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4.4  Special warnings and precautions for use

. In elderly patients with:
- increased susceptibility to orthostatic hypotension, sedation and extrapyramidal effects
- chronic constipation (risk of paralytic ileus)
- possible prostatic hyperplasia

[...]

Neuroleptic malignant syndrome

Neuroleptic malignant syndrome (NMS) is a potentially fatal syndrome associated with antipsychotic
drugs. In the event of unexplained hyperthermia, treatment must be suspended, as this hyperthermia may
be one of the features of the malignant syndrome described with neuroleptics (pallor, hyperthermia, muscle
rigidity, autonomic instability, altered consciousness, instability of heart rate and blood rate, tachycardia,
excessive sweating, and heart rhythm disorders). Signs such as elevated serum creatine phosphokinase
levels, myoglobinuria (rhabdomyolysis), and acute kidney injury may additionally occur.

If a patient shows signs or symptoms suggesting NMS, or unexplained hyperthermia not accompanied by
other signs of NMS, all antipsychotic drugs, including clotiapine, must be stopped immediately, and
appropriate supportive treatment together with close monitoring must be instituted.

[...]
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Seizures
Antipsychotics can lower the seizure threshold. The occurrence of seizures is dose-dependent. For this
reason, the recommended total daily dose of Entumin must not be exceeded.

Hyperglycaemia, metabolic syndrome

Rare cases of impaired glucose tolerance and/or the development or exacerbation of diabetes have been
reported on treatment with clotiapine. Regular monitoring is recommended in order to detect any blood
glucose abnormality in diabetic patients or those with risk factors increasing the risk of developing diabetes
(see section 4.8).

Deterioration in the metabolic situation associated with weight gain, elevated blood glucose and
dyslipidaemia has been observed on treatment with certain atypical antipsychotics. For this reason, regular
checks should be conducted, particularly in patients with pre-existing changes in these parameters.

[...]

Nervous system disorders
Sedation/drowsiness, confusional states, agitation and extrapyramidal symptoms are undesirable effects
reported with clotiapine.

Tardive dyskinesia has been observed chiefly after prolonged administration. In the event of the
appearance of signs and symptoms of tardive dyskinesia, a dose reduction or cessation of clotiapine
treatment should be considered. These symptoms may temporarily worsen or even newly occur after
cessation of the treatment.

Enhanced monitoring of clotiapine treatment is necessary in elderly patients with higher susceptibility to
sedation and extrapyramidal effects.

Orthostatic hypotension

Hypotension (orthostatic) may occur, mainly during the gradual treatment introduction period, and may
cause syncope in elderly people. A dose reduction should be considered if hypotension occurs. Blood
pressure must be checked regularly in patients aged 65 years and over.

Prolonged QT interval

As with other antipsychotics, caution is recommended in the prescribing of Entumin to patients with known
cardiovascular disease, a family history of prolonged QT interval, bradycardia or electrolyte imbalances
(hypokalaemia, hypomagnesaemia), as they can increase the risk of heart rhythm disturbances; this also
applies to the concomitant use of medicinal products known to prolong the QT interval (see section 4.5).

Concomitant use of neuroleptics
The concomitant use of neuroleptics (particularly those known to prolong the QTc interval) must be
avoided.

[...]

Anticholinergic effects

Entumin has anticholinergic action, which can lead to undesirable effects. Careful monitoring is required
if prostatic hyperplasia is present. Probably as a result of its anticholinergic properties, Entumin has been
linked to variable disturbances of intestinal transit, from constipation to paralytic ileus (see section 4.8).
Particular vigilance is necessary in patients concomitantly receiving medicinal products known to cause
constipation (in particular, medicinal products with anticholinergic properties such as certain
antipsychotics, certain antidepressants, and certain anti-Parkinson’s drugs) and in patients with a history of
colonic disease or lower abdominal surgery, which could risk aggravating the situation. Screening for and
active treatment of constipation are recommended.
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4.5 Interaction with other medicinal products and other forms of interaction

[...]

Antimuscarinic drugs

It must be borne in mind that antimuscarinic substances may have additive undesirable effects and more
readily cause urine retention, an acute attack of glaucoma, constipation, dry mouth, etc.

The various antimuscarinic drugs are represented by imipramine antidepressants, most antimuscarinic H1
antihistamines, anticholinergic anti-Parkinson’s drugs, antimuscarinic antispasmodics, disopyramide,
phenothiazine neuroleptics, and clozapine.

4.6 Fertility, pregnancy and lactation

Pregnancy

Animal studies have not revealed evidence of teratogenicity (see section 5.3). There are no clinical data
on use in pregnant women. Caution is required in the case of use during pregnancy.

Entumin should not be administered during pregnancy unless it is absolutely necessary.

4.8 Undesirable effects
[...]

Immune system disorders
Freqguency not known
Hypersensitivity

Endocrine disorders

Freqguency not known

Hyperprolactinaemia (and associated symptoms such as gynaecomastia, menstrual disorders,
amenorrhoea, anovulation, galactorrhoea, fertility problems, reduced libido, erectile dysfunction)

Metabolism and nutrition disorders

Frequency not known

Weight gain

Impaired glucose tolerance

Increase in blood glucose

Occurrence or exacerbation of diabetes (see section 4.4)
Dyslipidaemia

[...]

Nervous system disorders
Uncommon

Akathisia

Dyskinesia

Tardive dyskinesia
Dystonia

Frequency not known

Sedation or drowsiness

Parkinsonism

Seizures

Neuroleptic malignant syndrome (see section 4.4)
Hyperkinesia, EEG changes

[...]
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Cardiac disorders

Rare

Ventricular arrhythmias such as torsade de pointes, ventricular tachycardia, which can lead to ventricular
fibrillation or cardiac arrest

Frequency not known
Sudden cardiac death

Vascular disorders

Frequency not known

Cases of venous thromboembolism, including sometimes fatal pulmonary embolism, as well as deep vein
thrombosis, have been reported with antipsychotics.

Syncope

Gastrointestinal disorders
[...]

Frequency not known
Paralytic ileus

Pancreatitis
Gastroenteritis

Skin and subcutaneous tissue disorders
Frequency not known

Rash

Photosensitivity reaction

Sweating

Renal and urinary disorders
Frequency not known
Urine retention connected with the anticholinergic effect of clotiapine
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