Aceonmond Plus mabiets

COMPOSITION:

Aceonmond Plus tablets contain:

Aceonmond Plus 2/0.625: 2 mg perindopril tert-butylamine and 0.625 mg indapamide.

Aceonmond Plus 4/1.25 : 4 mg perindopril tert-butylamine and 1.25 mg of indapamide.

Aceonmond Plus 8/2.5 : 8 mg perindopril tert-butylamine and 2.5 mg of indapamide.

Excipients: Colloidal silica anhydrous, Lactose, Microcrystalline cellulose, Magnesium stearate.

PROPERTIES:

The concomitant administration of perindopril and indapamide produced antihypertensive effects.

The mechanism through which perindopril lowers blood pressure appears to result

primarily from suppression of the renin-angiotensin-aldosterone system.

Indapamide is a diuretic antihypertensive agent. The renal site of action is the proximal

part of the distal tubule and the ascending part of Henle's loop. Sodium and chloride

ions are excreted in approximately equivalent amounts.

PHARMACOKINETICS:

The coadministration of perindopril and indapamide does not change their

pharmacokinetic properties by comparison to separate administration.

Perindopril: Following absorption, perindopril is converted into perindoprilat,

its active metabolite, the clearance of perindoprilat and other metabolites is primarily by the

renal pathway. The terminal plasma half-life of unbound perindoprilat is 17 hours.

Indapamide: Is rapidly and completely absorbed after oral administration and metabolized to

a marked degree. Seventy per cent of a single oral dose of indapamide is eliminated by the

kidneys and 23% is excreted in feces. Terminal half-life between 14 and 25 hours.

INDICATIONS:

ACEONMOND PLUS is indicated for the treatment of mild to moderate essential

hypertension.

CONTRAINDICATIONS:

ACEONMOND PLUS 8/2.5 is contraindicated in moderate renal impairment (creatinine

clearance 30-60 ml/min).

ACEONMOND PLUS is contraindicated:

« In patients with a history of hypersensitivity to any component of these products, and to
other sulfonamide derivatives.

« In patients with hereditary/idiopathic angioedema or a history of angioedema related to
previous treatment with an angiotensin converting enzyme inhibitor.

* During the second and third trimesters of pregnancy.

* During breast-feeding.

« Severe renal impairment (creatinine clearance <30 ml/min).

* Hypokalemia.

« Severe hepatic impairment.

« Hepatic encephalopathy.

ADVERSE EFFECTS:

The most frequent clinical adverse drug reactions reported in patients treated with

ACEONMOND PLUS were:

Cough, headache, asthenia, dizziness, nausea, vomiting, dyspepsia, rhinopharyngitis,

upper respiratory influenzal infection.

WARNING AND PRECAUTIONS:

 Head and neck angioedema has been reported with ACE inhibitors.

The overall incidence is approximately 0.1-0.2%. The aetiology is thought to be non-
immunogenic and may be related to accentuated bradykinin activity. Usually, the angioedema
is non-pitting edema of the skin mucuous membrane and subcutaneous tissue. The incidence
of angioedema during ACE inhibitor therapy has been reported to be higher in black than in
non-black patients.

« Intestinal angioedema has been reported in patients treated with ACE inhibitors and
symptoms resolved after stopping the ACE inhibitor.

* Volume and/or salt depletion should be corrected before initiation of therapy with perindopril.

« If hypotension occurs, the patient should be placed in a supine position and, if necessary,
receive an intravenous infusion of 0.9% sodium chloride. A transient hypotensive response
is not a contraindication to further doses.

» ACE inhibitors may augment the hypotensive effects of anaesthetics and analgesics.

« As with other ACE inhibitors, ACEONMOND PLUS should be given with caution to patients
with mitral valve stenosis and obstruction in the outflow of the left ventricle such as aortic
stenosis or hypertrophic cardiomyopathy.

« Patients receiving ACE inhibitors who develop jaundice or marked elevations of hepatic
enzymes should discontinue the ACE inhibitor and receive appropriate medical follow-up.

« If perindopril is used in some patients, periodic monitoring of white blood cell counts is
advised and patients should be instructed to report any sign of infection.

« In patient have anaphylactoid reactions during membrane exposure (hemodialysis patients):
consideration should be given to using a different type of dialysis membrane or a different
class of antihypertensive agent.

« The anaphylactoid reactions during LDL apheresis were avoided by temporarily withholding
the ACE inhibitor therapy prior to each apheresis.

« The anaphylactoid reactions during desensitization reactions have been avoided when
ACE inhibitors were temporarily withheld for at least 24 hours.

« Treatment should be discontinued before tests for parathyroid function are performed Like
the thiazides, indapamide may decrease serum PBI levels without signs of thyroid disturbance.
The antihypertensive effect of the drug may be enhanced in the patient postsympathectomy.

* Blood urea nitrogen, uric acid, and glucose levels should also be assessed during therapy.

« As a consequence of inhibiting the renin-angiotensin-aldosterone system, changes in renal
function may be anticipated in susceptible individuals.

« In clinical trials with the perindopril/indapamide combination, hypokalemia occurred.
Potassium supplementation should be given.

* A dry persistent irritating cough, which usually disappears after lowering of the dose of
perindopril has been reported.

» Dermatological reactions characterised by maculo-papular pruritic rashes and sometimes
photosensitivity have been reported with ACE inhibitors.

» Any dysgeusia usually occurs in the first weeks of treatment and may disappear in most

cases
within 1-3 months.

SPECIAL POPULATIONS

* Pregnant women: The use of ACE inhibitors is not recommended during the first trimester
of pregnancy and is contraindicated during the second and third trimesters of pregnancy.
The use of ACE inhibitors during the second and third trimesters of pregnancy has been
associated with fetal and neonatal injury including hypotension, neonatal skull hypoplasia,
anuria reversible or irreversible renal failure.

* Nursing women: Use of ACEONMOND PLUS is contraindicated during breast-feeding.

« Pediatrics: The use in this age group is not recommended.

DRUG INTERACTIONS:

« Agents increasing serum potassium: Since perindopril decreases aldosterone production,
elevation of serum potassium may occur and these agents should be given only for
documented hypokalemia and with caution and frequent monitoring of serum potassium.

« Antihypertensive agents and vasodilators: Concomitant use may further reduce blood pressure.

» Concomitant ACE inhibitor and diuretic therapy: Patients concomitantly taking ACE
inhibitors and diuretics may occasionally experience an excessive reduction of blood
pressure after initiation of therapy, in this case, the patient should be closely observed for
several hours following the initial dose and until blood pressure has stabilized.

« Lithium: Increased serum lithium levels have been reported in patients receiving concomitant
lithium and ACE inhibitor therapy. Perindopril/indapamide should be coadministered with
caution and frequent monitoring of serum lithium levels is recommended.

*Non-steroidal anti-inflammatory drugs (NSAIDs) including aspirin > 3g/day: The
administration of a NSAID may reduce the antihypertensive effect of ACE inhibitors.
NSAIDs also exert an additive effect on the increase in serum potassium.

DOSAGE AND ADMINISTRATION:

« It is reccommended that ACEONMOND PLUS be taken once daily, preferably in the morning
before a meal.

* Dosage of ACEONMOND PLUS must be individualized and adjustment is required in case
of renal impairment.

OVERDOSAGE & TREATMENT:

The most likely adverse event in case of ACEONMOND PLUS overdose is hypotension with
nausea, vomiting, cramps, dizziness, sleepiness, mental confusion, polyuria or oliguria which
may progress to anuria. Electrolytes and water disturbances may occur.

The first measure to be taken consists in rapidly eliminating ingested ACEONMOND PLUS
by gastric lavage and/or administration of activated charcoal. Fluid and electrolyte balance
should then be restored. Perindoprilat, the active form of perindopril, can be dialysed.
STORAGE CONDITIONS:

Store at room temperature (15° -30°C).

PACKAGE:

14 or 28 tablets in carton package For each strength.

Rev. No: 11709

THIS IS A MEDICAMENT

The medicament is a product which affects your health, and its consumption
contrary to instruction 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 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 THE MEDICAMENT OUT OF THE REACH OF CHILDREN

Council of Arab Health Ministers Arab Pharmacists Association

DIAMOND PHARMA - Damascus suburb — Syria
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