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l)llatﬂ 'V Tablets

Amlodipine Besylate + Valsartan + Hydrochlorothiazide)

WARNING: FETAL TOXICITY
When pregnancy is detected, discontinue as soon as possible. Drugs that act directly on the renin-angiotensin system can cause injury and death to the
developing foetus.

QUALITATIVE AND QUANTITATIVE COMPOSITION

Onato™V Tablet 5mg/160mg/12.5mg Onato™V EF Tablet 5mg/160mg/25mg Onato™V EF Tablet 10mgi60mg/12.5mg
Each film coated tablet contains: Each film coated tablet contains: Each film coated tablet contains:

Amlodipine (as Besylate) Ph. Eur.. 5mg Amlodipine (as BesyIate) Ph. Eul 5mg Amlodipine (as Besylate) Ph. Eui

/alsartan USP......... mg Valsartan USP 60mg Valsartan USP.......
Hydrochlorothiazide Bl .12.5mg t BP 25mg Hydrochlorothiazide Bl
Onatd®V ETEF Tablet 10mg/160mg/25mg Onato™V ETEY Tablet 10mg/320mg/25mg
Each film coated tablet contains: Each film coated tablet contains:
Amlodipine (as Besy\a(e) Ph. Eur.........10mg Amlodipine (as Besylate) Ph. Eul

aIsartan USP ..160mg Valsanan USP

BP 25mg

PHARMACEUTICAL FORM: Tablet
CLINICAL PARTICULARS
[THERAPEUTIC INDICATIONS: Indicated for treatment of hypertension as substitution therapy in adults whose bIcod pressure is adequately controlled on the combination o
amlodipine, valsartan and hydrochlorothiazide (HCT), taken either as three single- ora and a single- This

ixed combination drug is not indicated for the initial therapy of hypertension.

PPOSOLOGY AND METHOD OF ADMINISTRATION:

Posology: Recommended dose is one tablet per day, preferably in the moming. Before switching to Onato™V &7 patients should be controlled on stable doses of the|
monocomponents taken at the same time. The dose should be based on the doses of the individual components of the combination at the time of switching. The maximum|
recommended dose is 10mg/320mg/25mg.

iSpecial Population:
Renal impaimgnt: No adjustment of the initial dose is required for mild to moderate renal impairment. Contraindicated in anuria and severe renal impairment due

Hep: mpairment: Contraindicated in severe hepatic impairment. Not suitable in mild to moderate hepatic impairment without cholestasis as the maximum recommended|
dose is Omg valsartan. Dose recommendations for amlodipine have not been established in patients with mild to moderate hepatic impairment. Lowest available dose of the|
should be used

Elderly (age 65 years or over): Caution, including frequent monitoring of blood pressure, is recommended, particularly at the maximum dose of Onate™V EISF

110mg/320mg/25mg.
Paediatric population: No relevant use for the indication of essential hypertension.
Heart failure and coronary artery disease: Caution advised particularly at the maximum dose; ipine/ valsar iazide 10mg/320mg/25mg.
Method of Administration: Oral use. Can be taken with or without food. Tablets should be swallowed whole with some water.
CONTRAINDICATIONS
to the active to other i to dihyd idine d ives, or to any of the excipients
O Second and third trimesters of pregnancy. ® Hepatic impairment, biliary cirrhosis or cholestasis.

#® Severe renal impairment (GFR <30 ml/min/1.73 m2), anuria and patients undergoing dialysis.
® Concomitant use with aliskiren-containing products in patients with diabetes mellitus or renal impairment (GFR <60 ml/min/1.73 m2). Refractory hypokalaemia, hyponatraemia,

and
® Severe hypotension. ® Shock (including cardiogenic shock).
@ Obstruction of the outflow tract of the left ventricle (e.g. and high grade aortic stenosis).

® Haemodynamically unstable heart failure after acute myocard\al 'infarction.
|SPECIAL WARNINGS AND PRECAUTIONS FOR USE: Safety and efficacy of amlodipine in hypenenswe crisis have not been established.

Sodium-and/or volume-depleted patients: may occur in sodium-depleted and/or depleted patients after initiation of treatment and therefore,|
should be used only after correction of any pre-existing sodium and/or volume depletion. Treatment can be continued once blood pressure has been stabilised.

iSerum electrolyte changes: Periodic of serum should be at intervals in patients with other risk factors such as
impaired renal function, treatment with other medicinal products or hlslory of pnor electrolyte imbalances.

Hydrochlorothlande Thiazide diuretics can precipi new onset p ting F ia; If i develops during
ydrc ide therapy, di inue this combmalwon

Renal impail Serum should be i monitored (including potassium), creatinine and uric acid serum levels is recommended.

Hepatic impairment: In patients with mild to moderate hepatic impairment without cholestasis, the maximum recommended dose is 80mg valsartan

Renal artery stenosis: Should be used with caution in patients with unilateral or bilateral renal artery stenosis.

Angioedema: Angioedema, including swelling of the larynx and glottis, causing airway obstruction and/or swelling of the face, lips, pharynx, and/or tongue, is known to occur in
patients treated with valsartan.

Heart failure and coronary artery disease/post-myocardial infarction: ACE inhibitors and in receptor has been with oliguria and/or
progressive azotaemia and (rarely) with acute renal failure and/or death. Calcium channel blockers, including amlod\plne should be used with caution in patients with congestive|
heart failure, as they may increase the risk of future cardiovascular events and mortality.

{Aortic and mitral valve s(enosls Specm\ caution is indicated in patients.

Primary Not in this population.

Systemic lupus erythematosus (SLF): Thiazide diuretics, including hy are known to or activate systemic lupus erythematosus.

Other metabolic disturbances: Thiazide diuretics, mc\udlng hydrochlorolhwazwde may alter glucose tolerance and raise serum levels of cholesterol, triglycerides and uric acid

Photosensitivity: If pholosensnwny reaction occurs during treatment wnh Onate™V &7 |t is recommended to stop the treatment.

[Choroidal effusion, acute myopia and secondary acute angl: Hy , has beel with ar reaction resulting in
horoidal effusion with visual field defect, acute transient myopia and acute angle-closure gIaucoma The pnmary treatment isto dlscontmue hydrochlorothnaznde as rapidly as|

possible.

Dual blockade of the renin-angiotensin-aldosterone system (RAAS): ACE inhibitors and ARBs should not be used concomitantly in patients with diabetic nephropathy,

Non-melanoma skin cancer: Basal cell (BCC) and (SCC) with i dose of exposure is known to

oceur.

INTERACTIONS WITH MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTIONS: Concomitant use not recommended:

iCT and Lithium: R ible increases in serum lithium concentrations and toxicity is known to occur.
o iCT and F paring diuretics, salt ium and other that may increase
potassium levels: Frequent momtorlng of potassium plasma levels is advised.
® Amlodipine and grapefruit juice: Not recommended as bioavailability may be increased in some patients, resulting in increased blood pressure lowering effects.
Cauhon required with concomitant use:

and CYP3A4 inhibitors (i.e. i ritonavir): May give rise to significant increase in amlodipine exposure. Clinical monitoring and dose|
adjustment may be required.
® Amlodipine and CYP3A4 inducers i agents [e.g. icin, Hypericum|

perforatum [St. John’s wort]): Plasma concentration of amlodipine may vary; blood pressure should be monitored and dose regulalwon considered both during and aftel
concomltant medu;atlon pamcuIarIy with strong CYP3A4 inducers (e.g. nfampmm hypericum perforatum).

and in is co- ini with do not exceed doses greater than 20mg daily of simvastatin.
Amlodipine and Dantrolene: Rlsk of hyperkalaemia; co-: admlmslranon of calcium channel blockers such as amlodipine be avoided in patients susceptible to malignan
hyperthermia and in the of malignant
Valsartan/HCT and NSAIDs: May attenuate the antihypertensive effect. May lead to worsening of renal function and an increase in serum potassium; Monitoring of renal
function at the beginning of the treatment as well as adequate hydratlon recommended.
Valsartan and Inhibitors of the uptake P in) or efflux transporter (ritonavir): Systemic exposure of valsartan maybe increased.
HCT and Alcohol, barbiturates or narcotics: May potentiate orthostatic hypotension.
HCT and Amatadine: May increase the risk of adverse reactions caused by amantadine.
HCT and Anticholinergic agents and other medicinal products affecting gastric motility: Bi ilability of thiazide-type, app: due to a decrease in gastrointestinal
motility and the stomach emptying rate.
HCT and Antidiabetic agents (e.g. insulin and oral antidiabetic agents): Thiazides may alter glucose tolerance; dose adjustment of the antidiabetic may be necessary,
HCT and Metformin: Metformin should be used with caution.
HCT and Beta blockers and diazoxide: May increase the risk of hyperglycaemla.
HCT and Cyclosporin: May increase the risk of h ia and gout-type
HCT and Cytotoxic agents: May reduce the renal excrellon of cytotoxic agents (e.g. cycIophospham\de melholrexale) and potentiate their myelosuppressive effects.

HCT and Digitalis Thiazide-induced hypokalaemia or hypomagnesaemia may occur as effects, favouring the onset of digitalis-induced cardia
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arrhythmias
HCT and lodine contrasting agents: There is an increased risk of acute renal failure, especially with high doses of iodine products. Patients should be re-hydrated before
the administration.

® HCT and lon exchange resins: Absorption of HCT is decreased by cholestyramme or colestipol; may result in sub-therapeutic effects of thiazide diuretics.

® HCT and Medicinal products affecting serum level: } fect of thiazide may be increased by concomitant administration of kaliuretic|
diuretics, corticosteroids, laxatives, adrenocorticotropic hormone (ACTH), amphotericin, carbenoxolone, penicillin G and salicylic acid denvatwes or antiarrhythmics.

® HCT and Medicinal produc(s aﬂectmg serum sodium level: Hyponatraemic effect of diuretics may be i by of medicinal products such|
as

® HCT and Medlclnal producls that could induce !orsades de pointes: Due to the risk of iazide should be i with caution in|
particular. Class la and Class Il antiarrhythmics and some amlpsychoncs

® HCT and Medicinal products used in the treatment of gout (p and i C inistration of thiazide diuretics, including

hydrochlorothiazide, may increase the incidence of hypersensitivity reactions to allopurlncl

HCT and Methyldopa: Haemolytic anaemia is known to occur.

HCT and Non-depolarising skeletal muscle relaxants (e g. tubocurarine): Thiazides, including HCT, potentiate the action of curare derivatives.

HCT and Other anti : Thiazides potentiate the antihypertensive action of other drugs (e.g.

beta-blockers, vasodilators, calcium channel blockers ACE inhibitors, ARBs and Direct Renin Inhibitors [DRIs]).

HCT and Pressor amines (e.g. noradrenaline, adrenaline): HCT may reduce the response to pressor amines such as noradrenaline; ciinical significance of this effect is

uncertain and not sufficient to preclude their use.

HCT and Vnamm D and calcium salts: May potentiate the rise in serum calcium. May lead to hypercalcaemia in patients pre-disposed for hypercalcaemia (e.g.
i or Vitamin-D-mediated byi tubular calcium

HCT and Dual blockade of the RAAS with ARBs, ACE inhibitors or aliskiren: Associated with a higher frequency of adverse events such as hypotension, hyperkalaemia|

and decreased renal function (including acute renal failure) compared to the use of a single RAAS-acting agent.

FERTILITY, PREGNANCY AND LACTATION:

Fertility: There is no clinical studies on fertility with i Niazide.

Pregnancy: Pregnancy Category D: Not recommended during first trimester and contraindicated during the second and third trimester of pregnancy.
Lactation: Amlodipine and hydrochlorothiazide is excreted in human milk. Use of this medicinal product during breast-feeding is not recommended.

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES: Amlodipine can have mild or moderate influence on the ability to drive and use machines. If patients taking|
medicinal products containing amlodipine suffer from dizziness, headache, fatigue or nausea, the ability to react may be impaired.

E EFFECTS: The following additional adverse reactions have been reported in post marketing experience:

With has been reported infrequently and a causal relationship is uncertain. Jaundice and hepatic enzyme elevations (mostly consistent

ith cholestasis or hepatitis), in some cases severe enough to require hospitalization, have been reported in association with use of amlodipine.

Valsartan or valsartan/hydrochlorothiazide: The following additional adverse reactions have been reported in post-marketing experience with valsartan or valsartan|
hydrochlorothiazide:
® Blood and L ic: Decrease in decrease in
® Hypersensitivity: There are rare reports of angioedema. Some of these patients previously experience angioedema with other drugs including ACE inhibitors,
Onato-V EI&¥ should not be re-administered to patients who have had angioedema.

® Digestive: Elevated liver enzymes and very rare reports of hepatitis ® Renal: Impaired renal function, renal failure
® Clinical Laboratory Tests: Hyperkalaemia @ Dermatologic: Alopecia
® Vascular: Vasculitis ® Nervous System: Syncope

® Rare cases of rhabdomyolysis have been reported in patients receiving angiotensin Il receptor blockers
Hydrochlorothiazide: The following additional adverse reactions have been reported in post-marketing ience with
® Acute renal failure, renal disorder, aplastic anaemia, erythema multiforme, pyrexia, muscle spasm, asthenia, acute angle-closure g\aucoma bone marrow failure, worsening|

of diabetes control, hypokalaemia, blood lipids increased, alkalosis, impotence, visual impairment.

® Pathological changes in the parathyroid gland of patients with hypercalcemia and hypophosphatemia have been observed in a few patients on prolonged thiazide therapy. |
t occurs, further is necessary

OVERDOSE:

Amlodipine: If ingestion is recent, induction of vomiting or gastric Iavage may be considered. Administration of activated charcoal to healthy volunteers immediately or up to

two hours after ingestion of amlodipine has been shown to pine is unlikely to be removed by haemodialysis. Valsartan:

alsartan is unlikely to be removed by haemodialysis.
Hydrochlorothiazide: Overdose with ide is iated with el lyte depletion ia) and ia resulting from
diuresis. The degree to which hydrochlorothiazide is removed by I has not been

PHARMACOLOGICAL PROPERTIES
PHARMACODYNAMIC PROPERTIES:
Pharmacotherapeutic group: Agents acting on the renin-angiotensin system, angiotensin Il antagonists, other combinations, ATC code: CO9DX01.

MECHANISM OF ACTION: Amlodipine belongs to the calcium antagonist class and valsartan to the angi 1] ist class and iazide belongs to the|
hiazide diuretics class of medicines. The combination of these substances has an additive antihypertensive effect.

ism of action: Ar ipine inhibits the 1e entry of calcium ions into cardiac and vascular smooth muscle. The mechanism of the anti-
hypertensive action of amlodipine is due to a direct relaxant effect on vascular smooth muscle, causing reductions in peripheral vascular resistance and in blood pressure
Valsartan Mechanism of action: Valsartan is an orally active, potent and specific angi Il receptor Itacts ively on the receptor subtype AT+, which is
responsible for the known actions of angiotensin 1.
Hydrochlorothiazide Mechanism of action: The site of action of thiazide diuretics is primarily in the renal distal convoluted tubule. A high-affinity receptor i in the renal corte)
s the primary binding site for the thiazide diuretic action and inhibition of NaCl transport in the distal convoluted tubule, thereby affecting
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.

PHARMACOKINETIC PROPERTIES:

Distribution, Bi ion, Elimination: Peak plasma of I are reached in 6-12 hours. Absolute bioavailability has|
been calculated as between 64% and 80%. Volume of distribution is approxlmale\y 21 Ikg. Amlodipine is 90%, in the liver to inactive|
metabolites. Elimination from plasma is biphasic, wnh a terminal ehmmatlon half-life of approximately 30 to 50 hours. Steady -state plasma levels are reached after continuous|
administration for 7 8 days 10% of onglnal i and 60% of ites are excreted in urine.

Valsartan p ion, Elimination: Following oral admi of valsartan alone, peak plasma concentrations of valsartan are reached in|
P-4 hours. Mean absolule ility is 23%. The steady-state volume of distril of valsartan after intravenous administration is about 17 litres, indicating that valsartan
does not distribute into tissues extensively. Valsartan is highly bound to serum proteins (94-97%), mainly serum albumin. Valsartan is not transformed to a high extent as onl
about 20% of dose is recovered as metabolites. Valsartan is primarily eliminated in faeces (about 83% of dose) and urine (about 13% of dose), mainly as unchanged drug.|
Following intravenous administration, plasma clearance of valsartan is about 2 I/h and its renal clearance is 0.62 I/h (about 30% of total clearance). The half-life of valsartan is|
6 hours.

i Di: Elimination: The ion of i after an oral dose, is rapid (Tmax about 2 hours),|
[The increase in mean AUC is linear and dose propomonal in the (herapeutlc range. The effect of food on hydrochlorothiazide absorption, if any, has little clinical significance.
Absolute of is 70% aﬂer oral The apparent volume of distribution is 4-8 I/kg. Circulating hydrochlorothiazide is bound to serum|
proteins (40- 70%) mainly serum albumin. t \iazide also inery atapp 3 times the level in plasma. Hydrochlorothiazide is eliminated
HELF LIFE:
ee expiry on the pack.
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nato™V EY tablet 5mg/160mg/12.5mg in a pack of 28's
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