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Introduction

« Primary noctumal enuresis (PNE] or bedwetting is o common
condition, affecting appraximalely 6-10% of children oged
7 years.' PNE can have an adverse effsct on the sufferers life;
socicly, emationally and behaviourally*

Nocturna! polyuria dus to insufficient nightime reloase of
antidiuretic hormere [vasopressin) is ane of the principal

caouses of PNE'

Desmopressin aeetote [Minirin?] is a selective vasopressin
recepfot typa 2 (Va) cgonish, retaining the artidiuretic praperties
of vasapressin without inducing pressor activity*

In children who respond 1o desmopressin, ance daily
administration al bediima raduces the rumber of wal nights per
week by mom than B0% during bnglerm treatment’

The Intemalional Consultation an Incontinence endorze the use
of desmopressin as a firstline trealment for PINE®

A new oral fastmelting (lyophilisate) formulation of
desmopressin (Minirin® MELT} has bean davelaped. This
convenient formulotion dissolves almast instonlly in the mauth
and altows bwar dosing than the conventional tablat dua to
higher biogvailahility®

Davekpmant of lyophilisate formulations is recommended by
regulatary bodies such as the European Medicines Agency
{EMEA] as an approach to imprave the acceptohiliy of
medicines by children'

Objectives
 To campare he aral MELT and conventional tablet formulahians
of desmopressin in children and edolescents in tarms of:
o Efficacy
o Tolerability
o Compliance with medication
o FPreferenco

Methods

« This was an openlabel, randomised, crossover study invalving
children and adolescents {aged 5-15 yaars) with PINE

« Subijects who had been taking dasmopressin tablets for a
minimum of 2 weaks and wha were stobilised on a dese of
either 0.2 mg or 0.4 mg (2 x 0.2 mg) entered a 2wesk
screaning period during which baseline anuretic characteristics
were determined (Figure 1)
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Figure 1. Study design
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* Eligible subjects were then mndomised 1:1 ta recaive MELT or
tablat for 3 weeks at bedtime, after which they crossedover to
roceive the allarnate formulation for ancther 3 wesks (Figure 1)

* Daily diary cards recording medicafion use and whether the
subject had experienced a dry or wel night the preceding right
wara complated

%

o Informalion on adverse evenls was oblained by the investigator
using non-laading questions al each visit

o Subjects wore asked which treaiment they preferred at the end
of 6 weeks' trealment

* Stetistical analyses were parformed using the infenbontofreal
(ITT) dataset. All statiskcal tests were 2-sided wilh a significance
level of 5%. Allowing for a 10% dropout rate, it was estimaled
that 200 subjects would yield BO% power to defect a tus
preference proportion o3 low as 61%

Results

» 221 subjects from 26 European centres in 5 countries were
randomised fo receive the MELT [n=111] or tablet [n=110)
formulation for 3 weeks before swilching ta the
clternate formulation

Tahble 1, Baseline demographics
{ITT population, n=218)

Varichle Mean (5D)
Age [years] 9.4(2.4
Haight {cm) 143 (16}
Weight {kg) 39.0(14.4)
BMI (kg/m?] 18.4(37]
Varichle E
Sex Male 71.6
Female 28.4
Age group 5-Byms 34.4
911 yrs 40.8
>12yrs 24.8

o & subjects [5.4%) initially receiving the MELT and 5 subjects
{4.5%) inifially receiving the tablet discontinued treaimant before

Compliance with medication
s Complignce wos numericolly grealer in those receiving
the MELT than in those receiving Ihe toblat (Figure 3)
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Figure 3. Non-compliance with
therapy (<80%, safety population)
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Preference

« Preference for the MELT was strongly oge-depandent (p=0.006),
with children <12 years showing a statislically significant
proforence for the lyophilisate (60.6%; 95% Cl: 52.6-68.2%,
p=0.0089) {Figure 4)
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Figure 4. Subjects’ preferred
formulation (ITT pepulation)
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the end of the 6-wesk treatment pericd. No disconknuations
wera due to adverse events

Efficacy

* For the ITT population, efficacy was similar between the two
formulations, as Hlustraled in Figure 2. The number of
bedwetting episodes/week {mean [SD]) was: MEIT 1.85 (1.89]
and fablat: 1.86 (1.83). The estmated dillsrence was -0.03
episadas/week [25% confidenca interval [CI]: -0.21-0.10]

Figure 2. Mean number of bedwetting
episodes/week (ITT population)
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Tolerability

* No serious or severs adverse ovenls were reparted.
Nasopharyngilis was the mast frequentty reported adverse
evenl, repoited by 4 subjects (1.8%) receiving the MELT and
2 subjects (0.9%] recaiving the tablat

Conclusions

# The new lowerdose desmopressin MELT
formulafion retains similar levels of efficacy and
tolerability as bicequivalent doses of the original
tablet farmulation

o The MELT formulation is associated with greater
compliance than the tablet formulation

o Preference for the MELT is strongly ogedependent
(p=0.006]

¢ In children (<12 years of oge) there is a stalistically
significant preference for the MELT formulation
compared with the tablet formulation (p=0.0089)

e The new convenient MELT formulotion facilitates the

\ec:dy treatment of PNE ,
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