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Diagnostic test for ACTH insufficiency and in the differential diagnostic of ACTH dependent Cushing’s
syndrome.

For the management of patients with endogenous Cushing’s syndrome.
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4.4 Special warnings and precautions for use

Patients with ectepie-severe Cushing’s syndrome

Severe Cushing’s syndrome is known to increase the Patients-with-ectopie-Cushing’s-syndrome-are-atrisk forof
opportunistic infections such as Pneumocystis jirovecii pneumonia_due to immunosuppression and anti-inflammatory
effect of hypercortisolism-during Metopirone-treatment. Generally, infection must be anticipated in such patients and
careful management and aAppropriate prophylactic treatment may-be-consideredis recommended in this population.

Hypokalaemia
Hypokalaemia can occur in patients with Cushing’s syndrome and during {Invented Name! treatment. Potassium levels

should be checked before therapy start and monitored periodically during therapy.
Any hypokalaemia prior to {Invented Name! administration and/or during therapy should be corrected.
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OTc prolongation

In a clinical study performed in patients with Cushing’s syndrome treated with metyrapone (PROMPT, prospective single-

arm, open-label study, 50 patients included in safety data set), three patients had an asymptomatic increase in QTcF

interval above 60 ms. No patient had an increase of QTcF interval above 480 ms.

Metyrapone should be used with caution in patients with relevant pre-existing cardiac diseases and/or electrolyte

disturbances. If signs of cardiac arrhythmia occur during treatment with {Invented Name}, monitoring of ECG and

electrolytes are recommended.

4.6 Fertility, pregnancy and lactation

Pregnancy

Transplacental passage of metyrapone has been shown in animals and humans. Therefore, if Metopirone is required

during the pregnancy, cortisol and electrolytes levels in neonate should be monitored at birth and the week after or until

resolution, to monitor for the potential risk of adrenal insufficiency (rare cases of transient low cortisol have been

reported in neonates exposed in utero). Glucocorticoid replacement may be needed.

4.8 Undesirable effects

System Organ Class | Frequency SOC / Preferred Term
Very common Common Not known
1/10) (>1/100, <1/10)
Blood and Leukopenia,
lymphatic system anaemia,
disorders thrombocytopenia
Endocrine disorders | Adrenal
insufficiency*
Metabolism and Decreased appetite* | Hypokalaemia
nutrition disorders
Nervous system Headache* Sedation
disorders Dizziness*
Vascular disorders | Hypertension Hypotension*
Gastroinstinal Nausea™ Vomiting*
disorders Abdominal pain*
Diarrhoea
Hepatobiliary Hepatic enzymes
disorders increased
Skin and Hypersensitivity Hirsutism** Alopecia
subcutaneous tissue | reactions including | Acne
disorders rash, pruritus and
urticaria
Musculoskeletal and | Arthralgia Myalgia
connective tissue
disorders
Infections and Pneumocystis
Infestations jirovecii pneumonia

General disorders
and administration
site conditions

Asthenic conditions
Peripheral oedema
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