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Each tablet of Minirin tablets 0.1 mg contains 0.1 mg of desmopressin acetate.

Each tablet of Minirin tablets 0.2 mg contains 0.2 mg of desmopressin acetate.

Central Diabetes Insipidus, Nocturnal Enuresis (in patients from 5 years of age
with normal ability to concentrate the urine) and for symptomatic treatment of
nocturia in adults associated with nocturnal polyuria, i.e. nocturnal urine

production exceeding bladder capacity.
The treatment must be started before the age of 65.
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Patients over the age of 65 for the treatment of primary
nocturnal enuresis.

- Patients over the age of 65 for the treatment of

nocturia.

Before prescribing Minirin tablets the diagnosis of psychogenic

polydipsia and alcohol abuse should be excluded.

4.4 Contraindications

Special warnings:

When used for primary nocturnal enuresis and nocturia indications, 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 of fluid intake may lead to water retention and/or
hyponatraemia with or without accompanying warning signs and
symptoms (headache, nausea/vomiting, weight gain, and, in severe
cases, convulsions). All patients and, when applicable, their guardians
should be carefully instructed to adhere to the fluid restrictions.

This product contains lactose monohydrate. Patients with rare hereditary
problems of galactose intolerance, the Lapp lactose deficiency or glucose-
galactose malabsorption should not take this medicine.

Use of the product should be under specialist supervision with appropriate
facilities available for monitoring and interpretation of response.

All patients on desmopressin therapy should be observed for the signs of
symptoms associated with hyponatraemia (headache, nausea/vomiting,
weight increased and, in severe cases, convulsions).

Care should be taken with patients who have reduced renal function (see
section 4.2) and/or cardiovascular disease or cystic fibrosis (see section
4.3).

Patients being treated for primary nocturnal enuresis or nocturia should
discontinue Minirin Tablets during an episode of vomiting and/or diarrhoea
until their fluid balance is once again normal.

Precautions

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

- Older patients and patients with low serum sodium levels may have an
increased risk of hyponatraemia therefore Minirin Tablets are
contraindicated in patients being treated for primary nocturnal enuresis
and nocturia.

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

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

- Desmopressin should be used with caution in patients with conditions
characterized by fluid and/or electrolyte imbalance.

- 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

4.4 Special warnings
and precautions for
use
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SIADH, e.g. tricyclic antidepressants, selective serotonine reuptake
inhibitors, chlorpromazine and carbamazepine, case of concomitant
treatment with NSAIDs

Substances, which are known to induce SIADH, e.g. tricyclic 4.5 Interaction with
antidepressants, selective serotonine reuptake inhibitors, chlorpromazine | other medicinal
and carbamazepine, as well as some antidiabetics of the sulfonylurea products and other

group particularly Chlorpropamide, may cause an additive antidiuretic
effect leading to an increased risk of water retention/hyponatraemia (see
section 4.4).

forms of interaction

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. The
concomitant use of food decreases the rate and extent of absorption of
Nordurine tablets by 40%. No significant effect was observed with respect
to pharmacodynamics (urine production or osmolality).

Summary of the safety profile 4.8 Undesirable
The most serious adverse reaction with desmopressin is Effects
hyponatraemia, which may cause headache, nausea, vomiting, ,
weight increase, malaise, memory impairment, vertigo, falls, dizziness,
confusion, and in severe cases convulsions and coma.

The majority of adults treated for nocturia who develop hyponatraemia
have developed low serum sodium after three days of dosing. In
adults the risk of hyponatraemia increases with increasing dose of
desmopressin and the risk has been found to be more prominent in
women.

In adults the most commonly reported adverse reaction during
treatment was headache (12%). Other common adverse reactions
were hyponatraemia (6%), dizziness (3%), hypertension (2%), and
gastrointestinal disorders (nausea (4%), vomiting (1%), abdominal
pain (3%), diarrhoea (2%) and constipation (1%)). Less common is an
influence of the sleep pattern/consciousness level presenting itself as
e.g. insomnia (0.96%), somnolence (0.4%) or asthenia (0.06%).
Anaphylactic reactions have not been seen in clinical trials but
spontaneous reports have been received.

In children the most commonly reported adverse reaction during
treatment was headache (1%), less common were psychiatric
disorders (affect lability (0.1%), aggression (0.1%), anxiety (0.05%),
mood swings (0.05%), nightmare (0.05%)) which generally abated
after treatment discontinuation and gastrointestinal disorders
(abdominal pain (0.65%), nausea (0.35%), vomiting (0.2%) and
diarrhoea (0.15%)). Anaphylactic reactions have not been seen in
clinical trials but spontaneous reports have been received.

Tabulated summary of adverse reactions

Adults

Based on the frequency of adverse drug reactions reported in clinical
trials with oral desmopressin conducted in adults for treatment of
Nocturia (N=1557) combined with the post marketing experience for
all adult indications (incl Central Diabetes Insipidus). Reactions only
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seen in post marketing have been added in the ‘Not known’-frequency

column.
MedDRA Very Common Uncommon Rare Not known
Organ Class common (1-10%) (0.1-1%) (0.1-0.01%)
(>10%)
Immune system Anaphylactic
disorders reaction
Metabolism and Hyponatraemia* Dehydration**,
nutrition Hypernatraemia**
disorders
Psychiatric Insomnia Confusional
disorders state*
Nervous system | Headache* | Dizziness* Somnolence, Convulsions*,
disorders paraesthesia Asthenia**, Coma*
Eye disorders Visual
impairment
Ear and Vertigo*
labyrinth
disorders
Cardiac Palpitations
disorders
Vascular Hypertension Orthostatic
disorders hypotension
Respiratory, Dyspnoea
thoracic and
mediastinal
disorders
Gastrointestinal Nausea* Dyspepsia,
disorders Abdominal pain* Flatulence,
Diarrhoea bloating and
Constipation, distension
Vomiting*
Skin and Sweating, Dermatitis
subcutaneous Pruritus, Rash, allergic
tissue disorders Urticaria
Renal and Bladder and
urinary urethral
disorders symptoms
General Oedema Malaise*, Chest
disorders and Fatigue pain, Influeza

administration like illness

site conditions

Investigations Weight
increased*,
Hepatic enzyme
increased,

Hypokalaemia
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* Hyponatraemia may cause headache, abdominal pain, nausea, vomiting, weight increase,
dizziness, confusion, malaise, memory impairment, vertigo, falls and in severe cases
convulsions and coma

** Only seen in the CDI indication

Children and Adolescents:

Based on the frequency of adverse drug reactions reported in clinical trials conducted in children
and adolescents with oral desmopressin for treatment of Primary Nocturnal Enuresis (N = 1923).
Reactions only seen in post marketing have been added in the ‘Not known’-frequency column.

MedDRA Very Common Uncommon Rare Not known
commo
Organ Class n (1-10%) (0.1-1%) (0.1-0.01%)
(>10%)

Immune system Anaphylactic

disorders reaction

Metabolism and Hyponatraemia*

nutrition

disorders

Psychiatric Affect lability**, Anxiety Abnormal

disorders Aggression*** symptoms, )

Nightmare*++*, behaviour,
Mood swings™** | Emotional

disorder,
Depression,
Hallucination,
Insomnia

Nervous system Headache* Somnolence, Disturbance in

disorders attention,
Psychomotor
hyperactivity,
Convulsions*

Vascular Hypertension

disorders

Respiratory,
thoracic and
mediastinal
disorders

Epistaxis
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Gastrointestinal Abdominal pain*
disorders Nausea*
Diarrhoea
Vomiting*
Skin and Dermatitis
subcutaneous allergic, Rash,
tissue disorders Sweating,
Urticaria
Renal and Bladder and
urinary urethral
disorders symptoms
General Oedema Irritability
disorders and peripheral
administration Fatigue
site conditions

* Hyponatraemia may cause headache, abdominal pain, nausea, vomiting, weight increase,

dizziness, confusion, malaise, memory impairment, vertigo, falls and in severe cases
convulsions and coma

** Post marketing reported equally in children and adolescents (<18 years)
*** Post marketing almost exclusively reported in children and adolescents (<18 years)

****Post marketing reported primarily in children (<12 years)
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