BICAMIDE
BICALUTAMIDE
F.C. TABS 50mg/tab

Name of the medicinal product:Bicamide

Composition: Active substance: Bicalutamide.Excipients: Lactose monohydrate, Povidone K-

23. Sodium starch glveollaie, Magnesium stearate, Hypromellose, Titanium dioxide,

Propyvlene ghvcol.

Pharmaceutical form:Film coated tablets.

Content in active substance:Each tablet comains 30mg of Bicalutamide.

Description — Packaging:Box that contains 2 blisters of 14 tablets each.

Pharmacotherapeutic group:Hormone andagonists and related agents (Anti-androgens).

Marketing Authorization Holder :GENEPHARM SA.18" km., Marathon Avenue, 153 51

Pallini,Attica-Greece

Manufacturer:GENEPHARM SA 18" km.. Marathon Avenue,153 51 Pallini,Attica-Greece

WHAT YOU SHOULD KNOW ABOUT THE DRUG PRESCRIBED TO YOU BY

YOUR DOCTOR.

Indicalions:Trealment of advanced prostate cancer in combination with LHRH analogue
nerapy o osurgnea Vranen. _

Comramdlcatlons Blcamlde is contra-indicated in females and children.

Bicamide must not be given to any patient who has shown a hvpersensitivity reaction to

its use.

Co-administration of terfenadine, astemizole or cisapride with Bicamide is contra-

indicated.

Special warnings and precautions for use

General:Bicamide is extensively metabolised in the liver. Data suggests that its

elimination may be slower in subjects with severe hepatic impairment and this

could lead to increased accumulation of Bicamide. Therefore, Bicamide should

be used with caution in patients with moderate to severe hepatic impairment.

Fenodic by oy fumetion tesung showld-be sonsidercd-dueto the posstbrity of hepatic

changes. The majority of changes are expected to occur within the first 6 months of

Bicamide therapy. Severe hepatic changes have been observed rarely with

Bicamide.Bicamide therapy should be discontinued if changes are severe. Bicamide has

been shown 10 inhibit Cytochrome P450 (CYP 3A4), as such caution should be

exercised when co-administered with drugs metabolised predominantly by CYP 3A4.

Pregnancy and lactation:Bicamide is contra-indicated in females and must not be

given to pregnant women or nursing mothers.

Effect on the ability to drive and use machines:Bicamjde is unlikely to impair the

ability of patents o dntve or operate machinery. However. 1i should be noted that

occastonally somnolence may occur. Anv affected patients should exercise casiion.

Incompatibilities

None reported.

Drug interaction with other medicinal products and other forms of interaction

There is no evidence of anv pharmacodynamic or pharmacokinetic interactions between

Bicamide and LHRH analogues. Lo vitro studies have shown that R-bicalutamide is an

inhibitor of CYP 3A4, with lesser mhlbnoxy effects on CYP 2C9, 2C19 and 2D6

2elivity. —

Although clinical studies using antipyrine as a marker of cytochrome P450 (CYP)

activity showed no evidence of a drug interaction potential with Bicamide. inean

midazolam exposure (AUC) was increased by up 10 80%, after co-administration of

Bicamide for 28 days. For drugs with a narrow therapeutic index such an increase could

be of relevance. As such, concomitant use of terfenadine, astemizole and cisapride is

contra-indicated and caution shoulkd be exercised with the co-admmistration of Bicamide

with compounds such as cyclosponn and calcium channel blockers. Dosage reduction

may be required for these drugs particularly if there 15 evidence ot enhanced or adverse

drug effect. For cyclosporin. it is recommended that plasma concentrations and clinical

condition are closely monitored following initiation or cessation 0 of Bicamide therapy.

Caution should be exarcised™whei prescribing Bicamide with other drugs which may

inhibit drug oxidation ¢ g. cimetidime and ketoconazole. In theory, this could result in

increased plasma concentrations cf Bicamide which theoretically could lead 10 an

increase in side effects.

In vitro studies have shown that Bicamide can displace the coumarin anticoagulant.

warfann. from its protein binding sites. It is therefore recommended that if Bicamide is

started in patients who are already receiy ing coumarin anticoagulants, prothrombin rime

should be closely monitored.




Dosage and administration :Adult males including the elderiy: one 1ablet {50mg) once
a day. Treatment with Bicamide should be started at least 3 days before commencing
treatment with an LHRH analogue, or at the same time as surgical castration.

Children: Bicamide is contra-indicated 1o children.

Renal impainnent: no dosage adjustment is necessary for patients with renal impairment.
Hepatic impairment: no dosage adjustment is necessary for patients with mild hepatic
impainnent. Increased accumulation may occur in patients with moderate to severe
hepatie- impaimment-. - — . -

Overdosage :There is no human experience of overdosage. There is no specific
antidote: treatment should be symptomatic. Dialysis may not be helpfui. since Bicamide
15 highly protein bound and is not recovered unchanged in the urine. General supportive
care. including frequent monitenng of vital signs, is indicated.

Undesirable effects :Bicamide in general, has been well tolerated with few withdrawals
Jue to adverse events.

May be reduced by concomitant castration.

Hepatic changes are rarely severe and were frequently transient, resolving or improving
with continued therzpy or following cessation of therapy.

Hepatic failure has occurred very rarely in patients treated with Bicamide, but a causal
relationship has setbeen coablishedowiis certaintvPenielic Ly oo FaPeriom testmg
should be considered.

Rare cardiovascular effects such as angina. hean faiium conduction defects including
PR and QT interval prolongations, arthythmnias and non-spec:fic ECG changes have
been obsened.

Thromboecyiopenia has been reported rarely.

[n addition. the following adverse experiencas were reported 1n climcal trials (as
rossible ady er:e drug reactions in the opinion of investigating clinicians, with a

frequency of EST) o) during treatment with Bicamide plus an LHRH analogue. No causal
relationship of these experiences to drug treatment has been made and some of the

~ experiences reported are those that commonly oceur in elderly patients:
“Cardiovascular system - hean fajlure
Gastrointestinal system: anore drv
Cenrral nervous sysem: dizziness.
Respiratory sysem: & spno<
Urogenital: impe
Haematological: =
Skin and appendages: = 2 rzsh sweating, hirsutism.

Merabolic and nutritional: diabates mellitus, hyperglycaemia, oedema, weight gain,

mouth. dyspepsia. constipaucn.

Whole body: abdominal pain. chest pain. headache, pain. pelyic pain, chills.

Missed dose:Not applicable

Shelf- life:It is printed on the inner and outer package. 1f the dite has expired do not use the

medicine.

Storage:Store at temperature below 25°C. cut of the reach of children.

INFORMATION ON THE RATIONAL USE OF MEDICINES
< *m» was preccnbed 10 vou by our doctor enly fox vour \rmm
3 - a . t 10 other people fi

s wnsuhmo vour doctor.

. Ifany problem w medicine is experienced dunnz
tell vour doctor or r pharmacist immediately.

. If you have any queszons regarding the information concerming the

medicine you are tzkmgz or if you need to be better informed about your
medical problem. o not hesitate to request this informzuen from your
doctor or your pharmacist.

D In order for the drug that has been presciibed 1o vou ta be effective and
safe. it must be taken according to the instructions given 10 vou.

. For vour safety and good heallh s necessan to read “are‘ﬂl!\ am
information - o ciurg-thc at wIs ad mimstered 1o vou

. Do not keep medxcmes in bathroom Lablne(b because heal and

. Do not keep medlcmes lha( vou do not need any more or that have
already expired.

. For increased safety, keep all medicines in a safe place away from
children.

This medicine is given only under physician’s prescription.
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