalanceisonceagainnormal.

 

Precautions:

– Severebladderdysfunctionandoutletobstructionshouldbeconsideredbeforestartingtreatment.

– Elderlypatientsandpatientswithlowserumsodiumlevelsmayhaveanincreasedriskofhyponatraemiatherefore

DesmotabsMeltiscontraindicatedinpatientsbeingtreatedforprimarynocturnalenuresisandnocturia.

– Treatmentwithdesmopressinshouldbeinterruptedduringacuteintercurrentillnessescharacterizedbyfluidand/or

electrolyteimbalance(suchassystemicinfections,fever,gastroenteritis)

– Precautionsmustbetakeninpatientsatriskforincreasedintracranialpressure.

– Desmopressinshouldbeusedwithcautioninpatientswithconditionscharacterizedbyfluidand/orelectrolyteimbalance

– Precautionstoavoidhyponatraemiaincludingcarefulattentiontofluidrestrictionandmorefrequentmonitoringofserum

sodiummustbetakenincaseofconcomitanttreatmentwithdrugs,whichareknowntoinduceSyndromeofInappropriate

AntidiureticHormone(SIADH),e.g.tricyclicantidepressants,selectiveserotoninereuptakeinhibitors,chlorpromazineand

carbamazepine,caseofconcomitanttreatmentwithNon-SteroidalAnti-InflammatoryDrugs(NSAIDs).

4.5 Interaction with other medicinal products and other forms of interactions

Substances,whichareknowntoinduceSIADH,e.g.tricyclicantidepressants,selectiveserotoninereuptakeinhibitors,

chlorpromazineandcarbamazepineaswellassomeantidiabeticsofthesulfonylureagroupparticularlyChlorpropamide,may

causeanadditiveantidiureticeffectleadingtoanincreasedriskofwaterretention/hyponatraemia(seesection4.4).

 

NSAIDsmayinducewaterretention/hyponatraemia(seesection4.4).

 

Concomitanttreatmentwithloperamidemayresultina3-foldincreaseofdesmopressinplasmaconcentrations,whichmay

leadtoanincreasedriskofwaterretention/hyponatraemia. Althoughnotinvestigated,otherdrugsslowingintestinaltransport

mighthavethesameeffect.

 

Itisunlikelythatdesmopressinwillinteractwithdrugsaffectinghepaticmetabolism,sincedesmopressinhasbeenshownnot

toundergosignificantlivermetabolisminin vitro studieswithhumanmicrosomes.However,formalin vivo interactionstudies

havenotbeenperformed.

 

Astandardized27%fatmealsignificantlydecreasedabsorption(rateandextent)ofDesmopressintablets.Nosignificanteffect

wasobservedwithrespecttopharmacodynamics(urineproductionorosmolality). 

Foodintakemayreducetheintensityanddurationoftheantidiureticeffectatloworaldosesofdesmopressintablets.

4.6 Fertility, pregnancy and lactation

Pregnancy:

Dataonalimitednumber(n=53)ofexposedpregnanciesinwomenwithdiabetesinsipidusaswellasdataonalimited

number(n=54)ofexposedpregnanciesinwomenwithvonWillebranddiseaseindicatenoadverseeffectsofdesmopressinon

pregnancyoronthehealthofthefoetus/newbornchild.Todate,nootherrelevantepidemiologicaldataareavailable.Animal

studiesdonotindicatedirectorindirectharmfuleffectswithrespecttopregnancy,embryonal/foetaldevelopment,parturition

orpostnataldevelopment.

 

CautionshouldbeexercisedwhenprescribingDesmotabsMelttopregnantwomen.

 

Fertilitystudieshavenotbeendone. Invitroanalysisofhumancotyledonmodelshaveshownthatthereisnotransplacental

transportofdesmopressinwhenadministeredattherapeuticconcentrationscorrespondingtorecommendeddose.

 

Lactation:

Resultsfromanalysesofmilkfromnursingmothersreceivinghighdosedesmopressin(300microgramsintranasal),indicate

thattheamountsofdesmopressinthatmaybetransferredtothechildareconsiderablylessthantheamountsrequiredto

influencediuresis.

4.7 Effects on ability to drive and use machines

DesmotabsMelthasnoornegligibleinfluenceontheabilitytodriveandusemachines.
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4.8 Undesirable effects

Summary of the safety profile

Themostseriousadversereactionwithdesmopressinishyponatraemia,whichmaycauseheadache,abdominalpain,nausea,

vomiting,weightincrease,dizziness,confusion,malaise,memoryimpairment,vertigo,fallsandinseverecasesconvulsionsand

coma. Themajorityofadultstreatedfornocturiawhodevelophyponatraemiahavedevelopedlowserumsodiumafterthree

daysofdosing.Inadultstheriskofhyponatraemiaincreaseswithincreasingdoseofdesmopressinandtheriskhasbeenfound

tobemoreprominentinwomen.

 

In adults themostcommonlyreportedadversereactionduringtreatmentwasheadache(12%).Othercommonadverse

reactionswerehyponatraemia(6%),dizziness(3%),hypertension(2%),andgastrointestinaldisorders(nausea(4%),vomiting

(1%),abdominalpain(3%),diarrhoea(2%)andconstipation(1%)).Lesscommonisaninfluenceofthesleep

pattern/consciousnesslevelpresentingitselfase.g.insomnia(0.96%),somnolence(0.4%)orasthenia(0.06%).Anaphylactic

reactionshavenotbeenseeninclinicaltrialsbutspontaneousreportshavebeenreceived.

 

In children themostcommonlyreportedadversereactionduringtreatmentwasheadache(1%),lesscommonwerepsychiatric

disorders(affectlability(0.1%),aggression(0.1%),anxiety(0.05%),moodswings(0.05%),nightmare(0.05%))whichgenerally

abatedaftertreatmentdiscontinuationandgastrointestinaldisorders(abdominalpain(0.65%),nausea(0.35%),vomiting(0.2%)

anddiarrhoea(0.15%)).Anaphylacticreactionshavenotbeenseeninclinicaltrialsbutspontaneousreportshavebeenreceived.

Tabulated summary of adverse reactions

 

Adults:

Basedonthefrequencyofadversedrugreactionsreportedinclinicaltrialswithoraldesmopressinconductedinadultsfor

treatmentofNocturia(N=1557)combinedwiththepostmarketingexperienceforalladultindications(inclCentralDiabetes

Insipidus).Reactionsonlyseeninpostmarketinghavebeenaddedinthe‘Notknown’-frequencycolumn.

 

MedDRA 

Organ Class

Very 

common 

(>10%)

Common 

(1-10%)

Uncommon (0.1-1%) Rare (0.1-0.01%) Not known

Immunesystem

disorders

        Anaphylactic

reaction

Metabolismand

nutrition

disorders

  Hyponatraemia*     Dehydration**,

Hypernatraemia*

*

Psychiatric

disorders

    Insomnia Confusionalstate*  

Nervoussystem

disorders

Headache* Dizziness* Somnolence,paraesthesia   Convulsions*,

Asthenia**,

Coma*

Eyedisorders     Visualimpairment    

Earand

labyrinth

disorders

    Vertigo*    

Cardiac

disorders

    Palpitations    

Vascular

disorders

  Hypertension Orthostatichypotension    

Respiratory,

thoracicand

mediastinal

disorders

    Dyspnoea    

Gastrointestinal

disorders

  Nausea*,

Abdominal

pain*,

Diarrhoea,

Constipation,

Vomiting*

Dyspepsia, Flatulence,bloatingand

distension

   

Skinand     Sweating,Pruritus,Rash,Urticaria Dermatitisallergic  
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subcutaneous

tissuedisorders

Musculoskeletal

andconnective

tissuedisorders

    Musclespasms,Myalgia    

Renaland

urinary

disorders

  Bladderand

urethral

symptoms

     

General

disordersand

administration

siteconditions

  Oedema,

Fatigue

Malaise*,Chestpain,Influezalike

illness

   

Investigations     Weightincreased*,Hepaticenzyme

increased,Hypokalaemia

   

 

*Hyponatraemiamaycauseheadache,abdominalpain,nausea,vomiting,weightincrease,dizziness,confusion,malaise,

memoryimpairment,vertigo,fallsandinseverecasesconvulsionsandcoma

**OnlyseenintheCDIindication

 

Children and Adolescents:

Basedonthefrequencyofadversedrugreactionsreportedinclinicaltrialsconductedinchildrenandadolescentswithoral

desmopressinfortreatmentofPrimaryNocturnalEnuresis(N=1923).Reactionsonlyseeninpostmarketinghavebeenadded

inthe‘Notknown’-frequencycolumn.

 

MedDRA 

Organ Class

Very 

common 

(>10%)

Common (1-10%) Uncommon 

(0.1-1%)

Rare 

(0.1-0.01%)

Not known

Immunesystem

disorders

        Anaphylacticreaction

Metabolismand

nutrition

disorders

        Hyponatraemia*

Psychiatric

disorders

    Affect

lability**,

Aggression*

**

Anxiety

symptoms,

Nightmare**

**,Mood

swings****

Abnormalbehaviour,Emotionaldisorder,

Depression,Hallucination,Insomnia

Nervoussystem

disorders

  Headache*   Somnolence Disturbanceinattention,Psychomotor

hyperactivity,Convulsions*

Vascular

disorders

      Hypertension  

Respiratory,

thoracicand

mediastinal

disorders

        Epistaxis

Gastrointestinal

disorders

    Abdominal

pain*,

Nausea*,

Vomiting*,

Diarrhoea

   

Skinand

subcutaneous

tissuedisorders

        Dermatitisallergic,Rash,Sweating,

Urticaria

Renaland

urinary

disorders

    Bladderand

urethral

symptoms

   

General

disordersand

    Oedema

peripheral,

Irritability  
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administration

siteconditions

Fatigue

 

*Hyponatraemiamaycauseheadache,abdominalpain,nausea,vomiting,weightincrease,dizziness,confusion,malaise,

memoryimpairment,vertigo,fallsandinseverecasesconvulsionsandcoma

**Postmarketingreportedequallyinchildrenandadolescents(<18years)

***Postmarketingalmostexclusivelyreportedinchildrenandadolescents(<18years)

****Postmarketingreportedprimarilyinchildren(<12years)

 

Other special populations:

Elderlypatientsandpatientswithserumsodiumlevelsinthelowerrangeofnormalmayhaveanincreasedriskofdeveloping

hyponatraemia(seesection4.4).

 

Reporting of suspected adverse reactions

Reportingsuspectedadversereactionsafterauthorisationofthemedicinalproductisimportant.Itallowscontinued

monitoringofthebenefit/riskbalanceofthemedicinalproduct.Healthcareprofessionalsareaskedtoreportanysuspected

adversereactionsviaHPRAPharmacovigilance,Website:www.hpra.ie;E-mail:medsafety@hpra.ie.

4.9 Overdose

OverdoseofDesmotabsMeltleadstoaprolongeddurationofactionwithanincreasedriskofwaterretentionand

hyponatraemia.

 

Treatment

Althoughthetreatmentofhyponatraemiashouldbeindividualised,thefollowinggeneralrecommendationscanbegiven  - 

discontinuethedesmopressintreatment,fluidrestriction,andsymptomatictreatmentifneeded.

5 PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeuticgroup:vasopressinandanalogues.

ATCcode:H01BA02.

 

DesmotabsMeltcontainsdesmopressin,astructuralanalogueofthenaturalpituitaryhormoneargininevasopressin.The

differenceliesinthedesaminationofcysteineandsubstitutionofL-argininebyD-arginine.Thisresultsinaconsiderablylonger

durationofactionandacompletelackofpressoreffectinthedosagesclinicallyused.

Clinicaltrialswithdesmopressintabletsinthetreatmentofnocturiashowedthefollowing:

• Areductionofatleast50%inthemeannumberofnocturnalvoidswasobtainedin39%ofpatientswithdesmopressin

comparedto5%ofpatientswithplacebo(p<0.0001).

• Themeannumberofvoidspernightdecreasedby44%withdesmopressincomparedto15%withplacebo(p<0.0001).

• Themediandurationoffirstundisturbedsleepperiodincreasedby64%withdesmopressincomparedto20%withplacebo

(p<0.0001).

• Themeandurationoffirstundisturbedsleepperiodincreasedby2hourswithdesmopressincomparedto31minuteswith

placebo(p<0.0001).

 

Effect of treatment with individual oral dose of desmopressin tablets between 0.1 and 0.4 mg during 3 weeks, 

compared with placebo (pooled data).

  Desmopressin Placebo Statistical 

significance 

vs. placebo

Variable Mean 

baseline 

value

Mean 

value 

during 3 

weeks of 

treatment

Mean 

baseline 

value

Mean 

value 

during 3 

weeks of 

treatment

 

Numberofnocturnalvoids 2.97

(0.84)

1.68(0.86) 3.03

(1.10)

2.54(1.05) (p0.0001)

 

http://www.hpra.ie/
mailto:medsafety@hpra.ie
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Nocturnaldiuresisrate(ml/min) 1.51

(0.55)

0.87(0.34) 1.55

(0.57)

1.44(0.57) (p0.0001)

Durationoffirstundisturbedsleepperiod(min) 152(51) 270(95) 147(54) 178(70) (p0.0001)

 

Eightpercentofthepatientsinterruptedinthedesmopressindosetitrationphaseduetoadverseeffects,and2%inthe

subsequentdouble-blindphase(0.63%ondesmopressinand1.45%onplacebo).

5.2 Pharmacokinetic properties

Absorption:

TheoverallmeanabsolutebioavailabilityofdesmopressinadministeredsublinguallyasDesmotabsMeltatdosesof200,400

and800microgramsis0.25%witha95%confidenceintervalof0.21–0.31%.TheCmaxwas14,30and65pg/mLafter

administrationof200,400and800micrograms respectively.Tmaxwasobservedat0.5–2.0hoursafterdosing.

 

Correlation table between Desmopressin Tablet and Desmotabs Melt:

 

Desmopressin Tablets Desmopressin Tablets Desmotabs Melt Desmotabs Melt

Desmopressin acetate Desmopressin free

base

Desmopressin free

base

Desmopressin acetate

0.1mg 89micrograms 60micrograms Approx

67micrograms*

0.2mg 178micrograms 120micrograms Approx

135micrograms*

0.4mg 356micrograms 240micrograms Approx

270micrograms*

 

(*) calculated for comparative purposes

 

Distribution:

Thedistributionofdesmopressinisbestdescribedbyatwo-compartmentdistributionmodelwithavolumeofdistribution

duringtheeliminationphaseof0.3-0.5L/kg.

 

Biotransformation:

Thein vivo metabolismofdesmopressinhasnotbeenstudies. In vitro humanlivermicrosomemetabolismstudiesof

desmopressinhaveshownthatnosignificantamountismetabolizedintheliverbythecytochromeP450system. Thushuman

livermetabolismin vivobythecytochromeP450systemisunlikelytooccur. TheeffectofdesmopressinonthePKofother

drugsislikelytobeminimalduetoitslackofinhibitionofthecytochromeP450drugmetabolizingsystem.

 

Elimination:

Thetotalclearanceofdesmopressinhasbeencalculatedto7.6L/hr. Theterminalhalf-lifeofdesmopressinisestimatedtobe

2.8hours. Inhealthysubjectsthefractionexcretedunchangedwas52%(44%-60%).

 

Linearity/non-linearity:

Therearenoindicationsofnon-linearitiesinanyofthepharmacokineticparametersofdesmopressin.

 

Characteristics in specific groups of patients:

Renal Impairment:

DependingonthedegreeofrenalimpairmenttheAUCandhalf-lifeincreasedwiththeseverityoftherenalimpairment. In

patientswithmoderateandsevererenalimpairment(creatinineclearancebelow50ml/min)desmopressiniscontraindicated.

 

Hepatic Impairment:

Nostudiesperformed.

 

Children:

ThepopulationpharmacokineticsofdesmopressintabletshasbeenstudiesinchildrenwithPNEandnosignificantdifference

fromadultsweredetected.

5.3 Preclinical safety data



HealthProductsRegulatoryAuthority

30November2020 CRN00C22R Page8of9

Non-clinicaldatarevealnospecialhazardforhumansbasedonconventionalstudiesofsafetypharmacology,repeateddose

toxicity,genotoxicity,toxicitytoreproduction.

 

Carcinogenicitystudieshavenotbeenperformedwithdesmopressin,becauseitisverycloselyrelatedtothe

naturally-occurringpeptidehormone.

6 PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Gelatin

Mannitol(E421)

CitricAcid,anhydrous

6.2 Incompatibilities

Notapplicable.

6.3 Shelf life

4 years.

6.4 Special precautions for storage

Thismedicinalproductdoesnotrequireanyspecialtemperaturestorageconditions.

Storeintheoriginalpackageinordertoprotectfrommoistureandlight.

 

6.5 Nature and contents of container

Aluminium/aluminiumblistersof10orallyophilisatesinpacksizesof 30,90or100orallyophilisates.

Notallpacksizesmaybemarketed.

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

Nospecialrequirements.

7 MARKETING AUTHORISATION HOLDER

FerringIrelandLtd

UnitedDrugHouse

MagnaDrive,MagnaBusinessPark

CitywestRoad

Dublin24

Ireland

8 MARKETING AUTHORISATION NUMBER

PA1009/007/003

9 DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION

Dateoffirstauthorisation:30September2005

 

Dateoflastrenewal:30September2010

10 DATE OF REVISION OF THE TEXT
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November 2020


