Cabergamoun

Cabergoline 0.5 mg Tablets

1. Name of the medicinal product
Cabergamoun®
2. Qualitative and quantitative composition
Each tablet contains 0.5 mg cabergoline.

[ nown effec
Each tablet contains 83 mg of lactose.
For the full lst of excipients, see section 6.1
3. Pharmaceutical form
Tablel

! particulars
41 Therapeutic indications
Inhibition’suppression of physiologicallactation
Cabergoline is indicated for the inhibition of physiological lactation soon after delivery and for suppression of already
established lactation:
1. Afler parturition, when the mother elects not to breast feed the infant o when breast feeding is contraindicated due to
medicalreasons related to the mother or the new-born.
2. Afer silbirth or abortion.
Cabergoline prevents/suppresses physiological lactation by infibiting prolactin secretion. In controlled clinical trials, cabergoline
given as a single 1 mg administration during the first day post-partum, was effective in inhibiting milk secretion, as well as
breast engorgement and pain in 70 - 90% of the women. Less than 5% of women experienced rebound breast
symptomatology during the third post-partum week (which was usually mild in severity).
Suppression of milk secretion and relif of breast engorgement and pain are obtained in approximately 83¢% of nursing women
treated with a total dose of 1 mg cabergoline given in four divided doses over two days. Rebound breast symptomatology after
day 10 is uncommon (approximately 2% of cases).
Trealment of hyperprolactinaemic disorders
Cabergoline is indicated for the treatment of dysfunctions associated with hyperprolactinaemia, including amenorrhoea,
oligomenorrhoea, anovulation and galactorrhoea. Cabergoline s indicated in paients with prolactin-secreting pitutary
adenomas (micro- an idiopathic or empty sella’syndrome with associated
hyperprolactinaemia, which represent the basic underling pathologies contributing to the above clinical manifestations. On
chronic therapy, cabergoline at doses ranging between 1 and 2 mg per week, was effective in normalising serum prolactin evels
in approximately 84% of hyperprolactinacmic. patients. Regular cycles were resumed in 83% of previously amennorhocic
women. Restoration of ovulation was documented in 89% of women with progesterone levels monitored during the luteal
phase. Galactorrhoea disappeared in 90% of cases showing this symptom before therapy. Reduction in tumour size was
obtained in 50 - 90% of female and male patients with micro- or macroprolactinoma
42 Posology and method of administration
Cabergolineis to be administered by the oral route. Since i clinical studies cabergoline has been mainly administered with food
and since the tolerabilty of this class of compounds is improved with food, it s recommended that cabergoline be preferably
taken with meals for allthe therapeutic indications.
Inhibition‘suppression of physiological lactation
For i o caon caegon shal be sinior deng e st dy post.patum. e ecommendod therspatc
doseis 1 mg (two 0.5 mg tablets) given as a single dose. For suppression of established lactation the recommended therapeutic
dosage regimen is 0.25 mg (one-half 0.5 mg tablet) every 12 hours for two days (1 mg total dose). This dosage regimen has
been demonstraled to be belter tolerated than the single dose regimen in women electing lo suppress lactation having a lower
incidence of adverse events, in particular of hypotensive symptoms
Trealment of hyperprolactinaemic disorders
The recommended iniial dosage of cabergoline is 0.5 mg per week given in one or two (one-half of one 05 mg tablet) doses
eg. on Monday and Thursday) per week The weekly dose should be increased gradually, preferably by adding 05 mg per
week al monthly intervals until an optimal therapeulic response is achieved. The therapeutic dosage is usually 1 mg per week
and ranges from 025 mg to 2 mg per week Doses of cabergoline up to 45 mg per week have been used in
hyperprolactinaemic patients.
The maximum dose should not exceed 3mg per day.
The weekly dose may be given as a single administration or divided into two or more doses per week according to patient
tolerabily. Division of the weekly dose into multple administrations is advised when doses higher than 1 mg per week are to
be given since the tolerabilty of doses greater than 1 mg taken as a single weekly dose has been evaluated only in a few
palients, Paliens should be evaluated during dose escalaion lo determine the lowest dosage that produces the therapeuic
response. Monitoring of serum prolactin levels at monthly intervals is advised since, once the effective therapeutic dosage
regimen has been reached, serum prolactin normalisation is usually observed within two to four weeks. After cabergoline
withdrawal, recurrence of hyperprolactinacmia is usually observed. However, persistent suppression of prolactin levels has been
observed for several months in some patients. OF the group of women followed up, 23,29 had ovulatory cycles which
continued for greater than 6 months after cabergoline discontinuation

latior
The safety and efficacy of cabergoline has not been established in subjects fess than 16 years of age.
Usein the elderly
As a consequence of the indications for which cabergoline is presently proposed, the experience in elderly is very limited
Available data do not indicate a specil isk.
43 Contraindications
Hypersensitity to cabergoline, any of the excipients lsted in section 6.1 or any ergot alkaloid. History of pulmonary, pericardial
and retroperitoneal fibrolic disorders. Cabergoline is contraindicated in patients with hepatic insufficiency and with toxaemia of
pregnancy. Cabergoline should not be co-administered with anti-psychotic medications or administered to women with a
history of puerperal psychosis. For long-lerm treatment: Evidence of cardiac valvulopathy as determined by pre-treatment
echocardiography. See section 4:4),
44 Special warnings and precautions for use
General:
The safety and efficacy of cabergoline have not yet been established in patients with renal and hepatic discase. As with other
ergot derivatives, cabergoline should be given with caution to patients with severe cardiovascular disease, Raynaud's syndrome,
renal insuficiency, peptic ulcer or gastrointestinal bleeding, or with a history of serious, particularly psychotic, menta disorders
Particular care should be taken when patients are taking concomitant psychoactive medication. Patients with rare hereditary
problems of galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption should not take this
medicine. Symptomatic hypotension can occur with cabergoline administration for any indication. Care should be exercised
when administering cabergoline concomitanty with other drugs known to lower blood pressure.
The effects of alcohol on overall tolerabilty of cabergoline are currenty unknown.
Before cabergoline administration, pregnancy should be excluded and after treatment pregnancy should be prevented for at
least one month. Serious adverse events including hypertension, myocardial infarction, sizures.
Stroke or psychiatric disorders have been in postpartum women treated with cabergoline for inhibition of lactation in some
patients the development of seizures or stroke was preceded by sever headache and or transient visual disturbances. Blood
pressure should be carefully monitored during the treatment. If hypertension, suggestive chest pain, severe, progressive, or
unremitting headache (with or without visual disentrances),or evidence of central nervous system toxicty develop. Cabergoline
should be discontinued and the patient evaluated promptly.
Hepatic Insufficiency:
Lower doses should be considered in patients with severe hepatic insufficency who receive prolonged treatment with
cabergoline. Compared to normal volunteers and those with lesser degrees of hepatic insufficiency, an increase in AUC has
been seen in patients with severe hepaic insuficiency (Child-Pugh Class ) who received a single | mg dose.
Postural Hypotension:
Postural_ hypotension can occur following administration of cabergoline. Care should be exercised when

restriction or valve leaflt thickening (see section 43
The need for other clinical monitoring (eg. physical examination including, cardiac ausculation, X-ray, CT scan) should be
determined on an individual basis. Additional appropriate investigations such s erythracyte sedimentation rate, and serum
crealinine measurements should be performed if necessary to support a diagnosis of a fibrotic disorder.

45 Interaction with other medicinal products and other forms of interaction

‘The concomitant use of other drugs during early puerperium, particularly of ergot alkaloids, was not associated with detectable
interactions modifying the efficacy and safety of cabergoline. No information is available about the interaction belween
cabergoline and other ergot alkaloids; therefore, the concomitant use of these medications during long-term treatment with
cabergoline is not recommended. Since cabergoline exerts its therapeutic effect by direct stimulation of dopamine receptors, it
should not be concurrently administered with drugs which have dopamine-antagonist activity (such as phenothiazines,
butyrophenones, thioxanthenes, metoclopramide) since these migh reduce the prolactin-lowering effect of cabergoline. As with
other ergot dervatives, cabergoline should not be used with macrolide antibiotics (e, erythromycin) due to increased systemic
bioavailabilty of cabergoline.

4.6 Fertility, pregnancy and lactation

There are no adequate and well-controlled studies from the use of cabergoline in pregnant women. Anima studies have not
demonsirated teratogenic effects, but reduced fertity and embryo-toxicity were observed in association with pharmacodynamic
activiy. In a twelve year observational study on pregnancy outcomes following cabergoline therapy, information is available on
256 pregnancies. Seventeen of these 256 pregnancies (6.6%) eventuated in major congenital malformations or abortion.
Information is available on 25:258 infants who had a total of 27 neonatal abnormaliis, both major and minor. Musculoskeletal
malformations were the most common neonatal abnommality (10} followed by cardio-pulmonary abnormalites (5). There is no
information on perinatal disorders or long:term development of infants exposed to intra-uterine cabergoline. Based on recent
published literature, the prevalence of major congenital malformations in the general population has been reported to be 6.9%
or greater. Rates of congenital abnormality vary between different populations. It s not possible to accurately determine if there:
is an increased risk as no control group was included.

Cabergoline should only be used during pregnancy if clearly indicated and after an accurate beneflrisk evaluation. See section
44). Due to the long half-Ife of the drug and limited data on in utero exposure, women planning to become pregnant should
discontinue cabergoline one month before intended conception. If conception occurs during therapy, treatment should be
discontinued as soon as pregnancy is confirmed to limit foetal exposure to the drug, I rats, cabergoline and or its metabolites
are sl n k. Noinomalio i vl on e exreton et ik bumans e, ccthers o e e
not to breast-feed in case of failed lactation inhibition;suppression by cabergoline. Since it prevents lactation, cabergoline
<hov not be adiistered t mothrs i hyperprolacinente dordere ho wsh o breast et thi fats

47 Effects on ability to drive and use machines

Patients should be careful when performing actions which require fast and accurate reaction during treatment initiation. During
the first days of cabergoline administration, patients should be cautioned about re-engaging in actvities requiring rapid and
precise responses such as driving an automobile or operating machinery. Patients being treated with cabergoline and presenting
with somnolence must be informed to refrain from driving or engaging in actvities where impaired alertness may put
themselves and others at risk of serious injury or dealh (e;g. operating machines) until such episodes and somnolence have
resolved. (See section 4:4),

48 Undesirable effects

Adverse events are generally dose-related. In patients known to be intolerant to dopaminergic drugs, the ikefihood of adverse
events may be lessened by starting therapy with cabergoline at reduced doses, eg, 025 mg once a week, with subsequent
gradual increase until the therapeutic dosage is reached. If persistent or severe adverse events occur, temporary reduction of
dosage followed by a more gradual increase, eg, increments of 0.25 mgfweek every two weeks, may increase tolerability:

The following undesirable effects have been observed and reported during treatment with cabergoline with the following
frequencies: Very common (=1/10); common (= 1100 to <1 10); uncommon (211,000 to < 17100} rare (110,000 to < 11,000}
very rare (<110,000), not known cannot be estimated from the available data.

[MedDRA"
[System Organ Class Frequen
(Cardiac disorders Very Common

Effects
Valulopalhy (iduding
regurgitation) and related
disorders (pericardis
and pericardial effusion)

Tncommon Palpitations
NorKnowm Angin pectors
[Respiratory, thoracic and Uncommon Dyspnea, pleural effusion;

Imediastinal disorders fibrosis, including pulmonary
fibross) epistaxis

Very rare Pleural brosis

Nol Know Respiralory disorder,
respiratory failure, pleurits
chest pain

lmmunc system disorders Uncommon reaction

Nervous system disorders Very common Teadache,
[Common Somnolence
Uncommon Transicnt hemianopsia, syncope,
paresthesia

lEye disorders Not Known Visual impairment

[Psychiatric disorders Common Depression

Uncommon Thcreased Thido

NoTKnown TAggression, delusios,
hypersexuality, pathological
gambling, psychotic disorder,

Vascular disorders Common Cabergoline generally cxerts a
hypotensive effect in patients
on long-term treatment;
Postural hypotension, hot
flushes’

Uncommon Digial vasospasm faiing

(Gastrointestinal disorders Very common Nausea", dyspepsia, gastrits,

abdominal pain*

Common Consfipation, vomiting™
re Epigastric pain
(General disorders and Very Common Asthenia™, fafigue

Uncommon Ocdema, peripheral oedema

IHepato-biliary disorders Not Known Hepalic function abnormal
ISkin and tissue disorders | Uncommon Rash, alopecia
and Uncommon Leg cramps
lconnective tissue disorders
Breast pain

[Reproductive system and breast disorders| Common
finvestigations Common Asymplomalic decreases in blood
pressure (2 20 mmHg systolic

and = 10 mmHg diaslolic

Uncommon 'Adecrease in haemoglobin values
have been observed in
amenhorrheic women during the
fist few months after menses.

Not Known Blood creatinine phosphokinase

increased, liver function tests
abnormal

“Very common i patients freated for hyperprolactinaemin disorders; Common i palients Treated for ihbion/supression o
lactation

** Common in patients treated for hyperprolactinaemin disorders; Uncommon in patients treated for inhibition;supression of
lactation

“** Vlery common in patients treated for hyperprolactinaemin disorders; Uncommon in patients treated for inhibition supression
of lactation
Impul

| disorders

cabegoine corcomtnly il cter diigsknonn o oo presre
S

Laberguhne has been assc(mted with somnolence. Dopamine agonists can be associated with sudden sleep onset episodes in
patients with Parkinson's disease. Sudden onset of sleep during daily activities, in some cases without awareness or warning
signs, has been reported uncommonly. Patients must be informed of this and advised to exercise caution while driving or
operaling machines during realment with cabergoline. Patienls who have experienced somnolence and or an episode of
sudden sleep onset must refrain from driving or operating machines. Furthermore a reduction in dosage o termination of
therapy may be considered. (See section 4.7)

Impulse control disorders:

Patients should be regularly monitored for the development of impulse control disorders. Patients and carers should be made
aware thal behavioural symploms of impulse control disorders including pathological gambling increased libido,
ypersexualty, compulsive spending o buying bmgL eating and compulsive eating can occur in patients treated with
dopamine agonists including C: should be considered if such
symploms develop.

Inhibition/suppression of physiological lactation:

As wilh other ergot derivatives, cabergoline should not be used in women with pregnancy-induced hypertension, for example,
preeclampsia or post-partum hypertension, unless the potential benefit s judged to outweigh the possible risk. In post-partum
studies with cabergoline, blood pressure decreases were mostly asymptomatic and were frequently observed on a single
occasion 2 o 4 days afer treatment. Since decreases in blood pressure are frequently noted during the puerperium,
independently of drug therapy, it is likely that many of the observed decreases in blood pressure after cabergoline
administration were nol drug-induced. However, periodic monitoring of blood pressure, particularly during the first few days
after cabergoline administration, is advised. A single dose of 025 mg of cabergoline should not be exceeded in nursing women
treated for suppression of established lactation to avoid potential postural hypotension (see section 42). A clnical study
exploring the efficacy and tolerabily of 0.5 mg of cabergoline given s a single dose for suppression of lactation has shown
that the isk of side effects is approximately doubled in this indication f the drug s administered as a single dose of 0.5 mg.
Treatment of hyperprolactinaemic lers:

Because with i ea and infertility may be associated with pituitary
tumour, a complele evaluation of the pltmlar\, is indicated before treatment with cabergoline i initiated. Cabergoline restores
ovulation and fertilty in women with hyperprolactinaemic hypogonadism. Because pregnancy might occur prior to reinitiation
of menses, a pregnancy test is recommended at least every four weeks during the amenorrhoeic period and, once menses are
reinilialed, every fime a menstrual period is delayed by more than three days. Women who wish Lo avoid pregnancy should be
advised to use mechanical contraception during treatment with cabergoline and after discontinuation of cabergoline until
recurrence of anovulation. As a precautionary measure, women who become pregnant should be monitored to detect signs of
pituitary enlargement since expansion of pre-existing piluitary tumours may occur during gestation. Before administration of
cabergoline, pregnancy should be excluded. Because clinical experience is stillimited and the product has a long half-ife, as a
precaulionary measure it is recommended that once regular ovulatory cycles have been achieved women seeking pregnancy
discontinue cabergoline one month before intended conception. Should pregnancy occur during treatment, cabergoline is to be
discontinued. As a precautionary measure, women who become pregnant should be monitored to detect signs of pituitary
enlargement since expansion of pre-existing piluitary tumours may occur during gestation.

Regular gynaecological assessment, including cervical and endomelrial cytology, is recommended for patients taking
(abergelme for extensive periods.

i an valvulopaihy ssibly re 1 ph

Fbratic nd serose inflammatory disorders such as p\Eunlvs pleural effusion, pleural fibrosis, pulmonary fibrosis, pericarditis,
pericardial effusion, cardiac valvulopathy involving one or more valves (aorti, mitral and tricuspi) or retroperitoneal fibrosis
have occurred after prolonged usage of ergot derivatives with agonist activily at the serotonin SHT2B receplor, such as
cabergoline. In some cases, symploms or manifestations of cardiac valvulopathy improved after discontinuation of cabergoline.
patients with evidence of heart valve problems should not take them, and that the medicines should only be used for parkinson
disease in patients who have already take or cannot take other treatments. Erythrocyte sedimentation rate (ESR) has been found
to be abnormally increased in association with pleural effusionffibrosis. Chest x-ray examination is recommended in cases of
unexplained ESR increases to abnormal values.

« Valvulopathy has been associated with cumulative doses, therefore, patients should be treated with the lowest effective dose.
the reduction of the maximum recommended dose to 3 mg per day. At each visit the risk benefit profile of cabergoline
treatment for the patient should be reassessed to determine the sutability of continued treatment with cabergoline.

Before initating long-term treatment

Al patients must undergo a cardiovascular evaluation, including echocardiogram to assess the potential presence of
asymplomalic valvular disease. It is also appropriale Lo petform baseline investigations of erythrocyte sedimentation rate or
other inflammatory markers, lung function/chest X-ray and renal function prior to i f therapy. In patients with valvular
regurgitation, it is not known whether cabergoline treatment might worsen the underlying discase. If fibrotic valvular disease is
detected, the patient should not be treated with cabergoline (see section 43).

During long-term Ireatment

Fibrotic disorders can have an insidious onset and palients should be regularly monitored for possible manifestations of
progressive fibrosis. Therefore, during treatment, attention should be paid to the signs and symptoms of

+ Pleuro-pulmonary disease such as dyspnoea, shortness of breath, persistent cough or chest pain.

* Renal insufficiency or ureteralfabdominal vascular obstruction that may occur with pain in the loinfflank and lower limb
oedema as well as any possible abdominal masses or tenderness that may indicate retroperitoneal fibrosis.

« Cardiac failure: cases of valvular and pericardial fibrosis have often manifested as cardiac failure. Therefore, valvular fibrosis
(and constrictive pericarditis) should be excluded if such symptoms occur. Clinical diagnostic monitoring for development of
fibrolic disorders, as appropriate, is essential. Following treatment iniiation, the first echocardiogram must occur within 3-6
months, thereafter, the frequency of echocardiographic monitoring should be determined by appropriate individual clinical
assessment with particular emphasis on the above-mentioned signs and symptoms, bul must occur al least every 6 lo 12
months. Cabergoline should be discontinued if an echocardiogram reveals new or worsened valvular regurgitation, valvular

Pathological gambling, increased libido, hypersexuality, compulsive spending or buying binge eating and compulsive cating can
occur in patients treated with dopamine agonists including Cabergamoun (see section 44),

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicinal product is important.

49 Overdose

Symploms of overdose would likely be those of over-stimulation of dopamine receptors eg. nausea, vomiting, gastric
complaints, postural hypotension, confusion;psychosis or hallucinations. Supportive measures should be taken to remove any
unabsorbed drug and maintain blood pressure, if necessary. In addiion, the adminisiration of dopamine antagonist drugs may
be advisable.

5. Pharmacological properties

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Prolactine inhibitors

Cabergoline is a dopaminergic ergoline derivative endowed with a potent and long-lasting PRL-lowering activity. It acts by direct
stimulation of the D2-dopamine receptors on pituitary lactotrophs, thus inhibiting PRL secretion. In rats the compound
decreases PRL secrelion al oral doses of 3-25 megkg, and in-vitro at a concentration of 45 pgfml. In addition, cabergoline
exerts a central dopaminergic effect via D2 receptor stimulation at oral doses higher than those effective in lowering serum PRL
levels. The long lasting PRL-lowering effect of cabergoline is probably due to its long persistence in the target organ as
suggested by the slow elimination of total radioactivity from the pituitary after single oral dose in rats (t'2 of approximately 60

The pharmacodynamic effects of cabergoline have been sludied in healthy volunteers, puerperal women and
hyperprolactinaemic patients. After a single oral administration of cabergoline (03 - 15 mg, a significant decrease in serum PRL
levels was observed in each of the populations studied. The effect is prompt (within 3 hours from adminisiration) and persistent
(up to 7 - 28 days in healthy volunteers and hyperprolactinaemic patients, and up to 14 - 21 days in puerperal women). The
PRL-lowering effect is dose-related both in terms of degree of effect and duration of action. With regard to the endocrine effects.
of cabergoline nol related to the antiprolactinaemic effect, available data from humans confirm the experimental findings in
animals indicating that the test compound is endowed with a very selective action with no effect on basal secretion of other
pituitary hormones or cortisol. The pharmacodynamic actions of cabergoline not correlated with the therapeutic effect only
relate to blood pressure decrease. The maximal hypotensive effect of cabergoline s single dose usually occurs during the frst 6
hours after drug intake and is dose-dependent both in terms of maximal decrease and frequency.

5.2 Pharmacokinetic properties

The pharmacokinetic and metabolic profiles of cabergoline have been studied in healthy volunteers of both sexes and in female
hy patients. After oral of the labelled compound, radioactivity was rapidly absorbed from the
gastrointestinal tract as the peak of radioactvity in p\mm was between 0.5 and 4 hours. Ten days afler administration about
18% and 72% of the radioactive dose was recovered in urine and faeces, respectively. Unchanged drug in urine accounted for
2-3% of the dose. In urine, the main metabolite identified was 6-allyl-8-carboxy-ergoline, which accounted for 4-6% of the
dose. Three additional metabolites were identified in urine, which accounted overall for less than 3% of the dose. The
metabolites have been found to be much less potent than cabergoline in inhibiting prolactin secretion in vitro. Cabergoline
biotransformation was also studied in plasma of healthy male volunteers treated with [14C]-cabergoline: a rapid and extensive
biotransformation of cabergoline was shown. The low urinary excretion of unchanged cabergoline has been confirmed also in
studies with non-radioactive product. The elimination hal-fife of cabergoline, estimated from urinary excretion rates, is long
(63-68 hours in healthy volunteers (using a radio-immuno assay), 79-T15 hours in hyperprolactinaemic patients (using a HPLC
method). On the basis of the elimination half-life, steady state conditions should be achieved after 4 weeks, as confirmed by the
mean peak plasma levels of cabergoline oblained after a single dose (37 + 8 pgfm) and after a 4 week multiple regimen (101 +
43 pgfmi)

In vitro experiments showed thal the drug at concenlrations of 0.1-10 ngsml is 41-42% bound lo plasma proteins. Food does
not appear to affect absorption and disposition of cabergoline.

6. Pharmaceutical particulars

61 List of excipients

Avicel PH 200, Lactose monohydrate compacted, Croscarmellose sodium, Magnesium Stearate, Talc purified, Carmine Red color
62 Incompatibilities

Not applicable.

6.3 Shelf life

2 years.

64 Special precautions for storage

Store al lemperalure nol exceeding 25° C, In dry place

65 Pack

Carton box containing 12,3 (ALWhite Opaque PVCG;PVDC) Strips each of 2 tablets + insert leaflet.

| Keep all medicaments out of reach of children

( Product of:

> AMOUN PHARMACEUTICAL Co.
El-Obour City, Al Qalyubia, Egypt.
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