Valsartan Plus

25/160 - 12.5/160 - 12.5/80  EC.Tablets

Reva Pharma

Composition:

Each Valsartan plus 80 /12.5 Film-coated tablet contains:

Valsartan 80 mg + Hydrochlorothiazide 12.5 mg.

Each Valsartan plus 160 /12.5 Film-coated tablet contains:

Valsartan 160 mg + Hydrochlorothiazide 12.5 mg.

Each Valsartan plus 160 / 25 Film-coated tablet contains:

Valsartan 160 mg + Hydrochlorothiazide 25 mg.

Mechanism of Action: Valsartan plus tablet contains two active substances:
Valsartan: It belongs to a class of medicines known as angiotensin IT
receptor antagonist. Angiotensin II is a substance in the body that causes
vessels to tighten, thus causing your blood pressure to increase. Valsartan
work by blocking the effect of angiotensin II on its receptors (AT1). As a
result, blood vessels relax, and blood pressure is lowered.
Hydrochlorothiazide: is a thiazide diuretic, The mode of action of thiazides
is through inhibition of the Na+/Cl- symporter in the renal distal convoluted
tubule, thereby affecting electrolyte reabsorption mechanisms :directly
increasing sodium and chloride excretion to an approximately equal

extent, and indirectly by this diuretic action reducing plasma volume, with
consequent increases in plasma renin activity, aldosterone secretion and
urinary potassium loss, and a decrease in serum potassium. The renin-
aldosterone link is mediated by angiotensin II, so with co-administration of
valsartan the reduction in serum potassium is less pronounced as observed
under monotherapy with hydrochlorothiazide.

Pharmacokinetics:

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

Hydrochlorothiazide : The absorption of hydrochlorothiazide, after

an oral dose, is rapid (tmax about 2 h). Absolute bioavailability of
hydrochlorothiazide is 70% after oral administration. Hydrochlorothiazide
is bound to serum proteins (40-70%), mainly serum albumin.
Hydrochlorothiazide also accumulates in erythrocytes at approximately 3
times the level in plasma. Hydrochlorothiazide is eliminated predominantly
as unchanged drug. The of hydrochlorothiazide half-life averaging 6 to 15
hours in the terminal elimination phase.

Indications: Valsartan plus is used in:

Treatment of essential hypertension in adults.

Valsartan and Hydrochlorothiazide fixed-dose combination is indicated in
patients whose blood pressure is not adequately controlled on valsartan or
hydrochlorothiazide monotherapy.

Contraindications: Valsartan plus Tablets are contraindicated in the
following cases:

- Hypersensitivity to valsartan, hydrochlorothiazide, other sulfonamide-
derived medicinal products or to any of the excipients.

- Second and third trimester of pregnancy.

- Severe hepatic impairment, biliary cirrhosis and cholestasis.

- Severe renal impairment (creatinine clearance <30 ml/min), anuria.

- Refractory hypokalaemia, hyponatraemia, hypercalcaemia, and
symptomatic hyperuricaemia.

- The concomitant use of Valsartan/Hydrochlorothiazide with aliskiren-
containing products is contraindicated in patients with diabetes mellitus or
renal impairment (GFR < 60 ml/min/1.73m2).

‘Warnings and Precautions:

- Monitoring of potassium levels should be undertaken when using Valsartan

plus in the following cases:

« Concomitant use of valsartan with potassium supplements, potassium-

sparing diuretics, or other agents that may increase potassium levels

(heparin, etc.).

* Treatment with thiazide diuretics, including hydrochlorothiazide. In some

cases, Hypokalaemia has been reported.

- In severely sodium-depleted and/or volume-depleted patients, such as

those receiving high doses of diuretics, symptomatic hypotension may occur

in rare cases after initiation of therapy with Valsartan/Hydrochlorothiazide.

Sodium and/or volume depletion should be corrected before starting

treatment with Valsartan/Hydrochlorothiazide.

- Valsartan plus should not be used to treat hypertension in patients with

unilateral or bilateral renal artery stenosis or stenosis of the artery to a

solitary kidney, since blood urea and serum creatinine may increase in such

patients.

- Evaluation of patients with heart failure or post-myocardial infarction

should always include assessment of renal function.

- Patients with primary hyperaldosteronism should not be treated with

Valsartan plus as their renin angiotensin system is not activated.

- In patients with mild to moderate hepatic impairment without cholestasis,

Valsartan plus should be used with caution.

- Thiazide diuretics, including hydrochlorothiazide, have been reported to

exacerbate or activate systemic lupus erythematosus.

- Thiazide diuretics, including hydrochlorothiazide, may alter glucose

tolerance and raise serum levels of cholesterol, triglycerides and uric acid.

- Hyperparathyroidism: Thiazides may reduce urinary calcium excretion,

so Valsartan plus should be discontinued before carrying out tests for

parathyroid function.

- If photosensitivity reaction occurs during treatment, it is recommended to

stop the treatment.

- Angioedema: Valsartan plus should be immediately discontinued in

patients who develop angioedema, and Valsartan plus should not be re-

administered.

Pregnancy and Lactation:

Valsartan plus is contraindicated in both pregnancy and breastfeeding.

When pregnancy is diagnosed, treatment with Valsartan plus should be

stopped immediately, and, if appropriate, alternative therapy should be

started.

Drug Interactions:

amlodipine, atenolol, cimetidine, digoxin, furosemide, glyburide,

hydrochlorothiazide, or indomethacin: No clinically significant drug

interactions were observed with the combined use of these drugs with

valsartan.

Alcohol, barbiturates, and narcotics: orthostatic hypotension may occur with

concomitant administration with thiazides (hydrochlorothiazide).

Antidiabetic drugs (oral agents and insulin): Dosage adjustment of the

antidiabetic drug may be required.

Other antihypertensive drugs: Additive effect or potentiation.

Cholestyramine and colestipol(resins): These drugs significantly reduce the

absorption of hydrochlorothiazide.

Corticosteroids: Intensified electrolyte depletion, particularly hypokalemia.
Skeletal muscle relaxants. nondepolarizing (e.g.. tubocurarine): Possible

increased responsiveness to the muscle relaxant.

Lithium: Should not generally be given with diuretics. Diuretic agents

reduce the renal clearance of lithium and add a high risk of lithium toxicity.

Refer to the package insert for lithium preparations before use of such

preparations with Valsartan plus.

Non-steroidal anti-inflammatory Drugs: when Valsartan plus and non-

steroidal anti-inflammatory agents are used concomitantly, the patient

should be observed closely to determine if the desired effect of the diuretic

and antihypertensive effects is obtained.

Side Effects:

Some side effects may appear when using Valsartan plus, it may include

hypotension, headache, dizziness, upper respiratory infection, cough,
diarrhea, rhinitis, sinusitis, nausea, pharyngitis, edema, and arthralgia,
allergic reaction and asthenia ¢ palpitations ¢ pruritus and rash, constipation,
dry mouth, dyspepsia, and flatulence, back pain, muscle cramps, and
myalgia, anxiety, insomnia, paresthesia, and somnolence , dyspnea, vertigo,
impotence. Other reported events seen less frequently in clinical trials
included chest pain, syncope, anorexia, vomiting, and angioedema.

Dosage and Administration:

Valsartan plus can be taken with or without food and should be administered
with water.

The recommended dose of Valsartan plus is one film-coated tablet once
daily. Dose titration with the individual components is recommended.
When clinically appropriate direct change from monotherapy to the fixed
combination may be considered in patients whose blood pressure is not
adequately controlled on valsartan or hydrochlorothiazide monotherapy,
provided the recommended dose titration sequence for the individual
components is followed.

The clinical response to Valsartan/Hydrochlorothiazide should be evaluated
after initiating therapy and if blood pressure remains uncontrolled, the dose
may be increased by increasing either one of the components to a maximum
dose of Valsartan/Hydrochlorothiazide 320 mg/25 mg.

The antihypertensive effect is substantially present within 2 weeks.

In most patients, maximal effects are observed within 4 weeks. However, in
some patients 48- weeks treatment may be required. This should be taken
into account during dose titration.

Renal impairment:

No dose adjustment is required for patients with mild to moderate renal
impairment (Glomerular Filtration Rate (GRF) >30 ml/min). Due to the
hydrochlorothiazide component, Valsartan plus is contraindicated in patients
with severe renal impairment (GFR < 30 mL/min) and anuria.

Hepatic impairment:

In patients with mild to moderate hepatic impairment without cholestasis
the dose of valsartan should not exceed 80 mg. No adjustment of the
hydrochlorothiazide dose is required for patients with mild to moderate
hepatic impairment. Valsartan plus is contraindicated in patients with severe
hepatic impairment or with biliary cirrhosis and cholestasis.

Paediatric population:

Valsartan plus is not recommended for use in children below the age of 18
years due to a lack of data on safety and efficacy.

Overdose:

Symptoms: Overdose with valsartan may result in marked hypotension,
which could lead to depressed level of consciousness, and/or shock. In
addition, the following signs and symptoms may occur due to an overdose
of the hydrochlorothiazide component: nausea, somnolence, hypovolaemia,
and electrolyte disturbances associated with cardiac arrhythmias and muscle
spasms.

Treatment: The therapeutic measures depend on the time of ingestion and
the type and severity of the symptoms; stabilisation of the circulatory
condition is of prime importance.

If hypotension occurs, the patient should be placed in a supine position and
salt and volume supplementation should be given rapidly.

Valsartan is unlikely to be removed by haemodialysis.

Storage: Keep this medicine out of the sight and reach of children. Store
below30°C. Store in the original package.

Do not use this medicine after the expiry date which is stated on the
packaging after EXP. The expiry date refers to the last day of that month.
Packaging: Each carton Valsartan plus: (80 / 12.5) - (160 /12.5) - (160 /25)
contains 20 Film-coated tablets in two strips.
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