NIVOLTIC

(FILM-COATED TABLETS)
(Nebivolol/Hydrochlorothiazide 5/12.5, 5/25 mg)

COMPOSITION:

Each film coated tablet contains:

Nebivolol (as Hydrochloride)/Hydrochlorothiazide 5/12.5, 5/25 mg.

MECHANISM OF ACTION:

Nebivolol is a competitive and selective beta-receptor antagonist, It has

mild vasodilating properties. Single and repeated doses of nebivolol

reduce heart rate and blood pressure at rest and during exercise, both

in normotensive subjects and in hypertensive patients. At therapeutic

doses, nebivolol is devoid of alpha-adrenergic antagonism. During

acute and chronic treatment with nebivolol in hypertensive patients

systemic vascular resistance is decreased. Hydrochlorothiazide is a

thiazide diuretic. Thiazides affect the renal tubular mechanisms of

electrolyte reabsorption, directly increasing excretion of sodium and

chloride in approximately equivalent amounts.

PHARMACOKINETICS:

Both nebivolol enantiomers are rapidly absorbed after oral administration.

The absorption of nebivolol is not affected by food; nebivolol can be

given with or without meals. The oral bioavailability of nebivolol averages

12%. In plasma, both nebivolol enantiomers are predominantly bound

to albumin. Nebivolol is extensively metabolised, partly to active

hydroxy-metabolites. In fast metabolisers, elimination half-lives of the

nebivolol enantiomers average 10 hours. In slow metabolisers, they

are 3-5 times longer. In fast metabolisers, elimination half-lives of the

hydroxymetabolites of both enantiomers average 24 hours, and are

about twice as long in slow metabolisers. One week after administration,

38% of the dose is excreted in the urine and 48% in the faeces. Urinary

excretion of unchanged nebivolol is less than 0.5% of the dose.

Hydrochlorothiazide is well absorbed following oral administration.

Hydrochlorothiazide is not metabolized but is eliminated rapidly by the

kidney. At least 61% of the oral dose is eliminated as unchanged drug

within 24 hours. The elimination half-life is between 5.6 and 14.8 hours.

Hydrochlorothiazide is 68 % protein bound in the plasma. In patients

with renal disease, plasma concentrations of Hydrochlorothiazide are

increased and elimination half-life is prolonged.

INDICATIONS:

Treatment of essential hypertension in patients whose blood pressure

is adequately controlled on nebivolol and hydrochlorothiazide given

concurrently.

CONTRAINDICATIONS:

— Hypersensitivity to the drug, its components, or other sulphonamide-
derived substances.

— Liver insufficiency or liver function impairment.

— Anuria, severe renal insufficiency.

— Acute heart failure, cardiogenic shock or episodes of heart failure
decompensation.

— Sick sinus syndrome, including sino-atrial block.

— Second and third degree atrioventricular block.

— Bradycardia (heart rate < 60 bpm prior to start therapy).

— Hypotension (systolic blood pressure < 90 mmHg).

— Severe peripheral circulatory disturbances.

— History of bronchospasm and bronchial asthma.

— Untreated phaeochromocytoma.

— Metabolic acidosis.

— Refractory hypokalaemia, hypercalcaemia, hyponatraemia.
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SIDE EFFECTS:

The most common side effects concerning Nebivolol include headache,
dizziness, paraesthesia, dyspnoea, constipation, nausea, diarrhoea,
tiredness and oedema. The uncommon side effects include nightmares,
depression, impaired vision, bradycardia, hypotension, bronchospasm,
dyspepsia, flatulence, vomiting, pruritus, rash erythematous and impotence.
Side effects concerning Hydrochlorothiazide include leukopenia,
neutropenia, agranulocytosis, thrombocytopenia, aplastic anaemia,
haemolytic anaemia, bone marrow failure, anaphylactic reaction,
anorexia, dehydration, gout, diabetes mellitus, metabolic alkalosis,
hyperuricaemia, electrolyte imbalance, hyperglycaemia, depression,
nervousness, restlessness, sleep disorder, convulsions, depressed level
of consciousness, coma, headache, dizziness, blurred vision, myopia,
cardiac arrhythmias, palpitations, orthostatic hypotension, respiratory
distress, pneumonitis, pulmonary oedema, dry mouth, nausea, vomiting,
diarrhoea, constipation, abdominal pain, flatulence, pancreatitis, jaundice
cholestatic, cholecystitis, pruritus, purpura, urticaria, photosensitivity
reaction, rash, cutaneous lupus erythematosus, vasculitis necrotising,
myalgia, renal impairment, nephritis interstitial, glycosuria, erectile
dysfunction, asthenia, pyrexia, fatigue and thirst.

PRECAUTIONS AND WARNINGS:

In general, continuation of beta-blockade reduces the risk of arrhythmias
during induction and intubation. If beta-blockade is interrupted in
preparation for surgery, the beta-adrenergic antagonist should be
discontinued at least 24 hours beforehand. Beta-adrenergic antagonists
should not be used in patients with untreated congestive heart failure
(CHF), unless their condition has been stabilised. In patients with
ischaemic heart disease, treatment with a beta-adrenergic antagonist
should be discontinued gradually. Beta-adrenergic antagonists may
induce bradycardia, in this case the dosage should be reduced. Beta-
adrenergic antagonists should be used with caution in patients with
peripheral circulatory disorders, as aggravation of these disorders may
occur. They should be also used with caution in patients with first
degree atrioventricular block, because of the negative effect of beta-
blockers on conduction time. In patients with Prinzmetal's angina beta-
adrenergic antagonists may increase the number and duration of anginal
attacks. Care should be taken in diabetic patients however, as nebivolol
may mask certain symptoms of hypoglycaemia (tachycardia, palpitations).
Beta-adrenergic blocking agents may mask tachycardic symptoms in
hyperthyroidism. In patients with chronic obstructive pulmonary disorders,
beta-adrenergic antagonists should be used with caution as airway
constriction may be aggravated. Patients with a history of psoriasis
should take beta-adrenergic antagonists only after careful consideration.
Full benefit from thiazide diuretics can be derived only if the kidney
function is not altered. In patients with renal disease, thiazides may
increase azotaemia. Thiazide therapy may impair glucose tolerance.
Dosage adjustments of insulin or oral hypoglycaemic agents may be
required. Increases in cholesterol and triglyceride levels have been
associated with thiazide diuretic therapy. Thiazide therapy may
precipitate hyperuricaemia and/or gout in certain patients. As for any
patient receiving diuretic therapy, periodic determination of serum
electrolytes should be performed at appropriate intervals because
Thiazides, including hydrochlorothiazide, can cause fluid or electrolyte
imbalance. Exacerbation or activation of systemic lupus erythematosus
has been reported with the use of thiazides. Sensitivity reactions may
occur in patients with or without a history of allergy or bronchial asthma.
Photosensitivity reactions have been reported with thiazide diuretics in
rare cases.

PREGNANCY & LACTATION:

NIVOLTIC is not recommended during pregnancy and lactation.
DRUG & FOOD INTERACTIONS:

Nebivolol:

Concomitant use with class I antiarrhythmics (quinidine, hydroquinidine,
cibenzoline, flecainide, disopyramide, lidocaine, mexiletine, propafenone)
is not recommended, as the effect on atrio-ventricular conduction time
may be potentiated. Calcium channel antagonists of verapamil/diltiazem
type is also not recommended because of the negative influence on
contractility and atrio-ventricular conduction. Concomitant use with
centrally acting antihypertensive drugs (clonidine, guanfacin, moxonidine,
methyldopa, rilmenidine) may worsen heart failure.

Nebivolol should be used with caution when coadministered with Class
111 antiarrhythmic drugs (Amiodarone), as the effect on atrio-ventricular
conduction time may be potentiated. Concomitant use of beta-adrenergic
antagonists and anaesthetics may attenuate reflex tachycardia and
increase the risk of hypotension. As a general rule, avoid sudden
withdrawal of beta-blocker treatment. Although nebivolol does not
affect glucose level, concomitant use may mask certain symptoms of
hypoglycaemia (palpitations, tachycardia).

Concomitant use with digitalis glycosides may increase atrio-ventricular
conduction time. Concomitant use with calcium antagonists of the
dihydropyridine type (amlodipine, felodipine, lacidipine, nifedipine,
nicardipine, nimodipine, nitrendipine) may increase the risk of hypotension.
Concomitant use with antipsychotics, antidepressants (tricyclics,
barbiturates and phenothiazines) may enhance the hypotensive effect
of the beta-blockers (additive effect).

Hydrochlorothiazide: The renal clearance of lithium is reduced by
thiazides and consequently the risk of lithium toxicity may be increased
when used in concomitance with hydrochlorothiazide. Therefore the
use of NIVOLTIC in combination with lithium is not recommended. If
the use of such combination proves necessary, careful monitoring of
serum lithium levels is recommended. The potassium-depleting effect
of hydrochlorothiazide may be potentiated by the coadministration of
other medicinal products associated with potassium loss and
hypokalaemia (e.g. other kaliuretic diuretics, laxatives, corticosteroids,
ACTH, amphotericin, carbenoxolone, penicillin G sodium or salicylic
acid derivatives). Such concomitant use is therefore not recommended.
NSAIDs may reduce the antihypertensive effect of thiazide diuretics.
Thiazide diuretics may increase serum calcium levels due to decreased
excretion. If calcium supplements must be prescribed, serum calcium
levels should be monitored and calcium dosage adjusted accordingly.
Periodic monitoring of serum potassium and ECG is recommended
when NIVOLTIC is administered with medicinal products affected
by serum potassium disturbances (e.g. digitalis glycosides and
antiarrhythmics). The effect of skeletal muscle relaxants may be
potentiated by hydrochlorothiazide. Dosage adjustment of the antidiabetic
medicinal product may be required (oral agents and insulin).
Metformin should be used with caution because of the risk of lactic
acidosis induced by possible functional renal failure linked to
hydrochlorothiazide. Dosage adjustment of gout medicinal products
may be necessary since hydrochlorothiazide may raise the level of
serum uric acid. Thiazides may increase the risk of adverse effects
caused by amantadine. In case of high dosages of salicylates
hydrochlorothiazide may enhance the toxic effect of the salicylates on
the central nervous system. Concomitant treatment with cyclosporine
may increase the risk of hyperuricaemia and gout-type complications.

In case of diuretic-induced dehydration, there is an increased risk of
acute renal failure, especially with high doses of iodine products.
There may be additive hypotensive effects or potentiation during
concomitant treatment of NIVOLTIC with other anti-hypertensive
drugs. Concomitant administration of NIVOLTIC with antipsychotics,
tricyclic antidepressants, barbiturates, narcotic drugs and alcohol may
enhance the hypotensive effect.

DOSAGE AND ADMINISTRATION:

Adults:

NIVOLTIC 5 mg/12.5 mg is indicated in patients whose blood pressure
is demonstrated to be adequately controlled on nebivolol 5 mg and
hydrochlorothiazide 12.5 mg given concurrently. The dose is one tablet
(5 mg/12.5 mg) daily, preferably at the same time of the day. Tablets
may be taken with meals. NIVOLTIC 5 mg/25 mg is indicated in
patients whose blood pressure is demonstrated to be adequately
controlled on nebivolol 5 mg and hydrochlorothiazide 25 mg given
concurrently. The dose is one tablet (5 mg/25 mg) daily, preferably at
the same time of the day. Tablets may be taken with meals.
NIVOLTIC should not be given to patients with severe renal insufficiency.
Data in patients with hepatic insufficiency or impaired liver function
are limited. Therefore the use of NIVOLTIC in these patients is
contra-indicated.

OVERDOSAGE / TOXICITY:

Symptoms of overdosage are: bradycardia, hypotension, bronchospasm
and acute cardiac insufficiency, electrolyte depletion, dehydration,
nausea and somnolence. The patient should be kept under close
supervision and be treated in an intensive care ward. Blood glucose
levels should be checked. Serum electrolytes and creatinine should be
monitored frequently. Absorption of any drug residues still present in
the gastro-intestinal tract can be prevented by gastric lavage and the
administration of activated charcoal and a laxative. Artificial respiration
may be required. Bradycardia should be treated by administering
atropine; the beta-blocking effect can be counteracted by slow
intravenous administration of isoprenaline hydrochloride, or dobutamine,
until the required effect has been obtained.

PACKING:

10 film-coated tablets in one blister/carton.

30 film-coated tablets in 3 blisters/carton.

STORAGE CONDITIONS:

Store away from direct light and humidity in a place of a temperature
between 15° and 30°C.

TPP1206130 THIS IS A MEDICAMENT

— Amedicament is a product but unlike any other products.

— A medicament is a product which affects your health, and its consumption contrary to
instructions i 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
medicine, its benefits and risks.

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

— Do not repeat the same prescription without consulting your doctor.

KEEP MEDICAMENTS OUT OF REACH OF CHILDREN

(Council of Arab Health Ministers) (Arab Pharmacists Association)

Manufactured by:
HAMA PHARMA Hama - Syria §&x/
Tel.: +963 33 8673941 Fax: +963 33 8673943 =M HAMA PHARMA
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