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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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4.3 Contraindications

* Manifest primary adrenocortical insufficiency

+—Pregnaney

4.4 Special warnings and precautions for use
Diagnostic applications
The metyrapone diagnostic test should be restricted to hospital.

Therapeutic use
Supervision
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The product should only be used under the supervision of specialists having available the

appropriate facilities for monitoring of clinical and biochemical responses. Treatment
with Metopirone leads to rapid decrease in circulating levels of cortisol and potentially to
hypocortisolism/hypoadrenalism. It is therefore necessary to monitor and instruct patients on the signs and symptoms
associated with hypocortisolism (e.g. weakness, fatigue, anorexia, nausea, vomiting, hypotension, hyperkalaemia,
hyponatraemia, hypoglycaemia). In the event of documented hypocortisolism, temporary exogenous steroid
(glucocorticoid) replacement therapy and/or dose reduction or interruption of Metopirone therapy may be necessary.

Assay methods

A reliable assay without cross-reactivity with steroids precursors, such as a specific immuno-assay or a liquid
chromatography-mass spectrometry (LC-MS/MS) method, to measure plasma/serum and urine cortisol levels is
recommended to allow accurate metyrapone dose adjustment.

Excipients
The presence of the excipients sodium ethyl parahydroxybenzoate and sodium propyl parahydroxybenzoate can cause
allergic reactions, which might be delayed.

4.5 Interaction with other medicinal products and other forms of interaction

The interaction potential of metyrapone is partly unknown and therefore caution is advised when initiating and
discontinuing treatment with other medicinal products. If changes to the effect and/or safety profile of metyrapone or
the concomitant drug are seen, suitable action should be taken.

4.6 Fertility, pregnancy and lactation

Pregnancy
There are no or a limited amount of data from the use of metyrapone in pregnant women. Animal studies are

insufficient with respect to reproductive toxicity (see section 5.3). Metopirone is not recommended during
pregnancy when used as a diagnostic test or for the management of endogenous Cushing’s syndrome unless
clearly necessary (in this case, blood pressure should be monitored and hypertension managed appropriately) and in

women of childbearing potentlal not using contraception. Hnless-the-petential benefitoutweighs-theriskto-the foetus

Fertility
The effect of metyrapone on human fertility has not been investigated in clinical studies. In animals, metyrapone has
been shown to cause adverse effects on spermatogenesis and ovarian follicular development; however no formal fertility

studies have been conducted (see section 5.3). Ne-data-are-available from-animal reproductionstudies:

4.8 Undesirable effects

Endocrine disorders
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