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Cyproterone Acetate 10mg

10TV 'WONN 7w XY (vl X9N7 [ynw DDYrTING D'WURan X

'WON7 NMYINKAN NYINNN

Anti androgen for moderate and severe signs of androgenization in the women.
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Special warnings and precautions for use

General

Before starting therapy, athorough general (along with examining the urine for
sugar) gynaecological examination (including an examination of the breasts and
a cytological cervical smear) must be conducted for the differential diagnosis of
androgenisation signs and to detect risk conditions. Pregnancy has to be ruled
out due to the risk of feminising male foetuses.

Treatment has to be in combination with a suitable oestrogen or a suitable
progestogen-oestrogen combination (oral contraceptive ‘pill’), which supports the
therapeutic effectof Androcur 10 mg in order to ensure necessary contraceptive
protection and a good cycle control. Although cyproterone acetate also has a
contraceptive effect in combination with an oestrogen or a suitable cyproterone
acetate-oestrogen combination contraceptive, it should not be used exclusively
for contraception but only used in women who have to be treated for their
androgen-dependent skin disorders (see section4.1). Women who are being
treated with CPA in combination with an oestrogen and/or with a suitable
oestrogen-progestogen combination, should not take any additional oral
contraceptive during this treatment. Regular intake has to be observed in order to
achieve contraceptive protection. All of the instructions have to be observed,
which pertain to the oestrogen or progestin-oestrogen combination used.

Absence of the withdrawal bleed

The absence of awithdrawal bleed during the seven-day break may be an
indication of pregnancy. Therefore, in such a case, combination treatment may
only be resumed when pregnancy has been ruled out with certainty.
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Liver

The liver function should be monitored regularly during treatment. Liver function
should be checked prior to the start of treatment, at regular intervals during
treatment, as well as whenever symptoms or signs suggest hepatotoxicity. If the
suspicion of hepatotoxicity has been confirmed, Androcur should be
discontinued. Benign and malignant liver tumours, which may lead to life-
threatening intra-abdominal haemorrhage, have been observed as a result of
using Androcur. A liver tumour should be considered in the differential diagnosis
when severe upper abdominal complaints, liver enlargement or signs of intra-
abdominal haemorrhage occur.

Meningioma

The occurrence of meningiomas (single and multiple) has been reported in
connection with the use of cyproterone acetate mainly at doses of 25 mg per day
and over. The risk of meningioma increases with increasing cumulative doses of
cyproterone acetate (see section 5.1). High cumulative doses can be attained by
long-term use (several years) or in cases of shorter duration with high daily
doses.

Patients should be monitored for meningioma in accordance with clinical practice.
If a patient treated with Androcur 10 mg tablets is diagnosed with meningioma,
treatment with Androcur 10 mgq tablets and other medicinal products containing
cyproterone acetate must be discontinued permanently (see section
"Contraindications”).

There is some evidence to indicate that the risk for meningioma may reduce
following cessation of treatment with cyproterone acetate.

Carbohydrate metabolism

Increased blood-sugar levels have been observed in diabetics treated with
Androcur. Carbohydrate metabolism should, therefore, be monitored carefully in
women with Diabetes mellitus before and regularly during treatment with
Androcur since the required dose of oral antidiabetic drugs or insulin can change.
(see section 4.3.).

Combination therapy: Procedure in the event of intermenstrual bleeding

Treatment should not be interrupted in the event of bleeding during the week
cycle. Spotting often subsides by itself. In the event of heavy or recurrent minor
bleeding, a gynaecological examination is required to exclude organic disease.
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Adrenocortical function: During treatment adrenocortical function should be
checked regularly, as preclinical data suggest a possible suppression due to the
corticoid-like effect of Androcur with high doses (see section 5.3).

Patients with the rare hereditary galactose intolerance, lactase deficiency or
glucose-galactose malabsorption should not take Androcur 10 mg.

4.8 Undesirable effects

The most commonly reported adverse drug reactions, (ADRs) in patients taking
Androcur 10 mg are intermenstrual bleeding, weight gain and depression.

The most serious adverse drug reactions involved benign and malignant liver
tumours, which may cause intra-abdominal haemorrhage.

The following table lists the adverse drug reactions, which have been reported in
connection with Androcur 10 mg. They are based on post-marketing data and
experience gained with Androcur, for which frequency cannot be estimated.

The best suited MedDRA terminology was used to describe any certain reaction,

and its synonyms and associated diseases.

Malignant and
Unspecified (incl. cysts
and polyps)

System Organ Class Rare Frequency not known
MedDRA (cannot be estimated from the available data)
Neoplasms Benign, Meningioma Benign and malignant liver tumours*

Immune system
disorders

Hypersensitivity reactions

Metabolism and nutrition
disorders

Weight gain
Weight loss
Rise in blood sugar in diabetics

Hepatobiliary disorders

Abnormal hepatic function
Jaundice*
Hepatitis*

Psychiatric disorders

Depression
Decrease in libido

Increase in libido
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Gastrointestinal disorders Intra-abdominal haemorrhage

Skin and subcutaneous Skin reactions
tissue disorders

Reproductive system and Pain, breast tenderness or breast enlargement,
breast disorders in particular at the start of treatment

Irregular or absent menstrual bleeding

Spotting*

*

For more information see section 4.4.

The occurrence of meningiomas (single and multiple) has been reported in
connection with the use of cyproterone acetate (see section 4.4).

Stomach complaints and nausea have been commonly reported in
connection with medicinal products, which contain cyproterone acetate
as their active ingredient.

Furthermore, due to the concomitant administration of a suitable
oestrogen or a suitable progestogen-oestrogen combination (oral
contraceptive, ‘pill’), the information, contained in the section,
Undesirable effects, of the pertinent summary of product characteristics
and package leaflet, has to be additionally observed.

Although cyproterone acetate also has a contraceptive effect in
combination with an oestrogen or a suitable cyproterone acetate-
oestrogen combination contraceptive, it should not be used exclusively
for contraception but only used in women who have to be treated for
their androgen-dependent skin disorders (see section 4.1). Women who
are being treated with CPA in combination with an oestrogen and/or with
a suitable oestrogen-progestogen combination, should not take any
additional oral contraceptive during this treatment. Regular intake has to
be observed in order to achieve contraceptive protection.

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product
is important. It allows continued monitoring of the benefit/risk balance of the
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medicinal product. Any suspected adverse events should be reported to the

Ministry of Health according to the National Requlation by using an online form:

/https://sideeffects.health.gov.il

Pharmacodynamic properties

Pharmacotherapeutic group: Anti-androgen, pure

ATC Code: GO3 HA

The anti-androgen properties of CPA, the active ingredient of Androcur 10 mg,
permits specific therapy of androgenisationin women. Pathological, androgen-
dependent conditions such as hirsutism, androgenetic alopecia and increased
sebaceous-gland function, seenin acne and seborrhoea, are favourably
influenced by competitive inhibition of androgens at the target organs. Remission
occurs independently of whether increased androgen values or increased
peripheral sensitivity cause the disorder. The reduction of the androgen
concentration, which results from the antigonadotropic property of cyproterone
acetate, has an additional therapeutic effect.

CPA, which is also a potent progestogen, would result in reduced cycle control
should it be administered continuously as a single drug. This can be diminished
or avoided by combining it with an oestrogen or a suited progestogen-oestrogen

product (oral contraceptive).

Meningioma

Based on a French epidemiological cohort study, a cumulative dose-dependent

relationship was observed between cyproterone acetate and meningiomas. This

study was based on data from the French health insurance (CNAM) and included

a population of 253,777 women, who were taking tablets of 50-100 mg

cyproterone acetate. The incidence of meningioma treated by surgery or radiation

therapy was compared between women exposed to high-dose cyproterone

acetate (cumulative dose > 3 g) and women with only low exposure to

cyproterone acetate (cumulative dose <3 g). A correlation was revealed between

the cumulative dose and occurrence.

Cumulative dose of
cyproterone acetate

Incidence rate (in patient

HRadi (95% CI)2

years)

Mild exposure (<3 g) 4.5/100,000 Ref.

Exposure upto>3g 23.8/100.000 6.6[4.0-11.1]
12t0 36 g 26/100.,000 6.4[3.6-11.5]
36t0609g 54.4/100.,000 11.3[5.8-22.2]

more than 60 g

129.1/100,000

21.7[10.8-43.5]

*Adjusted accordingto age as a time-dependentvariable and oestrogen at start of application
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A cumulative dose of, for example, 12 g may correspond to one year of
treatment with 50 ma/day for 20 days per month.
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