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Each tablet of Minirin Melt 60 mcg contains
Desmopressin (as acetate) 60 mcg
Each tablet of Minirin Melt 120 mcg contains

Desmopressin (as acetate) 120 mcg
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e Hypersensitivity to the active substance or to any of the excipients 4.3
listed in section 6.1 Contraindica
e Known or suspected cardiac insufficiency and other conditions tions

requiring treatment with diuretic agents. Minirin Melt should only
be used in patients with normal blood pressure.

e Habitual or psychogenic polydipsia (resulting in a urine production
exceeding 40 ml/kg/24 hours)

e Desmopressin should not be prescribed to patients over the age of
65

e Moderate and severe renal insufficiency (creatinine clearance
below 50ml/min)

e Known hyponatremia

e Syndrome of inappropriate ADH secretion (SIADH)

Special warnings: 4.4 Special
warnings and
Care should be taken with patients who have reduced renal function and/or precautions
cardiovascular disease or cystic fibrosis. In chronic renal disease the for use

antidiuretic effect of Minirin Melt would be less than normal.

When Minirin Melt is used for the treatment of enuresis, the fluid intake must
be limited to a minimum from 1 hour before until the next morning (at least 8
hours) after administration.

Treatment without concomitant reduction in fluid intake can lead to water
retention and/or hyponatraemia with or without accompanying warning signs
and symptoms (headache, nausea/vomiting, weight gain and in serious cases
convulsions).

All patients and, when applicable, their guardians should be carefully
instructed to adhere to the fluid restrictions.

Precautions:
Severe bladder dysfunction and outlet obstruction should be considered
before starting treatment.

Elderly patients and patients with serum sodium levels in the lower
range of normal may have an increased risk of hyponatraemia.

Treatment with desmopressin should be interrupted during acute
intercurrent illnesses characterised by fluid and/or electrolyte
imbalance (such as systemic infections, fever, gastroenteritis).
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Desmopressin should be used with caution in patients with conditions
characterised by fluid and/or electrolyte imbalance.

Precautions must be taken in patients at risk for increased intracranial
pressure.

Precautions to avoid hyponatraemia including careful attention to fluid
restriction and more frequent monitoring of serum sodium must be taken
in case of concomitant treatment with drugs, which are known to induce
SIADH, e.g. tricyclic antidepressants, selective serotonin reuptake
inhibitors, chlorpromazine and carbamazepine, case of concomitant
treatment with NSAIDs.

Pharmacodynamic interactions 45
Substances, which are suspected to induce SIADH, eg. tricyclic Interaction
antidepressants, selective serotonine reuptake inhibitors, chlorpromazine with other
and carbamazepine, , as well as some antidiabetics of the sulfonylurea medicinal

products and
other forms
of interaction

group particularly chlorpropamide,may cause an additive antidiuretic
effect leading to an increased risk of water retention/hyponatraemia.

NSAIDs may induce fluid retention and/or hyponatraemia

The most serious adverse reaction with desmopressin is hyponatraemia, 4.8
which is associated with headache, nausea, vomiting, decreased serum Undesirable
sodium, weight increase, malaise, abdominal pain, muscle cramps, effects

dizziness, confusion, decreased consciousness and in severe cases
convulsions and coma.

The cause of the potential hyponatraemia is the anticipated antidiuretic
effect. The hyponatraemia is reversible and in children it is often seen to
occur in relation to changes in daily routines affecting fluid intake and/or
perspiration. In both adults and children special attention should be paid to

the precautions addressed in section 4.4,

Tabulated summary of adverse reactions

The table below is based on the frequency of adverse drug reactions
reported in clinical trials with oral desmopressin conducted in children and

adolescents for treatment of Primary Nocturnal Enuresis (PNE) (N = 1923).
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System Organ Class Common Uncommon Rare
(=1/100 to (= 1/1,000 to < (=1/10,000 to <
< 1/10) 1/100) 1/1,000)
Psychiatric disorders Affect lability Anxiety
) symptoms,
Aggression Nightmare, Mood
swings
Nervous system disorders Headache Somnolence
Vascular disorders Hypertension
Gastrointestinal disorders Abdominal pain,
Nausea,
Vomiting,
Diarrhoea,
Renal and urinary disorders Bladder and
urethral
symptoms
General disorders and Oedema Irritability
administration site peripheral,
conditions Fatigue

In case of hyponatraemia, the treatment of hyponatraemia should be
individualised (see section 4.9).

Caution should be taken when substances with increased risk of water
retention are taken concurrently with Minirn Melt, since the concurrent
use may increase the risk of hyponatraemia (see section 4.4).
Anaphylactic reactions, Psychomotor hyperactivity and some
Psychiatric reactions such as abnormal behaviour, emotional disorder,
depression, hallucination & insomnia, have not been seen in clinical
trials but spontaneous reports have been received.

In children, psychiatric disorders including affect lability, aggression,
anxiety, mood swings & nightmare are generally reversed upon
treatment discontinuation.

Isolated cases of allergic skin reactions and more severe general allergic
reactions have been reported.

Other special populations:

Elderly patients and patients with serum sodium levels in the lower
range of normal may have an increased risk of developing
hyponatraemia (see section 4.4).
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Distribution: 5.2

The distribution of desmopressin is best described by a two- Pharmaco-
compartment distribution model with a volume of distribution during L
the elimination phase of 0.3-0.5 L/kg. kmet'(_:
Biotransformation properties
The in-vivo metabolism of desmopressin has not been studied. In vitro
human liver microsome metabolism studies of desmopressin have
shown that no significant amount is metabolised in the liver by the
cytochrome P450 system. Thus human liver metabolism in vivo by the
cytochrome P450 system is unlikely to occur. The effect of
desmopressin on the pharmacokinetics of other drugs is likely to be
minimal due to its lack of inhibition of the cytochrome P450 drug
metabolizing system.

Elimination

The total clearance of desmopressin has been calculated to 7.6 L/hr. The
terminal half-live of desmopressin is estimated to 2.8 hours. In healthy
subjects the fraction excreted unchanged was 52 % (44 % - 60 %).

Linearity/non-linearity

There are no indications of non-linearities in any of the pharmacokinetic
parameters of desmopressin.

Characteristics in specific groups of patients

Renal impairment:

Depending on the degree of renal impairment the AUC and half-live
increased with the severity of the renal impairment. Desmopressin is
contraindicated in patients with moderate and severe renal impairment
(creatinine clearance below 50 ml/min).

Hepatic impairment:

No studies have been performed in this population.

It is unlikely that desmopressin will interact with drugs affecting hepatic
metabolism, since desmopressin has been shown not to undergo
significant liver metabolism in in vitro studies with human microsomes.
However, formal in vivo interaction studies have not been performed.
Children:

The population pharmacokinetics of Desmopressin tablets has been
studied in children with PNE and no significant difference from adults
were detected.
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