Vaznor®

Amlodipine (as Amlodipine besylate)
Tablets

Presentation:

Yaznor © 5: Each tablet contains Amlodipine besylate equivalent to 5
mg Amlodipine in packs of 30 tablets.

Yaznor ® 10: Each tablet contains Amlodipine besylate equivalent to 10
mg Amlodipine in packs of 30 tablets.

Hospital packs are also available.

Excipients: Microcrystalline cellulose, Anhydrous colloidal silica, Mag-
nesium stearate.

Pharmaceutical form:
Tablets for oral use.

Pharmacotherapeutic group:
Long acting dihydropyridine calcium channel blocker Antihypertensive,
ATC code: CO8CAO1.

Therapeutic Indications:

e Preventive treatment of angina : stable angina and spontaneous angina
(including Prinzmetal’s angina).

e Hypertension.

Posology and method of administration:

o Hypertension: The starting dose is 1 tablet (Yaznor © 5mg) once a
day, which may be increased to a single daily dose of Vaznor ®10 mg,
depending on the treatment response.

e Angina pectosis: The starting dose is 1 tablet (¥aznor © 5mg) once a
day, which may be increased to a single daily dose of 10 mg, depending
on the treatment response. The maximum daily dose is Yazmnor 10 mg.
o Use in the Elderly: Amlodipine, used at similar doses in elderly or young-
er patients, is equally well tolerated.

e Use in Renal Failure: The treatment can be initiated at the usual recom-
mended posology. Changes in amlodipine plasma concentrations are not
correlated with degree of renal impairment.

Amlodipine is not dialysable. No dose adjustment of amlodipine is re-
quired upon concomitant administration of thiazide diuretics, beta-
blockers or angiotensin-converting enzyme inhibitors.

e Use in Children with hypertension from 6 to 17 years of age: The rec-
ommended antihypertensive oral dose in pediatric patients ages 6-17
years is 2.5 mg once daily (as a starting dose) and could be up-titrated
to 5 mg once daily if blood pressure goal is not achieved after 4 weeks
of treatment. Doses in excess of 5 mg daily have not been studied in
pediatric patients.

The effect of amlodipine on blood pressure in patients less than 6 years
of age is not known.

Contra-indications:

e Amlodipine must never be taken in case of hypersensitivity to dihy-
dropyridines.

o Amlodipine is generally unadvised in case of combination with dan-

trolene.

Warnings and Precautions for use:

o When clinical signs (asthenia, anorexia, persistent nausea), it is recom-
mended to perform liver enzymes assays. If increased and especially in
case of jaundice, the treatment must be stopped.

e Use in patients with impaired hepatic function: Amlodipine half-life is
prolonged in patients with impaired liver function.

Use During Pregnancy and Lactation:

Pregnancy: Category C. Animal studies did not show any teratogenic ef-
fects. Without teratogenic effect in animal, malformations in humans are
not expected. To date, any substances responsible for malformations in hu-
mans have effectively been found to be teratogenic in animals in properly
conducted studies on both species.

Presently, there is no relevant or enough data to assess an eventual mal-
formation or foetotoxic effect of amlodipine when administered during
pregnancy. Consequently, as a precaution measure, it is preferable not to
use amlodipine during pregnancy.

Lactation: There is no data regarding the excretion of amlodipine in breast
milk. However, as with others dihydropyridines, the quantities found in
breast milk are low, and no undesirable effects was notified on the basis
of isolated cases. As a precaution measure, it is advisable to avoid if pos-
sible, the administration of this medicine to the breastfeeding woman.

Drug Interactions:

Unadvisable combination (care measure)

e Dantrolene (infusion): In animals, cases of fatal ventricular fibrillations
are consistently observed when verapamil and dantrolene are adminis-
tered by IV route. Thus, the combination of a calcium-channel blocker
with dantrolene is potentially dangerous. However, a few patients have
received the combination nifedipine and dantrolene without any trouble.
Combination needing precaution

e Alpha-1 blockers (alfuzosin, prazosin): Increase in the hypotensive ef-
fect. Risk of severe orthostatic hypotension. Clinical monitoring.
Research of any orthostatic hypotension in the hours following the alpha-1
blocker drug administration (particularly at the beginning of the treatment).
e Baclofene: Increase in the anti-hypertensive effect. Monitoring of the
arterial pressure and posological adaptation of the anti-hypertensive
drug if necessary.

o Rifampicine: Described for verapamil, diltiazem and nifedipin. Decrease
of the plasma levels of the calcium channel blocker due to an increase of
its hepatic metabolism.

Clinical monitoring and, eventually adjustment of the dose of the calci-
um channel blocker during the treatment with rifampicine and after its
withdrawal.

e |traconazole: Extrapolated from nifedipine, felodipine and isradipine.
Increased risk of oedema due to a decrease of the dihydropyridine he-
patic metabolism.

Clinical monitoring and, eventually adjustment of the dose of the dihy-
dropyridine the treatment with itraconazole and after its withdrawal.
Combination to be taken into account

o Beta-blockers: hypotension, heart failure in patients with latent or
un-controlled heart failure (in vitro negative inotropic effect of the dihydro-
pyridines, more or less marked depending on the products and susceptible
to add to the negative inotropic effects of beta-blockers). The presence

of a beta-blocker treatment can moreover minimise the reflex sympathic
reaction set into action in case of excessive hemodynamic repercussion.

e Imipramine antidepressants (tricyclics): Antihypertensive effect and risk
of orthostatic hypotension increased (additive effect).

e Corticosteroid, tetracosactid (general route): Decrease in the antihyper-
tensive effect (hydrosodic retention of the corticosteroids).

o Neuroleptics: Antihypertensive effect and risk of orthostatic hypoten-
sion increased (additive effect). Furthermore, amlodipine does not modify
the plasma levels or the renal clearance of digoxine in the healthy vol-
unteers.

Undesirable effects:

Adverse reactions occurring most commonly are linked to the vasodilator
action of the drug. These essentially involve headache, redness or feeling
of heat of the face. These side effects occur most often during the initial
weeks of treatment and generally lessen as it continues.

In common with other dihydropyridines an ankle and/or facial edema
could occur. This is more frequent at high doses.

There have been rarer reports of:

Cardiac effects: tachycardia, palpitations, syncope, arterial hypotension.
Cutaneomucous effects: alopecia, increased sweating, allergic reaction
including pruritus, rash and angioedema, purpura, urticaria and skin dis-
coloration. As with other dihydropyridines, slight gingival enlargement
has been reported in patients with marked gingivitis/parodontitis. Such
enlargement can be avoided or disappear by careful oral hygiene.
Digestive effects: abdominal pain, dyspepsia, dysgueusia, appetite loss,
nausea, vomiting, diarrhea, constipation, dry mouth.

Neuromuscular effects: muscular cramps, myalgia, arthralgia.

Liver effects: Hepatitis, jaundice and hepatic enzyme elevations have
been reported very rarely (mostly consistent with cholestasis) with a few
cases severe enough to require hospitalization. They are recovered at the
treatment withdrawal.

Respiratory effects: rhinitis

Lungs effects: cough, dyspnea.

Genito-urinary effects: pollakiuria, impotence as reported with other an-
ti-hypertensive drugs, gynecomastia.

Neuropsychic effects: asthenia, giddiness, sleeping disorders, paresthesia,
trembling, visual disturbances, depressive disorders.

General effect: malaise.

Sensorial effect: tinnitus.

Hematopoietic effect: thrombocytopenia.

Vascular effect: vasculitis.

As with other calcium-channel blockers, the following events have been
rarely reported: anginal pain, myocardial infarction, arrhythmia (includ-
ing bradycardia). They can be linked to the pathology pre-existent to the
treatment, and must lead to discuss the continuation of the treatment.
Exceptional cases of extrapyramidal syndrome have been reported.

Overdose:

Massive overdose could cause notable peripheral vasodilation leading to
marked and probably prolonged systemic hypotension. Any hypotension
following acute poisoning requires, monitoring in a cardiology intensive
unit. A vasoconstrictor could be used to restore vascular tone and blood
pressure. Amlodipine is not dialysable.

Pharmacological Properties:

Pharmacodynamic properties:

Vaznor e is a dihydropyridine calcium antagonist (calcium ion antag-
onist or slowchannel blocker) that inhibits the transmembrane influx of
calcium ions into vascular smooth muscle and cardiac muscle. Experimen-
tal data suggest that Vaznor @ binds to both dihydropyridine and non-
dihydropyridine binding sites. The contractile processes of cardiac mus-
cle and vascular smooth muscle are dependent upon the movement of
extracellular calcium ions into these cells through specific ion channels.
Vaznor @ inhibits calcium ion influx across cell membranes selectively,
with a greater effect on vascular smooth muscle cells than on cardiac
muscle cells. Negative inotropic effects can be detected invitro but such
effects have not been seen in intact animals at therapeutic doses. Serum
calcium concentration is not affected by ¥aznor . Within the physio-
logic pH range, Yazmor © is an ionized compound (pKa=8.6), and its
kinetic interaction with the calcium channel receptor is characterized by
a gradual rate of association and dissociation with the receptor binding
site, resulting in a gradual onset of effect.

Vaznor © s a peripheral arterial vasodilator that acts directly on vascu-
lar smooth muscle to cause a reduction in peripheral vascular resistance
and reduction in blood pressure.

Pharmacokinatic properties:

After oral administration of therapeutic doses of ¥aznor e, absorption
produces peak plasma concentrations between 6 and 12 hours. Absolute
bioavailability has been estimated to be between 64 and 90%. The bio-
availability of Vaznor @is not altered by the presence of food.

Vaznor @ is extensively (about 90%) converted to inactive metabolites
via hepatic metabolism with 10% of the parent compound and 60%
of the metabolites excreted in the urine. Ex vivo studies have shown that
approximately 93% of the circulating drug is bound to plasma proteins in
hypertensive patients. Elimination from the plasma is biphasic with a ter-
minal elimination half-life of about 30-50 hours. Steady-state plasma levels
of Vaznor © are reached after 7 to 8 days of consecutive daily dosing.
The pharmacokinetics of ¥aznor e are not significantly influenced by
renal impairment. Patients with renal failure may therefore receive the
usual initial dose.

Elderly patients and patients with hepatic insufficiency have decreased
clearance of amlodipine with a resulting increase in AUC of approximate-
ly 40-60%, and a lower initial dose may be required. A similar increase
in AUC was observed in patients with moderate to severe heart failure.

Special precautions for storage:
Store below 30°C.
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This is a medicament

« A medicament i a product which affects your health, and its consumption
contrary to instructions is dangerous for you.
« Follow stricty 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, ts 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 medicament out of the reach of children
‘COUNCIL OF ARAB HEALTH MINISTERS

UNION OF ARAB PHARMACISTS
PHARMA

l Total Quality

www.tgpharma.com

Al-Tagaddom Pharmaceutical Industries
Amman-Jordan
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