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Symptomatic treatment of advanced (unresectable, metastatic or relapsed) adrenal cortical carcinoma (ACC).
:7'Yo WniIn pTini 2310

MITOTANE 500 MG

.J272 D'NINN D' VXD 12 VTN Xam |‘7n'7w 0N'sa
.NXIN 172 NINION VORVL NP'NN .YIX] [NION MIYAYN '11'Y 7Y2 VOV IX VORPL NOOIN

:D'N2D D'9'WO0A IWYI X91NY [I7V2 DRIIDTYN

4.4 Special warnings and precautions for use

Risk of adrenal insufficiency: All patients with nonfunctional tumour and 75% of patients with functional tumour
show signs of adrenal insufficiency. Therefore, steroid replacement may be necessary in these patients. Since
mitotane increases plasma levels of steroid binding proteins, free cortisol and corticotropin (ACTH) determinations
are necessary for optimal dosing of steroid substitution (see section 4.8). Glucocorticoid insufficiency is more
frequent, but mineralocorticoid insufficiency may also be associated and the steroid substitution may need to be
adapted accordingly

Metabolism and nutrition disorders: Regardless of Lysodren dosage, triglycerides should be monitored regularly

especially in patients with or at risk of dyslipidemia (such as metabolic syndrome, alcohol abuse, high fat diet...).

Triglyceride-lowering therapy and discontinuation of Lysodren may be considered in case of severe
hypertriglyceridemia as it is a potential cause of acute pancreatitis

Premenopausal women: Non-malignant ovarian macrocysts, often bilateral and multiple, have been observed with
higher incidence in this population. The ovarian macrocysts may be symptomatic (e.g.. pelvic pain or discomfort,
vaginal bleeding or menstrual disorders) or asymptomatic.

4.6 Fertility, pregnancy and lactation

Pregnancy
Data, based on a limited number of exposed pregnancies, indicate abnormalities on the adrenals of the foetus after

exposure to mitotane. Mitotane has been detected in foetal cord blood. Pregnant women should be advised of a
potential risk to the foetus. Animal reproduction studies have not been conducted with mitotane. Animal studies
with similar substances have shown reproductive toxicity (see section 5.3). Lysodren is not recommended during
pregnancy and in women of childbearing potential not using contraception.




4.8 Undesirable effects

System Organ Class Very common [Common |[Not Known
Investigations- Corticosteroid binding globulin
increased

Thyroxin binding globulin
increased
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