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COMPOSITION

Active substances: Dihydroergocristine
(as the mesylate),
Clopamide and
Reserpine.

Excipients: Tableting excipients

PHARMACEUTICAL FORM AND QUANTITY OF
ACTIVE SUBSTANCE PER UNIT

Sugar-coated tablets containing 0.5 mg dihydroer-
gocristine (as the mesilate), 5 mg clopamide and
0.1 mg reserpine

INDICATIONS / POTENTIAL USES
Hypertension.

DOSAGE AND ADMINISTRATION

Starting dose

1 tablet daily. 2-3 tablets daily may be required in
severe cases. Since the effect of Brinerdin is relatively
slow in onset, the dosage should not be increased
more frequently than at weekly intervals.

In severe cases, a starting dose of 2 tablets daily may
be desirable.

Maintenance therapy

1 tablet daily or on alternate days is sufficient in most
cases.

Caution is required in elderly patients, who may be
more sensitive to changes in blood pressure and elec-
trolyte levels.

Brinerdin may be combined with other antihyperten-
sive agents such as beta-blockers or vasodilators.

CONTRAINDICATIONS

Hypersensitivity to any of the components and to
sulphonamides (clopamide belongs to this group);
hypokalaemia resistant to therapy; severe liver or
kidney disorders; severe coronary insufficiency,
recent myocardial infarction, advanced arteriosclero-
sis; history of depression, electroconvulsive therapy;
active peptic ulcer, ulcerative colitis; pregnancy and
lactation.

WARNINGS AND PRECAUTIONS

In diabetic patients the dosage of antidiabetic agents
may have to be adjusted.

Brinerdin should be given with caution in patients with
gout as it may cause a further increase in serum uric
acid. If this occurs, appropriate treatment should be

given and Brinerdin replaced by a non-diuretic anti-
hypertensive drug.

The serum potassium level must be checked regularly
during treatment with Brinerdin. Potassium supple-
ments are not normally necessary provided the diet
contains sufficient potassium-rich foods (fruit, vegeta-
hles, fish, low-fat cheese, etc.).

In patients with renal failure, thiazide diuretics may be
less effective in lowering blood pressure. Renal func-
tion should be closely monitored as it may be further
impaired by the use of antihypertensive drugs.
INTERACTIONS

With thiazides

Since thiazide diuretics reduce renal lithium clearance,
the dosage of lithium should be reduced when
Brinerdin is given concomitantly.

Corticosteroids and non-steroidal anti-inflammatory
drugs reduce the excretion of salt and water, and the
dosage of Brinerdin may therefore have to be
increased when such drugs are used concurrently.

The effects of oral anticoagulants may be reduced hy
thiazide diuretics.

With reserpine

Concurrent use of reserpine in patients being treated
with an MAQ inhibitor may cause serious potentiation
of the CNS-depressant effect; if an MAQ inhibitor is
added to a regimen including reserpine, moderate to
severe hypertension and pyrexia may occur.
Concurrent use of alcohol or CNS depressants may
enhance the CNS-depressant effect of reserpine.
Reserpine may reduce the therapeutic effect of levo-
dopa; dosage adjustments of either or both medica-
tions may be necessary.

PREGNANCY AND LACTATION

Studies in animals or humans have shown evidence of
fetal damage.

The product is contraindicated both in women who are
—or could become — pregnant, and in breast-feeding
women.

EFFECTS ON ABILITY TO DRIVE AND USE
MACHINES

Fatigue and orthostatic hypotension may occur during
the initial phase of treatment with antihypertensive
drugs and patients who drive vehicles or operate
machinery should therefore exercise caution until their
individual reaction to treatment has been determined.

ADVERSE EFFECTS

Frequency

Very common (>1/10), common (>1/100 to <1/10),
uncommon (>1,/1000 to <1,/100), rare (>1/10,000 to
<1/1000), very rare (<1/10,000).

The following adverse effects may occur:

Blood and lymphatic system
Very rare: Anaemia, thrombocytopenia.

Endocrine disorders

Rare: Increased prolactin secretion, galactorrhoea,
gynaecomastia.

Very rare: Swelling of the breasts.

Metaholism and nutrition

Common: Weight gain.

Prolonged, continuous use may cause changes in elec-
trolyte levels, in particular hyponatraemia, hypomagne-
saemia, hypochloraemia and a reduction in serum potas-
sium. Latent diabetes mellitus may hecome manifest.

Psychiatric disorders

Common: Depression.

Nervous system

Common: Dizziness, nervousness, nightmares.
Uncommon: Headache.

Rare: Extrapyramidal symptoms (including parkinson-
ism), states of anxiety, concentration disturbances,
stupor, confusion.

Very rare: Cerebral oedema.

Eye disorders o )
Common: Blurred vision, conjunctival hyperaemia,
lacrimation.

Ear and inner ear

Very rare: Impaired hearing.

Heart

Common: Sinus bradycardia, oedema.

Uncommon: Palpitations.

Rare: Cardiac arrhythmias, anginal symptoms, ortho-
static disorders, hypotension, hot flushes.

Very rare: Loss of consciousness, heart failure.

Vascular system
Very rare: Cerebrovascular disturbances.

Respiratory tract
Common: Swelling of the nasal mucosa, dyspnoea.
Very rare: Epistaxis.

Gastrointestinal tract

Common: Diarrhoea, dry mouth, increased gastric acid
secretion, increased salivation.

Uncommon: Nausea, vomiting, epigastric pain,
abdominal cramps, constipation.

Rare: Increased appetite, peptic ulcer.

Very rare: Gastrointestinal haemorrhage.

Skin and subcutaneous tissue

Rare: Eczema, pruritus.

Hypersensitivity, including purpura, urticaria and
photoallergy.

Musculoskeletal system

Uncommon: Muscle stiffness or calf-muscle cramps.
Rare: Muscle weakness.

Attacks of gout may be triggered in predisposed
patients.

Kidneys and urinary tract

Very rare: Dysuria, glomerulonephritis.
Reproductive system

Rare: Reduced libido, disturbances of sexual potency
and ejaculation.

General disorders
Common: Fatigue.

OVERDOSE

Signs and symptoms

Nausea, vomiting, diarrhoea; sensation of heat,
headache, dizziness; thirst, hypokalaemia, muscle
weakness; hypotension, bradycardia, cardiac arrhyth-
mias, depression, confusion and coma may occur.

Therapeutic use

Elimination of the drug by gastric lavage, and admin-
istration of activated charcoal. If indicated, supportive
symptomatic treatment including monitoring of the
cardiovascular system and of fluid balance; restoration
of the electrolyte balance.

PROPERTIES AND ACTIONS

Mechanism of action / Pharmacodynamics
Brinerdin is an effective and well tolerated antihyper-
tensive agent. The blood-pressure-lowering effect of
the reserpine component is due primarily to depletion
of noradrenaline stores in peripheral sympathetic nerve
endings. This effect is considerably more marked under
hypertensive than under normotensive conditions.
Clopamide is a diuretic of the thiazide type which
promotes water and sodium excretion by inhibiting
tubular sodium reabsorption.

Dihydroergocristine lowers arterial tone by a central
mechanism of action and causes peripheral vasodila-
tion through its alpha-adrenolytic effect. It also acts
centrally to inhibit the baroreceptor reflexes.
Controlled clinical studies have demonstrated the
superiority of Brinerdin both to the individual active
substances and to any combination of two of them.
The additive effect of the three constituents in rela-
tively low doses leads to a lowering of blood pressure
with a minimum of side effects. Brinerdin usually
reduces blood pressure after 4—7 days. Optimum
efficacy is achieved after 1-4 weeks.

PHARMACOKINETICS
About 4097 of orally administered reserpine is
ahsorbed. Peak plasma concentrations are attained

1-3 hours after ingestion. Metabolism takes place
largely in the liver and elimination of the resultant
metabolites is mainly in the urine. The elimination
half-lives are 4.5 hours (alpha phase) and approx.

271 hours (beta phase). Less than 197 of the dose is
excreted unchanged in the urine.

Clopamide is ahsorbed rapidly and almost completely
(>90%) from the gastrointestinal tract. Peak plasma
concentrations are attained 1-2 hours after ingestion.
Protein binding is 469% and the distribution volume is
1.5 litres/kg. The elimination half-life is 6 hours,
excretion being mainly via the kidney, with about 30%3
of the dose excreted as unchanged drug.

About 25% of orally administered dihydroer-
gocristine is absorbed. Peak plasma concentrations
are attained 0.6 hours after ingestion. Protein binding
is 689% and the distribution volume is 16 litres/kg.
Less than 197 is excreted as unchanged drug in the
urine, the principal route of excretion being via the hile
in the faeces. The elimination half-lives are 2 hours
(alpha phase) and 14 hours (beta phase). Total clear-
ance is 1800 mL/minute.

PRECLINICAL DATA

Reserpine

Reserpine was shown to be teratogenic after repeated
oral doses of up to 2.5 mg/kg in mice, and single
intramuscular doses of up to 2.0 mg/kg in rats.

Due possibly to its endocrine effects, there was an
increased incidence of cleft palate in mice. In rats,
inhibition of the release of luteinizing hormone may
induce premature termination of pregnancy after
treatment of maternal animals at early stages of
gestation. In guinea pigs, reserpine inhibits corpus
luteum function.

No evidence of mutagenic activity was found in micro-
bial tests (Ames test with S. typhimurium and E. Coli),
either in the presence or absence of an activating
system, or in somatic Chinese hamster cells or the
male germinal epithelium in mice.

Rodent studies have shown long-term treatment

with reserpine to be associated with an increased i-
ncidence of mammary fibroadenomas in female mice,
malignant tumours in the seminal vesicles of male
mice and malignant adrenal tumours in male rats.
These findings come from two-year studies in which
the drug was administered in feed at concentrations
of 5 ppm and 10 ppm, which corresponds to about
100-300 times the human dose. The mammary neo-
plasms are considered to be attributable to the pro-
lactin-elevating effect of reserpine. It is not clear to
what extent these findings indicate a risk in humans.
The possibility of an increased risk of breast cancer

in association with reserpine has been extensively
investigated, but not confirmed.

No preclinical data are available on clopamide,
dihydroergocristine or the fixed combination
used in Brinerdin.

OTHER INFORMATION

Shelf-life

Do rl]<0t use after the expiry date (= EXP) printed on the
pack.

Special precautions for storage
Do not store above 25°C and protect from moisture.
Keep all medicines out of the reach of children.

PACK SIZES
Country specific pack sizes.

MANUFACTURER
See folding box.

Information last revised : April 2005
Approval date (text) : 25 April 2005

® = registered trademark

Novartis Pharma AG, Basle, Switzerland

This is a medicament

— A medicament is a product which affects your
health, and its consumption contrary to instructions
is dangerous for you.

— Follow strictly the doctor’s prescription, the method
of use and the instructions of the pharmacist who
sold the medicament.

— The doctor and the pharmacist are experts in medi-
cine, its benefits and risks.

— Do not by yourself interrupt the period of treatment
prescribed for you.

— Do not repeat the same prescription without con-
sulting your doctor.

Keep medicaments out of reach of children

Council of Arah Health Ministers
Union of Arah Pharmacists
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