DiO Valsal'tall Film Coated Tablets

Composition:

Each Dio Valsartan 80/5 Film Coated Tablet contains:

Valsartan 80 mg and Amlodipine (as besylate) 5 mg.

Each Dio Valsartan 160/5 Film Coated Tablet contains:

Valsartan 160 mg and Amlodipine (as besylate) 5 mg.

Each Dio Valsartan 160/10 Film Coated Tablet contains:

Valsartan 160 mg and Amlodipine (as besylate) 10 mg.

Mechanism of Action:

Valsartan: Is an angiotensin II receptors antagonist. Angiotensin II is a
substance in the body that causes vasoconstriction, thus causing blood
pressure to increase. Valsartan work by blocking the effect of angioten-
sin I on its receptors (AT1). As a result, blood vessels relax, and blood
pressure is lowered.

Amlodipine: Amlodipine belongs to a class of medications called cal-
cium channel blockers. The mechanism of the antihypertensive action
is due to a direct relaxant effect on vascular smooth muscle, causing
reductions in peripheral blood vascular resistance and in blood pres-
sure. This combination has an additive antihypertensive effect, reduc-
ing blood pressure to a greater degree than either component alone.
Pharmacokinetics:

Valsartan: After giving valsartan orally, it reaches the peak of the plas-
ma concentration after 2-4 hours. With a bioavailability of about 23%.
Valsartan is highly bound to serum proteins (94-97) %, mainly albu-
min. Valsartan is not biotransformed to a high extent (as only about
20% of dose is recovered as metabolites). Valsartan is primarily elimi-
nated by biliary excretion in faeces (about 83% of dose) and renally in
urine (about 13% of dose), mainly as unchanged drug.

Amlodipine: After oral administration, amlodipine is well absorbed
with peak blood levels between 6-12 hours post dose. Absolute bio-
availability has been estimated to be between (64-80)%. Approximate-
ly 97.5% of circulating amlodipine is bound to plasma proteins. It is
extensively metabolized in the liver to inactive metabolites, 10% of
the parent compound and 60% of the metabolites of amlodipine are
excreted in the urine.

Indications:

Dio Valsartan is used to treatment of essential hypertension. This com-
bination is indicated in adult patients whose blood pressure has not
been adequately controlled when valsartan or amlodipine is used as
monotherapy.

Contraindications:

- Hypersensitivity to valsartan, amlodipine or to any of the other ingre-
dients of the product.

- Haemodynamically unstable heart failure after acute myocardial in-
farction.

- Severe hepatic impairment, biliary cirrhosis and cholestasis.

- Obstruction of the outflow tract of the left ventricle (e.g.; hypertroph-
ic obstructive cardiomyopathy and high-grade aortic stenosis).

REVAPHARMA

Warnings & Precautions:

- In some cases, symptomatic hypotension may occur after initiation of
therapy with Dio Valsartan.

- Dio Valsartan should not be used to treat high blood pressure in pa-
tients with unilateral or bilateral renal artery stenosis or renal artery
stenosis in patients with one kidney.

- Patients with primary hyperaldosteronism should not be treated with
Dio Valsartan as their renin angiotensin system is not activated.

- Amlodipine should be used with caution in patients with congestive
heart failure.

- In patients with mild to moderate hepatic impairment without
cholestasis, Dio Valsartan should be used with caution.

- Angioedema: Dio Valsartan should be immediately discontinued in
patients who develop angioedema, and Dio Valsartan should not be
re-administered.

Pregnancy & Lactation:

Pregnancy: Pregnancy category D. Dio Valsartan is contraindicated in
pregnancy.

Lactation: There is no information available regarding the use of Dio
Valsartan during breastfeeding, therefore it is not recommended and al-
ternative therapies with proven safety profiles are best preferred during
breastfeeding, especially while breastfeeding a newborn or premature.
Drug Interactions:

Interactions linked to amlodipine:

- CYP3A4 inhibitors (e.g.; azole antifungals, macrolides, grapefruit):
may give rise to significant increase in concentration amlodipine, re-
sulting in increased blood pressure lowering effects.

- CYP3A4 inducers (e.g.; carbamazepine, phenobarbital, phenytoin,
rifampicin): Blood pressure and dose evaluation should be monitored
regularly both during and after concomitant use of these drugs.

- Simvastatin: It is recommended to limit the dose of simvastatin to 20
mg daily in patients on amlodipine.

Interactions linked to valsartan:

- Potassium-sparing diuretics, potassium supplements: Monitoring of
potassium plasma levels is advised.

- NSAIDs: When administered simultaneously, it can reduce the anti-
hypertensive effect of Valsartan and increase serum potassium.

- Rifampicin, Ciclosporin, ritonavir: These medicines may increase the
concentration of valsartan in the blood.

- The concomitant use of Valsartan with aliskiren-containing products
is contraindicated in patients with diabetes mellitus or renal impair-
ment (GFR less than 60 ml/min/1.73 m?).

Side Effects:

- Common side effects: Hypokalemia, nasopharyngitis, influenza,
headache, asthenia, fatigue, facial oedema, flushing, hot flush, oedema
peripheral.

- Uncommon side effects: Anorexia, hypercalcaemia, hyperlipidaemia,
hyperuricaemia, hyponatraemia, dizziness, paraesthesia, somnolence,
visual impairment, vertigo, palpitations, tachycardia, orthostatic hypo-
tension, cough, abdominal discomfort, nausea, and back pain.

- Rare side effects: Hypersensitivity, anxiety, tinnitus, syncope hyper-

hidrosis and polyuria.

Driving & Using Machines:

Patients should consider that dizziness or weariness may occasionally
occur. If patients suffer from this adverse effects the ability to react
may be impaired.

Dosage & Administration:

- The recommended dose is one Dio Valsartan tablet once daily. It is
recommended to adjust the dose according to each patient’s condition.
Up to a maximum dose of 320\10.

- Treatment with Dio Valsartan may be used in patients whose blood
pressure is not adequately controlled by monotherapy (valsartan alone
or amlodipine alone).

- The antihypertensive effect is substantially present within 2 weeks
after initiation of treatment. In most patients, maximal effects are ob-
served within 4 weeks.

Renal impairment: No dosage adjustment is required mild or moderate
renal impairment. Monitoring of potassium levels and creatinine is ad-
vised in moderate renal impairment.

Hepatic impairment: Dio Valsartan is contraindicated in patients with
severe hepatic impairment. In patients with mild to moderate hepatic
impairment without cholestasis, the maximum recommended dose is
80 mg valsartan.

Children: There are no data available to demonstrate the safety and
efficacy of Dio Valsartan in children under 18 years of age.
Overdose:

Symptoms: There is no experience of overdose with Dio Valsartan. The
major symptoms of overdose with valsartan is possibly pronounced
hypotension with dizziness. Overdose with amlodipine may result in
excessive peripheral vasodilation and, possibly, reflex tachycardia.
Treatment: If the drug has been taken recently, induction of vomiting
or gastric lavage may be considered. Administration of activated char-
coal up to two hours after ingestion of amlodipine has been shown to
significantly decrease its absorption. Frequent monitoring of cardiac
and respiratory system function and elevation of extremities should
be done. A vasoconstrictor may be helpful in restoring blood pressure.
Intravenous administration of calcium gluconate may reverse the cal-
cium channel blocking effects. Both valsartan and amlodipine are un-
likely to be removed by hemodialysis.

Storage:

Keep out of reach of children. Store below 30 °C.

Packaging:

Each Dio Valsartan (80\5) - (160\5) - (160\10) carton box contains 20
or 30 Film Coated Tablets in two or three Alu/Alu blisters.
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