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Cyproteron 10 IDM Tablets

Cyproterne Acetate 10 mg Tablet

Composition and excipients:
Each tablet contains 10 mg Cyproterone Acetate.

Exlelenls Lactose monohydrate, comn starch, povidone k25, magnesium stearate.

Properties

Prostatic carcinoma and its are in general androg: [¢ acetate exerts a direct
anti-androgen action on the tumour and its metastases. It also has progestogenic actvity, which exerts a negative feedback
effect on the hypothalamic receptors, so leading to a reduction in gonadotrophin release, and hence to diminished
production of testicular androgens.

Pharmacokinetic properties:

Following oral i acetate is absorbed over a wide dose range. Some drug is excreted
unchanged with bile fluid. Most of the dose is excreted in the form of metabolites at a urinary to biliary ratio of 3:7. The renal
and biliary excretion proceeds with a half-life of 1.9 days. Cyproterone acetate is almost exclusively bound to plasma
albumin. About 3.5 - 4 % of total druglevels are present unbound. Because protein binding is non-specific, changes in SHBG

IDM

Warnings and precautions:

«Liver: Direct hepatic toxicity, including jaundice, hepatitis and hepatic failure, has been observed in patients treated with

Cyproterone. At dosages of

100 mg and above cases with fatal outcome have also been reported. Most reported fatal cases were in men with advanced

prostatic cancer. Toxicity is dose-related and develops, usually, several months after treatment has begun. Liver function

tests should be performed pre-treatment, regularly during treatment and whenever any symptoms or signs suggestive of
oceur. If is confirmed, C should be withdrawn, unless the hepatotoxicity can be

explained by another cause, e.g. metastatic disease, in which case Cyproterone should be continued only if the perceived

benefit outweighs the risk.

In very rare cases benign and malignant liver tumours, which may lead to lif ing intra-abdominal

have been observed after the use of Cyproterone. If severe upper abdominal complaints, liver enlargement or signs of

intra-abdominal haemorrhage oceur, a liver tumourshould be considered in the differential diagnosis.

Tl events: The ic events has been reported in patients using Cyproterone.

Patients with previous arterial or venous lhmmbollc /thromboembolic events, with a history of cerebrovascular accidents or

with advanced malignancies are at increased risk of further thromboembolic events, and may be at risk of recurrence of the

disease during Cyproterone therapy.

In patients with a history of thiromboembolic processes or suffering from sickle-cell anaemia or severe diabetes with vascular

changes, the risk: benefit ratio must be considered carefully in each individual case before Cyproterone is prescribed;

(sex hormone binding globulin) levels do not affect the pharmacokinetics of cyproterone acetate. The absolute
of cyproterone acetate is almost complete (88 % of dose).

Indications:

Anti androgen for moderate and severe signs of androgenization in women. e.g.

« moderately severe hirsutism

« moderately severe androgenetic alopecia

« severe and moderately severe forms of acne and seborrhea

In moderately severe forms of acne and seborrhea on of tablets is indicated in cases
where the clinical picture i refractory to other treatments and no Satisfactory results have been achieved with cyproterone /
ethinylestradiol alone.

Posology and method of administration:

Pregnant women may not take cyproterone. Consequenty, pregnancy has to be excluded prior 1o the slart of therapy.

The of (multiple) has been reported in association with longer term use (years) of

cyproterone acetate at doses of 25 mg/day and above. If a patient treated with C: diagnosed with
treatment with Cyproterone must be stopped
«Chronic_depression: It has been found that some patients with severe chronic depression deteriorate whilst taking
Cyproterone therapy. Such patients should be closely monitored for signs of deterioration and warned to contact their doctor
immediately if their depression worsens.
+Shortness of breath; Shortness of breath may occur under high-dosed treatment with Cyproterone. This may be due to the

effect of and synthetic on breathing, which is accompanied by hypocapnia and
compensatory alkalosis, and which is not considered to require treatment.
+Adrenocortical function: During treatment, adrenocortical function should be checked regularly, as preclinical data suggest
a possible ion due to the corticoid-like effect of C; with high doses.
+Diabetes mellitus: Strict medical supervision is necessary if the patient suffers from diabetes as Cyproterone can influence

cyproterone 10 mg has to be used in combination with a suitable oestrogen or a suitable

combination (combined oral contraceptive pll) n order to enstire necessary contraceptive protection and to avoid iregular

bleeding.

This combination therapy shall be carried out as follows:

Both products have to be started on day 1 of the cycle (day 1 of menstruation).

One cyproterone 10 mg tablet has to be taken daily from day 1 to day 15 of the combination therapy. Additionally, from day

1 to day 21, a suitable oestrogen or a suitable progestogen-oestrogen combinations has to be taken (combined oral

contraceptive ‘pill).

Both products have to be started on day 1 of the cycle (day 1 of menstruation). Only women, who are amenorrhoeic, begin

immediately with the therapy prescribed by the doctor; in this case, day 1 of intake is considered as day 1 of menstruation

and further calculated according to the recommendations.

The first cyproterone 10 mg tablet is removed from the field of the calendar pack, which corresponds to the day of the week

on which the course is started. Then, one further tablet will be taken each day in direction of the arrow and end with the tablet

from the field marked 15", For a further 6 days, only the oestrogen or the progestogen-oestrogen combination (combined

oral contraceptive ‘pill), whichever is being used, wil be taken.

During the subsequent seven-day break, withdrawal bleeding will occur. Four weeks after having started taking the tablets,

i.e. on the same day of the week, the next combined treatment will be started, irespective of whether the bleeding has

already stopped o is still ongoing.

Since women may not become pregnant while receiving cyproterone 10 mg, they must properly adhere to the treatment

regimen.

Missed medication

If a dose of cyproterone-10 mg has been missed at its usual time, the combination treatment should be continued according

to schedule without taking the missed tablet (a double dose should not be taken to make up for the forgotten dose of

cyproterone 10 mg), The missed dose of cyproterone 10 mg can result n reduced effcacy and intermenstrual bleeding.

Ifthe oestrogen or the (combined oral “pil’), whichever is being used, has

been missed at its usual ime, they must be taken, at the latest within 12 hours following the usual time. The contraceptive

effect becomes questionable if more than 36 hours have elapsed since the previous administration. Nevertheless, the

combination therapy should be continued according to schedule without the missed coated tablet, in order to avoid

premature withdrawal bleeding. The advice and recommendations contained in the package leaflet and in the summary of

product characteristics (in particular with regard to the contraceptive effect in the event of missing doses) of the oestrogen

or the progestogen-oestrogen combination, whichever is being used, have to be followed.

Absence of the withdrawal bleed

If there i no bleed at the end of that particular cycle, pregnancy must be ruled out before tablet taking is resumed.

Length of use

The length of treatment depends upon the type, severity and the individual response to treatment of the virilisation signs.

Acne generally responds more qulckly to therapy than does hirsutism or alopecia.

Paediatric for use in male children and adolescents below 18 years of age due

t0°a lack of data on safety and efﬁcauy cyproterone must not be given before the conclusion of puberty.

Elderly: There are no data suggesting the need for a dosage adjustment in elderly patients.

Patients with hepatic impairment; The use of cyproterone is contraindicated in patients with liver diseases.

Renal impai The use of in patients with renal impairment has not been investigated. There are no data

suggesting the need for dosage adjustment in patients with renal impairment.

Contraindications:

Cyproterone must not be used in the following cases:

in the event of hypersensitivity to the active substance or to any of the excipients.

«in the event of liver diseases (including elimination disorders, such as Dubin-Johnson syndrome and Rotor syndrome),

«in the event of previous or existing liver tumours,

«in patients with wasting diseases

«in the event of known or suspected malignant diseases,

«in patients with meningiomas or meningiomas in their history,

«in the event of severe chronic depression,

«in the event of previous or existing thromboembolic events,

«in the event of severe Diabetes melitus with vascular changes,

«in the event of sickle-cell anaemia,

« during pregnancy,

« whilst breast-feeding,

«in the event of undiagnosed vaginal bleeding,

« in the event of idiopathic pregnancy o severe pruritus during preg or phigoi onis in the

medical history,

« cyproterone should not be given to patients before the conclusion of puberty or to those whose maturation is incomplete.

Moreover, the information has to be followed concerning contraindications and reasons for immediate discontinuation,

contained in the respective package leaflets and summary of product characteristics of the oestrogen or
trog (combined oral “pill), whichever is being used.

of should be examined in all diabetics before and regularly
during treatment because the requirement for oral antidiabetics or insulin can change.
+Anaemiahas been reported during long-term treatment. Therefore, the red blood cell count should be checked regularly
during treatment.
“This drug contains lactose. Patients with rare hereditary problems of galactose intolerance, the Lapp lactase deficiency or
glucose-galactosemal absorption should not take this medicine. Patients who are on a lactose-free diet should take this into
consideration
Drug interactions:
+Diabetes: At high therapeutic cyproterone doses of three times 100mg per day, it may inhibit CYP2C8. Thiazolidinediones
are substrates of CYP2CS8 (increased blood levels of these anti-diabetics may require dose adjustment).
+Since cyproterone is metabolised by CYP3A4, it is expected that ketoconazole, itraconazole, clotrimazole, ritonavir and
other strong inhibitors of CYP3A4 inhibit the metabolism of cyproterone. On the other hand, inducers of CYP3A4 such as
fifampicin, phenytoin and products containing St. John's wort may reduce the levels of cyproterone.
“The risk of statin-associated myopathy or thabdomyolysis may be increased when those HMG-CoA inhibitors which are
primarily by CYP3A4 are with high doses, since they share the same
metabolic pathway.
+Based on in vitro inhibition studies, an inhibition of the cytochrome P450 enzymes CYP2C8, 2C9, 2C19, 3A4 and 2D6 is
possible at high cyproterone doses of 100 mg three times per day.
Fertility, pregnancy and lactation:
Not applicable
Effects on ability to drive and use machines:
Fatigue and lassitude are common, patients should be wamed about this and if affected should not drive or operate
machinery
Undesirable effects:
+The most frequently observed reactions in patients receiving are d
reversible inhibition of spermatogenesis.
+The most serious reactions in patients receiving cyproterone are hepatic toxicity, benign and malignant liver tumours which
may lead to intra-abdominal and events.
+The following incidences were estimated from small number of clinical trials and spontaneous adverse reactions reports:
Very common: Decreased libido, erectile dysfunction, reduced sexual drive and inhibition of gonadal function. These
changes are reversible after discontinuation of therapy, Sperm count and the volume of ejaculate are reduced (Infertilty is
usual, and there may be azoospermia after 8 weeks. Follow-up examinations have shown these changes to be reversible,
spermatogenesis usually reverting to its previous state about 3-5 months after stopping cyproterone, or in some users, up to
20 months. That spermatogenesis can recover even after very long treatment is not yet known. There is evidence that
abnormal sperms which might give rise to malformed embryos are produced during treatment with cyproterone),
Common: Changes in bodyweight during long term treatment, Depressive moods and restlessness (temporary), Dyspnoea,
Direct hepatic toxicity (Toxicity is dose related and develops, usually, several months after treatment has begun),
Gynaecomastia (which usually regresses after withdrawal of the preparation), Hot flushes, sweating, fatigue and lassitude
Uncommon; Rash
Overdose:
There have been no reports of il-effects of overdosage, There are no specific antidotes and if treatment is required it should
be symptomatic.
Storage conditions: Store below 30° C.
Packaging: One PVC-Alu blister contains 15 tablets packed in a cardboard box.
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Cyproteron 50 IDM Tablets

Cyproterone Acetate 50 mg tablets

IDM

composition and excipients:

Each tablet contains 50 mg Cyproterone Acetate.

Excipients: Lactose monohydrate, corn starch, povidone k25, magnesium stearate.

Properties:

Prostatic carcinoma and its metastases are in general androgen-dependent. Cyproterone acetate
exerts a direct anti-androgen action on the tumour and its metastases. It also has progestogenic
activity, which exerts a negative feedback effect on the hypothalamic receptors, so leading to a
reduction in gonadotrophin release, and hence to diminished production of testicular androgens.
Pharmacokinetic properties:

Following oral administration, cyproterone acetate is completely absorbed over a wide dose range.
Some drug is excreted unchanged with bile fluid. Most of the dose is excreted in the form of
metabolites at a urinary to biliary ratio of 3:7. The renal and biliary excretion proceeds with a half-life
of 1.9 days. Cyproterone acetate is almost exclusively bound to plasma albumin. About 3.5 - 4 % of
total drug levels are present unbound. Because protein binding is non-specific, changes in SHBG
(sex hormone binding globulin) levels do not affect the pharmacokinetics of cyproterone acetate.
The absolute bioavailability of cyproterone acetate is almost complete (88 % of dose).
Indications:

Management of patients with prostatic cancer:

1.To suppress "flare"” with initial LHRH analogue therapy,

2.In long-term palliative treatment where LHRH analogues or surgery are contraindicated, not
tolerated, or where oral therapy is preferred.

3.In the treatment of hot flushes in patients under treatment with LHRH analogues or who have had
orchidectomy.

Posology and method of administration:

Adults: The maximum daily dose is 300 mg.

«For long-term palliative treatment where LHRH analogues or surgery are contraindicated, not
tolerated, or where oral therapy is preferred the dosage is 200-300 mg/day.

*Dosage for suppression of "flare" with initial LHRH analogue therapy:

Initially 100 mg twice daily alone for 5 - 7 days, followed by 100 mg twice daily (200 mg) for 3 — 4
weeks together with the LHRH analogue therapy in the dosage recommended.

For the above two indications the dosage should be divided into 2 - 3 doses per day and taken with
some liquid after meals.

«For the treatment of hot flushes in patients under treatment with LHRH analogues or who have had
orchidectomy a 50 mg starting dose, with upward titration if necessary within the range 50-150
mg/day, is recommended. The dosage should be divided into 1 - 3 doses per day and taken with
some liquid after meals.

Paediatric population: cyproterone is not recommended for use in male children and adolescents
below 18 years of age due to a lack of data on safety and efficacy. cyproterone must not be given
before the conclusion of puberty.

Elderly: There are no data suggesting the need for a dosage adjustment in elderly patients.
Patients with hepatic impairment: The use of cyproterone is contraindicated in patients with liver
diseases.

Renal impairment: The use of cyproterone in patients with renal impairment has not been
investigated. There are no data suggesting the need for dosage adjustment in patients with renal
impairment.

Contraindications:

Cyproterone must not be used in patients with:

*Meningioma or a history of meningioma.

«Liver diseases (including Dubin-Johnson syndrome and Rotor syndrome)

*Malignant tumours (except for carcinoma of the prostate)

*Previous or existing liver tumours (only if these are not due to metastases from carcinoma of the
prostate)

*Wasting diseases (with the exception of inoperable carcinoma of the prostate)

«Existing thromboembolic processes

*Hypersensitivity to the active substance or to any of the excipients.

Warnings and precautions:

«Liver: Direct hepatic toxicity, including jaundice, hepatitis and hepatic failure, has been observed in
patients treated with Cyproterone. At dosages of

100 mg and above cases with fatal outcome have also been reported. Most reported fatal cases
were in men with advanced prostatic cancer. Toxicity is dose-related and develops, usually, several
months after treatment has begun. Liver function tests should be performed pre-treatment,
regularly during treatment and whenever any symptoms or signs suggestive of hepatotoxicity
occur. If hepatotoxicity is confirmed, Cyproterone should be withdrawn, unless the hepatotoxicity
can be explained by another cause, e.g. metastatic disease, in which case Cyproterone should be
continued only if the perceived benefit outweighs the risk.

In very rare cases benign and malignant liver tumours, which may lead to life-threatening
intra-abdominal haemorrhage, have been observed after the use of Cyproterone. If severe upper
abdominal complaints, liver enlargement or signs of intra-abdominal haemorrhage occur, a liver
tumour should be considered in the differential diagnosis.

«Thromboembolic events: The occurrence of thromboembolic events has been reported in patients
using Cyproterone. Patients with previous arterial or venous thrombotic / thromboembolic events,
with a history of cerebrovascular accidents or with advanced malignancies are at increased risk of
further thromboembolic events, and may be at risk of recurrence of the disease during Cyproterone
therapy.

In patients with a history of thromboembolic processes or suffering from sickle-cell anaemia or
severe diabetes with vascular changes, the risk: benefit ratio must be considered carefully in each
individual case before Cyproterone is prescribed.

*Meningiomas: The occurrence of (multiple) meningiomas has been reported in association with
longer term use (years) of cyproterone acetate at doses of 25 mg/day and above. If a patient treated
with Cyproterone is diagnosed with meningioma, treatment with Cyproterone must be stopped.
«Chronic depression: It has been found that some patients with severe chronic depression
deteriorate whilst taking Cyproterone therapy. Such patients should be closely monitored for signs
of deterioration and warned to contact their doctor immediately if their depression worsens.
*Shortness of breath: Shortness of breath may occur under high-dosed treatment with Cyproterone.
This may be due to the stimulatory effect of progesterone and synthetic progestogens on breathing,
which is accompanied by hypocapnia and compensatory alkalosis, and which is not considered to
require treatment.

~Adrenocortical function: During treatment, adrenocortical function should be checked regularly, as
preclinical data suggest a possible suppression due to the corticoid-like effect of Cyproterone with
high doses.

Diabetes mellitus: Strict medical supervision is necessary if the patient suffers from diabetes as
Cyproterone can influence carbohydrate metabolism. Parameters of carbohydrate metabolism
should be examined in all diabetics before and regularly during treatment because the requirement
for oral antidiabetics or insulin can change.

+Anaemia has been reported during long-term treatment. Therefore, the red blood cell count should
be checked regularly during treatment.

*This drug contains lactose. Patients with rare hereditary problems of galactose intolerance, the
Lapp lactase deficiency or glucose-galactosemalabsorption should not take this medicine. Patients
who are on a lactose-free diet should take this into consideration.

Drug interactions:

<Diabetes: At high therapeutic cyproterone doses of three times 100mg per day, it may inhibit
CYP2C8. Thiazolidinediones are substrates of CYP2C8 (increased blood levels of these
anti-diabetics may require dose adjustment).

«Since cyproterone is metabolised by CYP3A4, it is expected that ketoconazole, itraconazole,
clotrimazole, ritonavir and other strong inhibitors of CYP3A4 inhibit the metabolism of cyproterone.
On the other hand, inducers of CYP3A4 such as rifampicin, phenytoin and products containing St.
John's wort may reduce the levels of cyproterone.

*The risk of statin-associated myopathy or rhabdomyolysis may be increased when those
HMG-CoA inhibitors which are primarily metabolised by CYP3A4 are co-administered with high
therapeutic cyproterone doses, since they share the same metabolic pathway.

«Based on in vitro inhibition studies, an inhibition of the cytochrome P450 enzymes CYP2C8, 2C9,
2C19, 3A4 and 2D6 is possible at high cyproterone doses of 100 mg three times per day.

Fertility, pregnancy and lactation:

Not applicable

Effects on ability to drive and use machines:

Fatigue and lassitude are common, patients should be warned about this and if affected should not
drive or operate machinery

Undesirable effects:

*The most frequently observed reactions in patients receiving cyproterone are decreased libido,
erectile dysfunction and reversible inhibition of spermatogenesis.

*The most serious reactions in patients receiving cyproterone are hepatic toxicity, benign and
malignant liver tumours which may lead to intra-abdominal haemorrhage and thromboembolic
events.

*The following incidences were estimated from small number of clinical trials and spontaneous
adverse reactions reports:

Very common: Decreased libido, erectile dysfunction, reduced sexual drive and inhibition of
gonadal function. These changes are reversible after discontinuation of therapy, Sperm count and
the volume of ejaculate are reduced (Infertility is usual, and there may be azoospermia after 8
weeks. Follow-up examinations have shown these changes to be reversible, spermatogenesis
usually reverting to its previous state about 3-5 months after stopping cyproterone, or in some
users, up to 20 months. That spermatogenesis can recover even after very long treatment is not yet
known. There is evidence that abnormal sperms which might give rise to malformed embryos are
produced during treatment with cyproterone),

Common: Changes in bodyweight during long term treatment, Depressive moods and restlessness
(temporary), Dyspnoea, Direct hepatic toxicity (Toxicity is dose related and develops, usually,
several months after treatment has begun), Gynaecomastia (which usually regresses after
withdrawal of the preparation), Hot flushes, sweating, fatigue and lassitude

Uncommon; Rash.

Overdose:

There have been no reports of ill-effects of overdosage, There are no specific antidotes and if
treatment is required it should be symptomatic.

Storage conditions: Store below 30° C.

Packaging: Two PVC-Alu blisters each contains 10 tablets packed in a cardboard box.
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- Do not repeat the same prescription without consulting your doctor.
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