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Anafranil 25 mg (108-06-24600-00)

Coated tablets

Anafranil SR 75 mg tablets (053-91-26407-00)

Film-coated tablets
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Adults:
Depression of varying origin.
Obsessive-compulsive syndromes.

Children and adolescents (5-18 years old):
Obsessive-compulsive syndromes.
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Black box warning naoin

Suicidality and Antidepressant Drugs

Antidepressants increased the risk compared to placebo of suicidal thinking and behavior (suicidality) in
children, adolescents, and young adults in short-term studies of major depressive disorder (MDD) and
other psychiatric disorders.

Anyone considering the use of clomipramine hydrochloride or any other antidepressant in a child,
adolescent, or young adult must balance this risk with the clinical need.

Short-term studies did not show an increase in the risk of suicidality with antidepressants compared to
placebo in adults beyond age 24; there was a reduction in risk with antidepressants compared to placebo
in adults aged 65 and older.

Depression and certain other psychiatric disorders are themselves associated with increases in the risk of
suicide. Patients of all ages who are started on antidepressant therapy should be monitored appropriately
and observed closely for clinical worsening, suicidality, or unusual changes in behavior. Families and
caregivers should be advised of the need for close observation and communication with the prescriber.
Clomipramine hydrochloride is not approved for use in pediatric patients except for patients with
obsessive compulsive disorder (OCD) (see Special warnings and precautions for use, Suicide/suicidal
thoughts or clinical worsening).
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Adults:

Depression of varying origin.
Obsessive-compulsive syndromes.

Children and adolescents (5-18 years old):

Obsessive-compulsive syndromes.
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4.2 Posology

Children aged 5 years and older and adolescents

Adolescents generally show a stronger response to Anafranil than patients of intermediate age groups. Anafranil
should be used with caution in adolescents and doses should be increased cautiously.

Obsessive-compulsive syndromes
No experience is available in children under 5 years.

The starting dose is 25 mg daily and should be gradually increased (also given in divided doses) during the first 2
weeks, as tolerated, up to a daily maximum of 3 mg/kg or 100 mg, whichever is smaller. Thereafter, the dosage may
be increased gradually over the next several weeks up to a daily maximum of 3 mg/kg or 200 mg, whichever is
smaller.

Depression of varying origin

In children and adolescents, there is not sufficient evidence of safety and efficacy of Anafranil in the treatment of
depressive states of varying aetiology and symptomatology. The use of Anafranil in children and adolescents (0-17
years of age) in this indication is therefore not recommended.

4.3 Contraindications

— Hypersensitivity to elemipramine-erany-ofthe-excipients-of-Anafraniloreross-sensitivity-tethe active substance,
other tricyclic antidepressants of the dibenzazepine group or any of the excipients listed in section 6.1.

— Antiarrhythmics such as quinidine and propafenone, which are potent CYP2D6 inhibitors, must not be
combined with tricyclic antidepressants.

——ClopiramineAnafrantt must not be given in combination-with— or within 2421 days before or after —treatment,
with a nen-selective-irreversible-ora-selective-irreversible MAO inhibitor (also see 4.5 Interactions).
Concemitantsection 4.5). The concomltant treatment with a—SE|ECtIVE reverS|bIe MAO A +nh+b|tennh|b|tors
such as moclobemide-e+-a g 3 3 3

4.5 Interactions)Use, is also contralndlcatedepaﬂentswtlﬁHeeent

— Recent myocardial infarction

— Cardiac arrhythmias

—  Congenital long QTc syndrome.
— Narrow-angle glaucoma

— Acute urinary retention
aliri

. .
—  passbsdeilons

— Severe hepatic disease

4.4 Special warnings and precautions for use
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Castor oil
Anafranil SR 75 mg film-coated tablets contain castor oil which may cause stomach upset and diarrhoea.

4.5 Interaction with other medicinal products and other forms of interaction

MAO inhibitors

If clomipramine should be administered after treatment with MAO inhibitors, a washout period of at least 21 days is
advised (there is a risk of severe symptoms such as hypertensive crisis, hyperpyrexia and those consistent with
serotonin syndrome, e.g. myoclonus, agitation seizures, delirium and coma). The same applies when giving a MAO
inhibitor after previous treatment with clomipramine. In both cases Anafranil or the MAO inhibitor should initially be
given in small, gradually increasing doses and its effects monitored until the patient has reached the optimal dosage
(see section 4.3).

4.8 Undesirable effects

Blood and lymphatic system disorders

Very rare Leukopenia, agranulocytosis, thrombocytopenia, eosinophilia

Immune system disorders

Very rare Anaphylactic and anaphylactoid reactions including hypotension

Endocrine disorders

Very rare Inappropriate antidiuretic hormone secretion (SIADH)

Metabolism and nutrition disorders

Very common Increased appetite, weight gain

Psychiatric disorders

Very common Restlessness, libido disorder, erectile dysfunction

Common Confusional state, disorientation, hallucinations (particularly in elderly patients and

patients with Parkinson's disease), anxiety, agitation, sleep disorder, mania,
hypomania, aggression, depersonalisation, aggravation of depression, insomnia,
nightmares, delirium, nervousness

Uncommon Activation of psychotic symptoms

Not known Suicidal thinking and behaviour (single cases of suicidal thinking and behaviour have
been reported during or shortly after treatment with clomipramine (also see section
4.4.)).

Nervous system disorders

Very common Fatigue, light-headedness, dizziness, tremor, headache, myoclonus,

Common Memory impairment, disturbance in attention, speech disorder, paraesthesia,
hypertonia, dysgeusia

Uncommon Convulsions, ataxia

Very rare EEG changes, neuroleptic malignant syndrome

Eye disorders

Very common Accommodation disorder, vision blurred

Common Mydriasis

Very rare Glaucoma

Ear and labyrinth disorders

Common Tinnitus

Cardiac disorders

Common Sinus tachycardia, palpitation

Uncommon Arrhythmias

Very rare Conduction disorder (e.g. widening of QRS complex, prolonged QT interval, PQ

changes, bundle-branch block, torsade de pointes, particularly in patients with
hypokalaemia)

Vascular disorders
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Common Hot flush, orthostatic hypotension

Very rare Hypotension

Respiratory, thoracic, and mediastinal disorders

Common Yawning

Very rare Alveolitis allergic (pneumonitis) with or without eosinophilia

Gastrointestinal disorders

Very common Dry mouth, constipation, nausea,

Common Vomiting, gastrointestinal disorder, diarrhoea, decreased appetite

Hepatobiliary disorders

Very rare Hepatitis with or without jaundice

Skin and subcutaneous tissue disorders

Very common Hyperhidrosis

Common Allergic dermatitis (skin rash, urticaria), photosensitivity reaction, pruritus

Very rare Alopecia, purpura

Musculoskeletal and connective tissue disorders

Common Muscular weakness, muscle hypertonia

Renal and urinary disorders

Very common Micturition disorder

Very rare Urinary retention

Reproductive system and breast disorders

Very common Erectile dysfunction

Common Galactorrhoea, breast enlargement

General disorders and administration site conditions

Very common Fatigue

Very rare Hyperpyrexia, oedema (local or generalised)

Investigations

Very common Weight increased

Common Clinically irrelevant ECG changes (e.g., ST and T changes) in patients of normal
cardiac status, transaminases increased

Uncommon Increased blood pressure

Very rare Conduction disorder (e.g., widening of QRS complex, prolonged QT interval, PQ
changes), electroencephalogram abnormal

XY 1

Black box warning naoin
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