CALSAR
SCHEDULING STATUS

1. NAME OF THE MEDICINE

CALSAR 5/80 mg tablet (5 mg amlodipine and 80 mg valsartan)
CALSAR 5/160 mg tablet (5 mg amlodipine and 160 mg valsartan)
CALSAR 10/160 mg tablet (10 mg amlodipine and 160 mg valsartan)

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

CALSAR 5/80 mg: Each film-coated tablet contains 6,95 mg amlodipine besylate (equivalent to 5 mg
amlodipine base) and 80 mg valsartan.

CALSAR 5/160 mg: Each film-coated tablet contains 6,95 mg amlodipine besylate (equivalent to 5 mg
amlodipine base) and 160 mg valsartan.

CALSAR 10/160 mg: Each film-coated tablet contains 13,90 mg amlodipine besylate (equivalent to 10
mg amlodipine base) and 160 mg valsartan.

CALSAR tablets are sugar free.
For the full list of excipients, see section 6.1

3. PHARMACEUTICAL FORM

CALSAR 5/80 mg: Yellow, round, biconvex, film-coated tablets with “I” on the one side and “LD” on the
other.

CALSAR 5/160 mg: Yellow, oval, biconvex, film-coated tablets with “2” on one face and “LD” on the other.
CALSAR 10/160 mg: White, oval, biconvex, film-coated tablets with “3” on one face and “LD” on the
other.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications

Treatment of mild to moderate essential hypertension in patients whose blood pressure is normalised
with the individual components in the same doses as the proposed fixed dose combination of CALSAR.

4.2 Posology and method of administration
Patients receiving valsartan and amlodipine from separate tablets may be switched to CALSAR containing
the same component doses.

Posology
The recommended dose is one tablet per day (the 3 strengths are listed
under section 2).

Special populations
In elderly:
Normal dosage regimens are recommended.

Children and adolescents:
CALSAR is not recommended for use in patients aged below 18 years due to a lack of data on safety and
efficacy (see section 4.4).

Renal impairment:
No dosage adjustment is required for patients with mild to moderate renal impairment. In patients with
severe renal impairment dosages may need to be reduced (see section 4.4).

Hepatic impairment:
Caution should be exercised when administering CALSAR to patients with hepatic impairment or biliary
obstructive disorders (see sections 4.4 and 4.5).

Method of administration
For oral use.
It is recommended to take CALSAR with some water.

4.3 Contraindications

Hypersensitivity to amlodipine, valsartan, or to dihydropyridine derivatives, or to any of the inactive
ingredients of CALSAR listed in section 6.1

A history of angioedema related to previous therapy with ACE inhibitors or angiotensin receptor
blockers (ARBs): These patients must never again be given these medicines

Hereditary or idiopathic angioedema

Hypertrophic obstructive cardiomyopathy (HOCM)

Severe renal function impairment (creatinine clearance less than 30 mi/min)

Bilateral renal artery stenosis

Renal artery stenosis in patients with a single kidney

Aortic stenosis

Concomitant therapy with potassium sparing diuretics such as spironolactone, triamterene, amiloride
(see section 4.5)

Concomitant use of fluoroquinolones with ACE inhibitors/Angiotensin receptor blockers is
contraindicated in patients with moderate to severe renal impairment (Creatinine clearance < 30ml/
min) and in elderly patients

Porphyria

Lithium therapy: Concomitant administration with CALSAR may lead to toxic blood concentrations of
lithium (see section 4.5)

The concomitant use of CALSAR with aliskiren-containing products is contraindicated (see sections 4.4
and 4.5)

Severe hepatic impairment, biliary cirrhosis or cholestasis

Severe hypotension

Shock (including cardiogenic shock)

Haemodynamically unstable heart failure after acute myocardial infarction

Pregnancy and lactation (see section 4.6).

4.4 Special warnings and precautions for use

Should a woman become pregnant while receiving CALSAR, the treatment should be stopped promptly
and switched to a different class of antihypertensive medicine (see sections 4.3 and 4.6).

Dual of the renin system (RAAS)

There is evidence that the concomltant use of ACE-inhibitors, angiotensin Il receptor blockers (ARBs) or
aliskiren may increase the risk of hypotension, hyperkalaemia and decreases renal function (including
acute renal failure). Dual blockade of RAAS through the combined use of CALSAR and aliskiren is
therefore contraindicated (see section 4.3).

CALSAR should not be used concomitantly with aliskiren (see section 4.3).

Sodium- and/or volume-depleted patients
Excessive hypotension was seen in 0,4 % of patients with uncomplicated hypertension treated with
amlodipine/valsartan in placebo-controlled studies. In patients with an activated renin-angiotensin
system (such as volume- and/or salt-depleted patients receiving high doses of diuretics) who are
receiving angiotensin receptor blockers, symptomatic hypotension may occur. Correction of this condition
prior to administration of CALSAR or close medical supervision at the start of treatment is recommended.
If hypotension occurs with CALSAR, the patient should be placed in the supine position and, if necessary,
given angr:tra\éenous infusion of normal saline. Treatment can be continued once blood pressure has

een stabilised.

Hyperkalaemia

Concomitant use with potassium supplements, potassium-sparing diuretics, salt substitutes containing
potassium, or other medicines that may increase potassium levels (heparin, etc.) should be undertaken
with caution and with frequent monitoring of potassium levels (see section 4.3 and 4.5).

Renal artery stenosis
CALSAR should be used with caution to treat hypertension in patients with unilateral renal artery stenosis
since blood urea and serum creatinine may increase in such patients.

Kidney transplantation
To date there is no experience of the safe use of CALSAR in patients who have had recent kidney
transplantation.

Hepatic impairment

Valsartan is mostly eliminated unchanged via the bile. The half-life of amlodipine is prolonged and AUC
values are higher in patients with impaired liver function; dosage recommendations have not been
established. Particular caution should be exercised when administering CALSAR to patients with mild to
moderate hepatic impairment or biliary obstructive disorders.

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

Renal impairment

No dosage adjustment of CALSAR is required for patients with mild to moderate renal impairment (GFR
>30 mL/min/1,73 m?). Monitoring of potassium levels and creatinine is advised in moderate renal
impairment.

Primary hyperaldosteronism
Patients with primary hyperaldosteronism should not be treated with the angiotensin Il antagonist
valsartan as their renin-angiotensin system is affected by the primary disease.

Angioedema

Angioedema, including swelling of the larynx and glottis, causing airway obstruction and/or swelling

of the face, lips, pharynx and/or tongue, has been reported in patients treated with valsartan. Some

of these patients previously experienced angioedema with other medicines, including angiotensin-
converting enzyme (ACE) inhibitors. CALSAR should be discontinued immediately in patients who develop
angioedema and should not be re-administered.

Heart failure/post-myocardial ir

As a consequence of the inhibition of the renin-angiotensin-aldosterone system, changes in renal
function may be anticipated in susceptible individuals. In patients with severe heart failure whose renal
function may depend on the activity of the renin-angiotensin-aldosterone system, treatment with ACE
inhibitors and angiotensin receptor antagonists has been associated with oliguria and/or progressive
ureamia and with acute renal failure and/or death. Similar outcomes have been reported with valsartan.
Evaluation of patients with heart failure or post-myocardial infarction should always include assessment
of renal function.

In a long-term, placebo-controlled study of amlodipine in patients with NYHA (New York Heart Association
Classification) lll and IV heart failure of non-ischaemic aetiology, amlodipine was associated with
increased reports of pulmonary oedema despite no significant difference in the incidence of worsening
heart failure as compared to placebo.

Calcium channel blockers, including amlodipine, should be used with caution in patients with congestive
heart failure, as they may increase the risk of future cardiovascular events and mortality.

Mitral valve stenosis
As with all other vasodilators, special caution is indicated in patients suffering from mitral stenosis or that
is not high grade.

C itant use of fl and ACE ii in receptor

Concomitant use of fluoroquinolones and ACE inhibitors/Angiotensin receptor blockers may precipitate
acute kidney injury in patients, especially those with moderate to severe renal impairment and elderly
patients (see section 4.3).

Renal function should be assessed before initiating treatment and monitored during treatment with
fluoroguinolones or ACE inhibitors/angiotensin receptor blockers whether used separately and/or
concomitantly.

451 ion with other and other forms of interaction

To be taken into account with concomitant use

Other antihypertensive medicines

Commonly used antihypertensive medicines (e.g. alpha blockers, diuretics) and other medicines which
may cause hypotensive adverse effects (e.g. tricyclic antidepressants, alpha blockers for treatment of
benign prostate hyperplasia) may increase the antihypertensive effect of the combination.

linked to
Concomitant use not recommended
Grapefruit or grapefruit juice
Administration of amlodipine with grapefruit or grapefruit juice is not recommended as bioavailability
may be increased in some patients, resulting in increased blood pressure lowering effects.

Caution required with concomitant use

CYP3A4 inhibitors

Concomitant use of amlodipine with strong or moderate CYP3A4 inhibitors (protease inhibitors, azole
antifungals, macrolides like erythromycin or clarithromycin, verapamil or diltiazem) may give rise to
significant increase in amlodipine exposure. The clinical translation of these pharmacokinetic variations
may be more pronounced in the elderly. Clinical monitoring and dose adjustment may thus be required.
Clarithromycin is an inhibitor of CYP3A4. There is an increased risk of hypotension in patients receiving
clarithromycin with amlodipine. Close observation of patients is recommended when amlodipine is co-
administered with clarithromycin.

CYP3A4 mducers (ant/convulsant medicines [e.g. carb ine, p
;phenyto Hypericum per

Upon co- admlnlstratlon of known inducers of the CYP3A4, the plasma concentration of amlodipine

may vary. Therefore, blood pressure should be monitored and dose regulation considered both during

and after concomitant medicine particularly with strong CYP3A4 inducers (e.g. rifampicin, Hypericum

perforatum).

Simvastatin

Co-administration of multiple doses of 10 mg amlodipine with 80 mg simvastatin resulted ina 77 %
increase in exposure to 1 compared to 1 alone. It is re ded to limit the dose
of simvastatin to 20 mg daily in patients on amlodipine.

Dantrolene (infusion)

In animals, lethal ventricular fibrillation and cardiovascular collapse are observed in association
with hyperkalaemia after administration of verapamil and intravenous dantrolene. Due to risk of
hyperkalaemia, it is recc that the co- ation of calcium channel blockers such as
amlodipine be avoided in patients susceptible to malignant hyperthermia and in the management of
malignant hyperthermia.

Tacrolimus

There is a risk of increased tacrolimus blood levels when co administered with amlodipine. In order to
avoid toxicity of tacrolimus, administration of amlodipine in a patient treated with tacrolimus require
monitoring of tacrolimus blood levels and dose adjustment of

tacrolimus when appropriate.

To be taken into account with concomitant use

Others

In clinical interaction studies, amlodipine did not affect the pharmacokinetics of atorvastatin, digoxin,
warfarin or ciclosporin.

Interactlons linked to valsartan
use not

"bitone, phenytoin,

thh/um

Reversible increases in serum lithium concentrations and toxicity have been reported during concomitant
administration of lithium with angiotensin converting enzyme inhibitors or angiotensin Il receptor
antagonists, including valsartan (see section 4.3). Therefore, careful monitoring of serum lithium levels

is recommended during concomitant use. If a diuretic is also used, the risk of lithium toxicity may
presumably be increased further with amlodipine/valsartan.

P jum-sparing diuretics, p supplements, salt
b: that may i jum levels.
If a medicine that affects potassnum levels is to be prescribed in combination with valsartan, monitoring

of potassium plasma levels is advised.

Caution required with concomitant use
Non-steroidal anti-inflammatory drugs (NSAIDS), ir
(>3 g/day), and non-selective NSAIDs.

When angiotensin Il antagonists are administered simultaneously with NSAIDs attenuation of the
antihypertensive effect may occur. Furthermore, concomitant use of angiotensin Il antagonists and
NSAIDs may lead to an increased risk of worsening of renal function and an increase in serum potassium.
Therefore, monitoring of renal function at the beginning of the treatment is recommended, as well as
adequate hydration of the patient.

Inhibitors of the uptake transporter (rifampicin, ciclosporin) or efflux transporter (ritonavir).

The results of an in vitro study with human liver tissue indicate that valsartan is a substrate of the hepatic
uptake transporter OATP1B1 and of the hepatic efflux transporter MRP2. Co-administration of inhibitors of
the uptake transporter (rifampicin, ciclosporin) or efflux transporter (ritonavir) may increase the systemic
exposure to valsartan.

Dual blockade of the RAAS with ARBs, ACE inhibitors, or aliskiren

Clinical trial data has shown that dual blockade of the renin-angiotensin-aldosterone-system (RAAS)
through the combined use of ACE inhibitors, angiotensin Il receptor blockers or aliskiren is associated
with a higher frequency of adverse events such as hypotension, hyperkalaemia and decreased renal
function (see sections 4.3 and 4.4).

Others

In monotherapy with valsartan, no interactions of clinical significance have been found with the following
substances: cimetidine, warfarin, furosemide, digoxin, atenolol, indomethacin, hydrochlorothiazide,
amlodipine, glibenclamide.

C itant use of flu and ACE inhibitors/Angit in receptor bl

Concomitant use of fluoroquinolones and ACE inhibitors/Angiotensin receptor blockers may precipitate
acute kidney injury. The mechanism of the possible interaction between the different classes of
medicines, over and above different mechanisms of kidney damage, is unknown (see section 4.3).

hotiti 1t ini "

and other

COX-2ii ic acid

4.6 Fertility, pregnancy and lactation
Safety in pregnancy and lactation has not been established (see section 4.3). When pregnancy is planned
or confirmed CALSAR should be discontinued

Women of chil /G in males and females
Women of chlldbearlng age should ensure effective contraception.
Pregnancy

CALSAR is contraindicated during pregnancy (see section 4.3).
Medicines affecting the renin-angiotensin system, such as CALSAR, can cause embryonal toxicity, foetal
and neonatal morbidity and mortality when administered to pregnant women.

Breastfeeding

CALSAR is contraindicated during lactation. Amlodipine is excreted in human milk. The proportion of the
maternal dose received by the infant has been estimated with an interquartile range of 3 — 7 %, with a
maximum of 15 %. The effect of amlodipine on infants is unknown.

Fertility

There are no clinical studies on fertility with amlodipine/valsartan e.g. CALSAR.

4.7 Effects on ability to drive and use machines

Dizziness or weariness may occasionally occur. This should be taken into account by patients taking
CALSAR

Cardiac Palpitations Less frequent Frequent —
disorders
Syncope Less frequent — —
Tachycardia Less frequent — —
Dysrhythmias — Less frequent —
(including
bradycardia,
ventricular
tachycardia, and
atrial fibrillation)
Myocardial infarction | — Less frequent —
V_ascular Flushing — Frequent —
disorders Hypotension Less frequent Less frequent —
Orthostatic Less frequent — —
hypotension
Vasculitis — Less frequent Not known
Respiratory, Cough Less frequent Less frequent Less frequent
thoracic and
mediastinal Dyspnoea — Less frequent —
disorders Pharyngolaryngeal | Less frequent — —
pain
Rhinitis — Less frequent —
Abdominal Less frequent Frequent Less frequent
discomfort,
abdominal pain
upper
Gastrointestinal | Change of bowel — Less frequent —
disorders habit
Constipation Less frequent Less frequent —
Diarrhoea Less frequent Less frequent —
Dry mouth Less frequent Less frequent —
Dyspepsia — Less frequent —
Gastritis — Less frequent —
Gingival hyperplasia | — Less frequent —_
Nausea Less frequent Frequent —
Pancreatitis — Less frequent —
Vomiting — Less frequent —
Liver function test — Less frequent* Not known
abnormal, including
blood
bilirubin increase
Hepato-biliary Hepatitis — Less frequent —
disorders )
Intrahepatic — Less frequent —
cholestasis,
jaundice
Alopecia — Less frequent —
Skin and Angioedema — Less frequent Not known
subcutaneous "
tissue disorders | Dermatitis bullous | — — Not known
Erythema Less frequent — —
Erythema multiforme | — Less frequent —
Exanthema Less frequent Less frequent —
Hyperhidrosis Less frequent Less frequent —_
Photosensitivity — Less frequent —
reaction
Pruritus Less frequent Less frequent Not known
Purpura — Less frequent —
Rash Less frequent Less frequent Not known
Skin discolouration | — Less frequent —
Urticaria and other | — Less frequent —
forms of rash
Exfoliative dermatitis | — Less frequent —
Stevens-Johnson — Less frequent —
syndrome
Quincke oedema — Less frequent —
Toxic Epidermal — Not known —
Necrolysis
Arthralgia Less frequent Less frequent —
Musculoskeletal | Back pain Less frequent Less frequent —
and connective . "
tissue disorders | Joint swelling Less frequent — —
Muscle spasm Less frequent Less frequent —
Myalgia — Less frequent Not known
Ankle swelling — Frequent —
Sensation of Less frequent — —
heaviness
Increased blood — — Not known
creatinine
Renal and Micturition disorder | — Less frequent —
urinary .
disorders Nocturia — Less frequent —
Pollakiuria Less frequent Less frequent —
Polyuria Less frequent — —
Renal failure and — — Not known
impairment
Impotence — Less frequent —
Reproductive Erectile dysfunction | Less frequent — —
system and .
breast Gynaecomastia — Less frequent —
disorders Asthenia Frequent Less frequent —
General Discomfort, malaise | — Less frequent —
disorders and .
administration | Fatigue Frequent Frequent Less frequent
site conditions | Facial gedema Frequent — —
Flushing, hot flush Frequent — —
Non cardiac chest — Less frequent —
pain
Oedema Frequent Frequent —
Oedema peripheral Frequent — —
Pain — Less frequent —
Pitting oedema Frequent — —
Increased serum — — Not known
potassium
Investigations Increased weight — Less frequent —
Decreased weight — Less frequent —

* Mostly consistent with cholestasis

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authorisation of the medicine is important. It allows
continued monitoring of the benefit/risk balance of the medicine. Healthcare providers are asked to report
any suspected adverse reactions to SAHPRA via the “6.04 Adverse Drug Reactions Reporting Form”,
found online under SAHPRA's publications: https://www.sahpra.org.za/Publications/Index/8

4.9 Overdose

Symptoms

There is no experience of overdose with CALSAR. The major symptom of overdose with valsartan is
possibly pronounced hypotension with dizziness. Overdose with amlodipine may result in excessive
peripheral vasodilation and, possibly, reflex tachycardia. Marked and potentially prolonged systemic
hypotension up to and including shock with fatal outcome have been reported.

Treatment

If ingestion is recent, induction of vomiting or gastric lavage may be considered. Administration of
activated charcoal to healthy volunteers immediately or up to two hours after ingestion of amlodipine
has been shown to significantly decrease amlodipine absorption. Clinically significant hypotension due
to CALSAR overdose calls for active cardiovascular support, including frequent monitoring of cardiac and
respiratory function, elevation of extremities, and attention to circulating fluid volume and urine output.
A vasoconstrictor may be helpful in restoring vascular tone and blood pressure, provided that there is no
contraindication to its use. Intravenous calcium gluconate may be beneficial in reversing the effects of
calcium channel blockade.

Both valsartan and amlodipine are unlikely to be removed by haemodialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

A 7.1.3 Vascular medicines - other hypotensives

Pharmacotherapeutic group: Agents acting on the renin-angiotensin system; angiotensin Il antagonists,
combinations; angiotensin Il antagonists and calcium channel blockers, ATC code: CO9DBO01

CALSAR combines two antihypertensive compounds with separate mechanisms of action: amlodipine
belongs to the calcium antagonist class and valsartan to the angiotensin Il (ang Il) antagonist class of
medicines.

Amlodipine/valsartan

The combination of amlodipine and valsartan produces dose-related additive reduction in blood pressure
across its therapeutic dose range. The antihypertensive effect of a single dose of the combination
persisted for 24 hours.

Age, gender and race did not influence the response to CALSAR.

Amlodipine

The amlodipine component of amlodipine/valsartan inhibits the transmembrane entry of calcium ions
into cardiac and vascular smooth muscle. The mechanism of the antihypertensive action of amlodipine
is due to a direct relaxant effect on vascular smooth muscle, causing reductions in peripheral

vascular resistance and in blood pressure. Experimental data suggest that amlodipine binds to both
dihydropyridine and non-dihydropyridine binding sites. The contractile processes of cardiac muscle and
vascular smooth muscle are dependent upon the movement of extracellular calcium ions into these cells
through specific ion channels.

Following administration of therapeutic doses to patients with hypertension, amlodipine produces
vasodilation, resulting in a reduction of supine and standing blood pressures. These decreases in blood
pressure are not accompanied by a significant change in heart rate or plasma catecholamine levels with
chronic dosing.

Plasma concentrations correlate with effect in both young and elderly patients.

In hypertensive patients with normal renal function, therapeutic doses of amlodipine resulted in a
decrease in renal vascular resistance and an increase in glomerular filtration rate and effective renal
plasma flow, without change in filtration fraction or proteinuria.

Haemodynamic measurements of cardiac function at rest and during exercise (or pacing) in patients
with normal ventricular function treated with amlodipine have generally demonstrated a small increase
in cardiac index without significant influence on dP/dt or on left ventricular end diastolic pressure

or volume. In haemodynamic studies, amlodipine has not been associated with a negative inotropic
effect when administered in the therapeutic dose range to intact animals and humans, even when co-
administered with beta blockers to humans.

Amlodipine does not change sinoatrial nodal function or atrioventricular conduction in intact animals or
humans.

Valsartan

Valsartan is an orally active, potent and specific angiotensin Il receptor antagonist. It acts selectively on
the receptor subtype AT1, which is responsible for the known actions of angiotensin II. The increased
plasma levels of angiotensin Il following AT1 receptor blockade with valsartan may stimulate the
unblocked receptor subtype AT2, which appears to counterbalance the effect of the AT1 receptor.
Valsartan does not exhibit any partial agonist activity at the AT1 receptor and has much (about 20 000-
fold) greater affinity for the AT1 receptor than for the AT2 receptor.

Administration of valsartan to patients with hypertension results in reduction of blood pressure without
affecting pulse rate.

In most patients, after administration of a single oral dose, onset of antihypertensive activity occurs
within 2 hours, and the peak reduction of blood pressure is achieved within 4 - 6 hours. The
antihypertensive effect persists over 24 hours after administration. During repeated administration,
the maximum reduction in blood pressure with any dose is generally attained within 2 - 4 weeks and
is sustained during long-term therapy. Abrupt withdrawal of valsartan has not been associated with
rebound hypertension or other adverse clinical events.

Valsartan has been demonstrated to si y reduce hospi in patients with chronic heart
failure (NYHA class II-IV). The benefits were greatest in patients not receiving either an ACE inhibitor
or a beta blocker. Valsartan has also been shown to reduce cardiovascular mortality in clinically stable
patients with left ventricular failure or left ventricular dysfunction following myocardial infarction.

5.2 Pharmacokinetic properties

Amlodipine/valsartan

Following oral administration of amlodipine/valsartan, peak plasma concentrations of valsartan

and amlodipine are reached in 3 and 6 - 8 hours, respectively. The rate and extent of absorption of
amlodipine/valsartan are equivalent to the bioavailability of valsartan and amlodipine when administered
as individual tablets.

Amlodipine

Absorption

After oral administration of therapeutic doses of amlodipine alone, peak plasma concentrations of
amlodipine are reached in 6 - 12 hours. Absolute bioavailability has been calculated as between 64 %
and 80 %. Amlodipine bioavailability is unaffected by food ingestion. (See absorption of combination
tablet below).

Distribution
Volume of distribution is approximately 21 L/kg. In vitro studies with amlodipine have shown that
approximately 97,5 % of circulating compound is bound to plasma proteins in hypertensive patients.

Biotransformation
Amlodipine is i

Elimination

Amlodipine elimination from plasma is biphasic, with a terminal elimination half-life of approximately

30 - 50 hours. Steady-state plasma levels are reached after continuous administration for 7 - 8 days. Ten
per cent of original amlodipine and 60 % of amlodipine metabolites are excreted in urine.

Valsartan

Absorption

Following oral administration of valsartan alone, peak plasma concentrations of valsartan are reached
in 2- 4 hours. Mean absolute bioavailability is 23 %. Food decreases exposure (as measured by AUC) to
valsartan by about 40 % and peak plasma concentration (Cma) by about 50 %, although from about 8

h post dosing plasma valsartan concentrations are similar for the fed and fasted groups. This reduction
in AUC is not, however, accompanied by a clinically significant reduction in the therapeutic effect, and
valsartan can therefore be given either with or without food.

Distribution

The steady-state volume of distribution 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.

Biotransformation

Valsartan is not transformed to a high extent as only about 20 % of dose is recovered as metabolites. A
hydroxy metabolite has been identified in plasma at low concentrations (less than 10 % of the valsartan
AUC). This metabolite is pharmacologically inactive.

y (approxi y 90 %) in the liver to inactive metabolites.

4.8 Undesirable effects
Elimination
System Organ Description Frequency Valsartan shows multiexponential decay kinetics (t«. <1 h and ts about 9 h). Valsartan is primarily
Class —— — in faeces (about 83 % of dose) and urine (about 13 % of dose), mainly as unchanged
Valsartan medicine. Following intravenous administration, plasma clearance of valsartan is about 2 L/h and its renal
valsartan clearance is 0,62 L/h (about 30 % of total clearance). The half-life of valsartan is 6 hours.
Infections and Nasopharyngitis Frequent — — Special populations
infestations Paediatric population (age below 18 years)
Influenza Frequent — - No pharmacokinetic data are available in the paediatric population
Blood and Decrease in — — Not known Elderly (age 65 years or over)
lymphatic haemoglobin =~ Time to peak plasma amlodipine concentrations is similar in young and elderly patients. In elderly
zyste:r and in haematocrit patlents amlodipine clearance tends to decline, causing increases in the area under the curve (AUC) and
isorders 5 . _ ion half-life. Mean sy AUC of valsartan is higher by 70 % in the elderly than in the young,
Leukopenia Less frequent therefore caution is required when increasing the dosage.
Neutropenia — — Not known Renal impairment
Thrombocytopenia, | — Less frequent Not known The pharmacokinetics of amlodipine are not significantly influenced by renal impairment. As expgcted for
sometimes with a compound where renal clearance accounts for only 30 % of total plasma clearance, no correlation was
purpura seen between renal function and systemic exposure to valsartan. Patients with mild to moderate renal
impairment may therefore receive the usual initial dose.
Ilpmune system | Hypersensitivity Less frequent Less frequent Not known Hepatic impairment
disorders Patients with hepatic impairment have decreased clearance of amlodipine with resulting increase of
Metabolism and | Anorexia Less frequent — — approximately 40 - 60 % in AUC. On average, in patients with mild to moderate chronic liver disease
nutrition . exposure (measured by AUC values) to valsartan is twice that found in healthy volunteers (matched by
disorders Hypercalcaemia Less frequent — — age, sex and weight). Caution should be exercised in patients with liver disease (see section 4.2).
Hyperglycaemia — Less frequent — Linearity
. 5 Valsartan and amlodipine exhibit linear pharmacokinetics.
Hyperlipidaemia Less frequent — —
- _ _ 6. PHARMACEUTICAL PARTICULARS
Hyperuricaemia Less frequent 6.1 List of excipients
Hypokalaemia Frequent — — Croscarmellose sodium
. Magnesium stearate
Hyponatraemia Less frequent — — Microcrystalline cellulose
ot i _ _ Opadry White (hypromellose, titanium dioxide and macrogol)
P_sychlatrlc Depression Less frequent Opadry Yellow (hypromellose, titanium dioxide, iron oxide yellow and macrogol)
disorders . "
Anxiety Less frequent — — Povidone
Insomnia/sleep — Less frequent — Talc
disturbances 6.2 Incompatibilities
Mood swings - Less frequent | — Not applicable.
Confusion — Less frequent — 6.3 Shelf life
Nervous system | Coordination Less frequent — — 36 months
disorders abnormal 6.4 Special precautions for storage
Dizziness Less frequent Frequent — Store at or below 30 °C. Protect from moisture.
Keep blisters in carton until required for use.
Dizziness postural Less frequent — —
. f 6.5 Nature and contents of container
Dysgeusia - Less frequent - CALSAR tablets are packed in PVC/PVDC aluminium foil blisters of 10 tablets, then placed in an outer
Extrapyramidal _ Not known _ carton. Each carton contains 30 tablets.
syndrome
Y 6.6 Special precautions for disposal
Headache Frequent Frequent — No special requirements.
Hypertonia - Less frequent | — 7. HOLDER OF THE CERTIFICATE OF REGISTRATION
Paraesthesia Less frequent Less frequent — Pharma Dynamics (Pty) Ltd
a a 1% Floor Grapevine House, Steenberg Office Park
Peripheral — Less frequent — Silverwood Close
neuropathy, Westlake, 7945
neuropathy Cape Town, South Africa
Somnolence Less frequent Frequent — 8. REGISTRATION NUMBERS
Syncope _ Less frequent _ CALSAR 5/80 mg: A51/7.1.3/1106
CALSAR 5/160 mg: A51/7.1.3/1107
Tremor — Less frequent e CALSAR 10/160 mg: A51/7.1.3/1108
Hypoesthesia - Less frequent | — 9. DATE OF FIRST AUTHORISATION
Eye disorders | Visual disturbance | Less frequent Less frequent — March 2021
Visual impairment Less frequent Less frequent — 10. DATE OF REVISION OF THE TEXT
Ear and labyrinth | Tinnitus Less frequent Less frequent — March 2021
disorders .
Vertigo Less frequent — Less frequent
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CALSAR
PATIENT INFORMATION LEAFLET
SCHEDULING STATUS: [S3]

CALSAR 5/80 mg tablet (5 mg amlodipine and 80 mg valsartan)
CALSAR 5/160 mg tablet (5 mg amlodipine and 160 mg valsartan)
CALSAR 10/160 myg tablet (10 mg amlodipine and 160 mg valsartan)
Sugar free.

Read all of this leaflet carefully before you start taking CALSAR

* Keep this leaflet. You may need to read it again.

« If you have further questions, please ask your doctor, pharmacist, nurse or other
healthcare provider.

* CALSAR has been prescribed for you personally and you should not share your medicine
with other people. It may harm them, even if their symptoms are the same as yours.

What is in this leaflet

1.What CALSAR is and what it is used for

2.What you need to know before you take CALSAR
3.How to take CALSAR

4.Possible side effects

5.How to store CALSAR

6.Contents of the pack and other information

1. What CALSAR is and what it is used for

CALSAR tablets contain two substances called amlodipine and valsartan. Both of these
substances help to control high blood pressure.

Amlodipine belongs to a group of substances called “calcium channel blockers”.
Amlodipine stops calcium from moving into the blood vessel wall which stops the blood
vessels from tightening.

Valsartan belongs to a group of substances called “angiotensin-Il receptor antagonists”.
Angiotensin Il is produced by the body and makes the blood vessels tighten, thus
increasing the blood pressure. Valsartan works by blocking the effect of angiotensin Il.

This means that both of these substances help to stop the blood vessels tightening. As a
result, the blood vessels relax and blood pressure is lowered.

CALSAR is used to treat high blood pressure in adults whose blood pressure is not
controlled enough with either amlodipine or valsartan on its own.

2. What you need to know before you take CALSAR

Do not take CALSAR:

« if you are hypersensitive (allergic) to amlodipine or any other calcium channel blockers,
valsartan or to any of the other ingredients of CALSAR (listed in section 6)

« if you have experienced swelling, particularly of the face and throat, while taking
other medicines (including angiotensin converting enzyme inhibitors). If you get these
symptoms, stop taking CALSAR and contact your doctor straight away. You should never
take CALSAR again

« if you have recurrent episodes of severe swelling

« if your doctor has diagnosed that you are suffering from a narrowing of valves in your
heart (called aortic or mitral stenosis), or abnormally increased thickness of your heart
muscle with narrowing (called obstructive hypertrophic cardiomyopathy)

« if you have received a kidney transplant or if you had been diagnosed to suffer from a
narrowing of your kidney artery or if you are suffering from severe kidney problems

« if you are taking other medicine or substances, which increase the potassium levels in
your blood (such as certain types of diuretics, potassium supplements, etc.)

« if you have porphyria

« if you are taking a medicine called lithium

« if you have diabetes or impaired kidney function and you are treated with a blood
pressure lowering medicine containing aliskiren

« if you have severe liver impairment

« if you have severe low blood pressure (hypotension)

« if you have cardiogenic shock (a condition where your heart is unable to supply enough
blood to the body)

« if you suffer from heart failure after a heart attack

« if you are pregnant or breastfeeding.

Warnings and precautions

Take special care with CALSAR:

« if you are taking aliskiren (see “Do not take")

» if you have been sick (vomiting or diarrhoea)

» if you have had a kidney transplant or if you had been told that you have a narrowing of
your kidney arteries

» if you have liver or kidney problems

» if you have a condition affecting the renal glands called “primary hyperaldosteronism”

» if you have experienced swelling, particularly of the face and throat, while taking
other medicines (including angiotensin converting enzyme inhibitors). If you get these
symptoms, stop taking CALSAR and contact your doctor straight away. You should never
take CALSAR again

» if you have had heart failure or have experienced a heart attack. Follow your doctor’s
instructions for the starting dose carefully. Your doctor may also check your kidney
function.

Sontact your doctor to re-evaluate your treatment if you are treated with ACE Inhibitors/
Angiotensin receptor blockers together with a fluoroquinolone antibiotic.

Your doctor may check your kidney function, blood pressure, and the amount of
electrolytes (e.g. potassium) in your blood at regular intervals.

Children and adolescents
The use of CALSAR in children and adolescents is not recommended (aged below
18 years old).

Other medicines and CALSAR
Always tell your healthcare provider if you are taking any other medicine. (This includes all
complementary or traditional medicines.)

Tell your doctor if you are taking:

* ACE inhibitors or aliskiren (medicines used to treat high blood pressure) (see also
information under the headings “Do not take CALSAR")

« diuretics (a type of medicine also called “water tablets" which increases the amount of
urine you produce)

* potassium-sparing diuretics, potassium supplements, salt substitutes containing
potassium and other substances that may increase potassium levels

* nitroglycerin and other nitrates, or other substances called “vasodilators”

* medicines used for HIV/AIDS (e.g. ritonavir, indinavir, nelfinavir)

* medicines used to treat fungal infections (e.g. ketoconazole, itraconazole)

« clarithromycin (for infections caused by bacteria)

* verapamil, diltiazem (heart medicines)

* medicines used to treat bacterial infections (such as rifampicin, erythromycin,
telithromycin)

« anticonvulsant medicines (e.g. carbamazepine, phenobarbitone, phenytoin,
fosphenytoin, primidone)

* St. John's wort

 simvastatin (a medicine used to control high cholesterol levels)

 dantrolene (infusion for severe body temperature abnormalities)

« tacrolimus (used to control your body's immune response, enabling your body to accept
the transplanted organ)

* medicines used to protect against transplant rejection (ciclosporin)

« lithium (a medicine used to treat some types of depression) (see also information under
the headings “Do not take CALSAR")

« certain types of painkillers called non-steroidal anti-inflammatory medicines (NSAIDs)
or selective cyclooxygenase-2 inhibitors (COX-2 inhibitors). Your doctor may also check
your kidney function.

CALSAR with food and drink

Grapefruit and grapefruit juice should not be consumed by people who are taking CALSAR.
This is because grapefruit and grapefruit juice can lead to an increase in the blood levels
of the active substance amlodipine, which can cause an unpredictable increase in the
blood pressure lowering effect of CALSAR.

Pregnancy and breastfeeding

If you are pregnant or breastfeeding, think you may be pregnant or are planning to have a
baby, please consult your doctor, pharmacist or other healthcare provider for advice before
taking CALSAR.

Safety of CALSAR in pregnant and breastfeeding women has not been established.

You should not use CALSAR if you are pregnant, trying to become pregnant or
breastfeeding your baby.

If you are a woman of childbearing age, you should ensure that you use an effective
contraception.

Driving and using machines:

This medicine may make you feel dizzy. This can affect how well you can concentrate.

It is not always possible to predict to what extent CALSAR may interfere with your daily
activities. You should ensure that you do not engage in driving a vehicle or operate
machines until you are aware of the measure to which CALSAR affects you.

CALSAR is sugar free.

3. How to take CALSAR

Do not share medicines prescribed for you with any other person.

Always take CALSAR exactly as your doctor has told you. Check with your doctor or

pharmacist if you are not sure.

The usual dose of CALSAR is one tablet per day.

« It is preferable to take your medicine at the same time each day.

* Swallow the tablets with a glass of water.

* You can take CALSAR with or without food. Do not take CALSAR with grapefruit or
grapefruit juice.

Depending on how you respond to the treatment, your doctor may suggest a higher or

lower dose.

Do not exceed the prescribed dose.

CALSAR and older people (age 65 years or over)

Your doctor should exercise caution when increasing your dose.
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If you take more CALSAR than you should
In the event of overdosage, consult your doctor or pharmacist. If neither is available,
contact the nearest hospital or poison centre.

If you forget to take CALSAR
Do not take a double dose to make up for forgotten individual doses.

If you stop taking CALSAR
Stopping your treatment with CALSAR may cause your disease to get worse. Do not stop
taking your medicine unless your doctor tells you to.

4, Possible side effects

CALSAR can have side effects. Not all side effects reported for CALSAR are included in this
leafiet. Should your general health worsen or if you experience any untoward effects while
taking CALSAR, please consult your healthcare provider for advice.

If any of the following symptoms occur, stop taking the CALSAR and tell your doctor

immediately or go to the casualty department at your nearest hospital:

 swelling of the hands, feet, ankles, face, lips and mouth or throat, which may cause
difficulty in swallowing or breathing

* rash or itching

o fainting.

These are all very serious side effects. If you have them, you may have had a serious

allergic reaction to CALSAR. You may need urgent medical attention or hospitalisation.

Tell your doctor immediately or go to the casualty department at your nearest hospital if

you notice any of the following:

 sudden wheeziness, chest pain, shortness of breath or difficulty in breathing

« severe skin reactions including intense skin rash, hives, reddening of the skin over your
whole body, severe itching, blistering, peeling and swelling of the skin, inflammation of
the mucous membranes (Stevens-Johnson Syndrome, toxic epidermal necrolysis) or
other allergic reactions

« inflamed pancreas, which may cause severe abdominal and back pain accompanied
with feeling of being very unwell

* heart attack, abnormal heartbeat

 upper airway swelling.

These are all serious side effects. You may need urgent medical attention.

Tell your doctor if you notice any of the following:

Frequent side effects

« influenza (flu); blocked nose, sore throat and discomfort when swallowing

* low potassium levels

* headache

 asthenia (weakness)

* dizziness

* palpitations (awareness of your heartbeat)

* stomach pain

« feeling sick (nausea)

o tiredness

« facial swelling

* redness and warm feeling of the face and/or neck

« swelling in the body caused by excess fluid. It often affects the lower body, such as the
legs, feet, and ankle but it can occur anywhere.

Less frequent side effects

* loss of appetite

* high calcium, sugar, cholesterol or uric acid levels in the blood

* low levels of sodium in the blood

* feeling anxious

 abnormal coordination

* drowsiness, tingling or numbness of the hands or feet

* vision disturbance and impairment

* ringing in the ears, head spinning

« fast heartbeat including palpitations

* low blood pressure and light-headedness when standing up

* cough, sneezing/runny nose caused by inflammation of the lining of the nose (rhinitis)

* throat pain

* constipation, change of bowel habit

o diarrhoea, dry mouth

* nausea, vomiting, indigestion

* excessive sweating

* redness of the skin

* skin rash all over your body

* joint swelling

 back pain, pain in joints, muscle spasm, muscle cramps

* sensation of heaviness

* passing more urine than normal or feeling more of an urge to pass urine

* inability to get or maintain an erection

* alow level of white blood cells in the blood

* low blood platelet count

 excess sugar in blood (hyperglycaemia)

* mood changes, depression, confusion

* taste abnormalities, loss of pain sensation, abnormal sensation, typically tingling or
pricking (‘pins and needles’), high level of muscle tone

 trembling, sleeplessness, partial or total loss of sensation in a part of your body

* an inflammation of the blood vessels that causes changes in the blood vessel walls

 swelling of the gums

* abdominal bloating (gastritis), increased liver enzyme increase which may have an
effect on some medical tests

 abnormal liver function, inflammation of the liver (hepatitis), yellowing of the skin
(jaundice)

* hair loss

* skin discolouration

* skin sensitivity to light, purple spots under the skin, hives

« discomfort or enlargement of the breasts in men

* lack of energy

* chest pain, feeling unwell

* pain

* weight increase or decrease.

Reporting of side effects

If you get side effects, talk to your doctor, pharmacist or nurse. You can also report side
effects to SAHPRA via the “6.04 Adverse Drug Reaction Reporting Form”, found
online under SAHPRA's publications: https://www.sahpra.org.za/Publications/Index/8. By
reporting side effects, you can help provide more information on the safety of CALSAR.

5. How to store CALSAR

Store all medicines out of reach of children.

Store at or below 30 °C. Protect from moisture.

Keep blisters in carton until required for use.

Do not use after the expiry date stated on the carton.

Return all unused medicine to your pharmacist.

Do not dispose of unused medicine in drains or sewerage systems (e.g. toilets).

6. Contents of the pack and other information

What CALSAR contains

The active substances are amlodipine and valsartan.

CALSAR 5/80 mg: Each film coated tablet contains 6,95 mg amlodipine besylate
(equivalent to 5 mg amlodipine base) and 80 mg valsartan.

CALSAR 5/160 mg: Each film coated tablet contains 6,95 mg amlodipine besylate
(equivalent to 5 mg amlodipine base) and 160 mg valsartan.

CALSAR 10/160 mg: Each film coated tablet contains 13,90 mg amlodipine besylate
(equivalent to 10 mg amlodipine base) and 160 mg valsartan.

The other ingredients are:

Croscarmellose sodium, magnesium stearate, microcrystalline cellulose, Opadry White
(hypromellose, titanium dioxide, and macrogol), Opadry Yellow (hypromellose, titanium
dioxide, iron oxide yellow and macrogol), povidone, and talc.

What CALSAR looks like and contents of the pack

CALSAR 5/80 mg: Yellow, round, biconvex, film coated tablets with “I" on the one side anc
“LD" on the other.

CALSAR 5/160 mg: Yellow, oval, biconvex, film coated tablets with “2" on one face and
“LD" on the other.

CALSAR 10/160 mg: White, oval, biconvex, film coated tablets with “3" on one face and
“LD" on the other.

CALSAR tablets are packed in PVC/PVDC aluminium foil blisters of 10 tablets, then placed
in an outer carton. Each carton contains 30 tablets.
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CALSAR
PASIENTINLIGTINGSBLAD
SKEDULERINGSTATUS: [S3]

CALSAR 5/80 mg tablet (5 mg amlodipien en 80 mg valsartan)
CALSAR 5/160 mg tablet (5 mg amlodipien en 160 mg valsartan)
CALSAR 10/160 mg tablet (10 mg amlodipien en 160 mg valsartan)
Suikervry.

Lees hierdie hele inligtingsblad deeglik deur, voordat u CALSAR begin gebruik

 Hou hierdie inligtingsblad. Dit mag nodig wees om dit weer te lees.

« Indien u verdere vrae het, vra asseblief u dokter, apteker, verpleegkundige, of ander
gesondheidsorgverskaffer.

* CALSAR is vir u persoonlik voorgeskryf en u moet nie u medisyne met ander mense
deel nie. Dit mag skadelik wees vir hulle, selfs al is hulle simptome dieselfde as u eie.

Wat hierdie inligtingsblad bevat

1.Wat CALSAR is en waarvoor dit gebruik word

2.Wat u nodig het om te weet, voordat u CALSAR neem
3.Hoe om CALSAR te gebruik

4.Moontlike newe-effekte

5.Hoe om CALSAR te bewaar

6.Verpakkingsinhoud en ander inligting

1. Wat CALSAR is en waarvoor dit gebruik word

CALSAR tablette bevat twee aktiewe bestanddele, wat amlodipien en valsartan genoem
word. Beide hierdie bestanddele, help om hoé bloeddruk te beheer.

Amlodipien behoort aan ‘n groep middels, wat “kalsiumkanaal-blokkers” genoem word.
Amlodipien verhoed dat kalsium in die bloedvatwand inbeweeg en voorkom dat die
bloedvate saamtrek.

Valsartan behoort aan ‘n groep middels, wat “angiotensien-II reseptorantagoniste”genoem
word. Angiotensien word deur die liggaam vervaardig en veroorsaak dat bloedvate
saamtrek, wat sodoende bloeddruk verhoog. Valsartan werk, deur die effek van
angiotensien-II, te blokkeer.

Dit beteken dat beide hierdie bestanddele help om te verhoed dat bloedvate saamtrek. As
gevolg daarvan, ontspan bloedvate en bloeddruk word verlaag.

CALSAR word gebruik om hoé bloeddruk, by volwassenes wie se hoé bloeddruk nie
voldoende deur 6f amlodipien, 6f valsartan alleen, beheer word nie, te behandel.

2. Wat u nodig het om te weet, voordat u CALSAR neem

Moet nie CALSAR neem:

« indien u hipersensitief (allergies) is vir amlodipien, of vir enige ander kalsiumkanaal-
blokkers, valsartan, of vir enige van die ander bestanddele van CALSAR nie (gelys in
afdeling 6)

« indien u enige swelling, van veral die gesig en keel, terwyl ander medisyne (insluitend
angiotensienomsettingsensiem ensiemremmers) geneem is, ervaar het nie. Indien
u hierdie simptome opmerk, staak die gebruik van CALSAR en kontak u dokter
onmiddellik. U moet nooit weer CALSAR gebruik nie

« indien u herhalende episodes van erge swelling, ervaar nie

* indien u dokter gediagnoseer het, dat u aan ‘n vernouing van van die hartkleppe
(aortiese mitrale stenose genoem), of aan ‘n abnormale toename in die dikte van u
hartspier, met vemouing (obstruktiewe hipertrofiese kardiomiopatie genoem), ly nie

« indien u ‘n nieroorplanting ondergaan het nie, of indien u gediagnoseer is met ‘n
vernouing van u nier-arterie, of indien u aan erge nierprobleme, ly nie

* indien u ander medisyne, of middels, wat die kaliumviakke in u bloed verhoog (soos
sekere tipes diuretika, kalium-sparende aanvullings, ens.), neem nie

* indien u porfirie het nie

* indien u ‘n medisyne, wat litium genoem word, neem nie

« indien u diabetes, of belemmerde nierfunksie het en met ‘n bloeddruk-verlagende
medisyne, wat aliskiren bevat, behandel word nie

* indien u erge lewerbelemmering het nie

* indien u aan baie lae bloeddruk ly nie (hipotensie)

* indien u kardiogene skok het nie (‘'n toestand waar u hart nie in staat is om genoeg
bloed aan die liggaam te voorsien nie)

* indien u aan hartversaking, na ‘n hartaanval, ly nie

* indien u swanger is, of borsvoed nie.

Waarskuwings en voorsorgmaatreéls

Neem spesiale sorg met CALSAR:

« indien u aliskiren neem (kyk “Moet nie CALSAR neem”)

* indien u siek was (braking, of diarree)

* indien u ‘n nieroorplanting gehad het, of indien u ingelig is dat u ‘n vernouing van u
nier-arteries het nie

* indien u lewer- of nierprobleme het

« indien u aan ‘n toestand, wat die renale kliere aantas, ly (ook “primére
hiperaldosteronisme* genoem)

* indien u swelling, van veral die gesig en keel ervaar, terwyl u ander medisyne
(insluitend angiotensienomsettingsensiem inhibitors) neem. Indien u hierdie simptome
ervaar, staak die gebruik van CALSAR en kontak u dokter onmiddellik. U moet nooit
weer CALSAR neem nie

* indien u hartversaking gehad het, of ‘n hartaanval kry. Volg u dokter se instruksies
vir die aanvangsdosis, noukeurig. U dokter mag dit ook nodig ag, om u nierfunksie te
ondersoek.

Kontak u dokter om u behandeling te herevalueer, indien u met AOE- inhibitors/
Angiotensien reseptorblokkers, saam met ‘n fluoorkinoloon antibiotikum, behandel word.
U dokter mag dit nodig ag om u nierfunksie, bloeddruk en die hoeveelheid elekiroliete (bv.
kalium), in u bloed, met gereelde intervalle, te ondersoek.

Kinders en adolessente
Die gebruik van CALSAR deur kinders en adolessente, word nie aanbeveel nie
(ouderdomme jonger as 18 jaar oud).

Ander medisyne en CALSAR
Vertel altyd u gesondheidsorgverskaffer, indien u enige ander medisyne neem (Dit sluit
alle aanvullende, of tradisionele medisyne in).

Vertel u dokter, indien u die volgende neem:

* AOE-inhibitors, of aliskiren (medisyne wat gebruik word om hoé bloeddruk te behandel)
(sien ook inligting onder die volgende opskrifte (Moet nie CALSAR neem”)

* diuretika (‘n tipe medisyne, wat ook “watertablette” genoem word en die volume urine
wat u vervaardig, verhoog)

e kalium-sparende diuretika, kalium-aanvullings, soutvervangers, wat kalium bevat en
ander middels wat kaliumviakke mag verhoog

* nitrogliserien en ander nitrate, of ander middels, wat “vatverwyders" genoem word

* medisyne wat gebruik word vir MIVVIGS (bv. ritonavir, indinavir, nelfinavir)

* medisyne wat gebruik word om swaminfeksies te behandel (bv. ketokonasool,
itrakonasool)

o klaritromisien (vir infeksies, wat veroorsaak word deur bakterieg)

 verapamil, diltiasem (hartmedisyne)

* medisyne wat gebruik word om bakteriéle infeksies te behandel (soos rifampisien,
eritromisien, telitromisien)

« teenstuipwekker medisyne (bv. karbamasepien, fenobarbitoon, fenitoien, fosfenitoien,
primidoon)

 Johanneskruid

* simvastatien (‘n medisyne wat gebruik word om hoé cholestrolviakke te beheer)

« dantroleen (infusie vir erge temperatuurafwykings)

« takrolimus (gebruik om u liggaam se immuunreaksie te beheer, en sodoende u liggaam
in staat stel om ‘n orgaanoorplanting te aanvaar)

* medisyne wat gebruik word om u te beskerm teen verwerping, na ‘n orgaanoorplanting
(siklosporien)

« |itium (‘n medisyne wat gebruik word om sekere tipes depressie te behandel) (kyk ook
na inligting onder die opskrifte “Moet nie CALSAR neem”)

« sekere tipes pynstillers, wat nie-steroiedale anti-inflammatoriese medisyne (NSAIMs)
genoem word, of selektiewe siklo-oksigenase-2 inhibitors (COX-2 inhibitors). U dokter
mag dit ook nodig ag, om u nierfunksie te ondersoek.

CALSAR saam met kos en drinkgoed

Pomelo en pomelosap, moet nie deur persone wie CALSAR gebruik, geneem word nie.
Dit is omdat pomelo en pomelosap, mag lei tot ‘n verhoging in die bloedvlakke van die
aktiewe bestanddeel amlodipien, wat ‘n onvoorspelbare verhoging in die bloeddruk-
verlagende werking van CALSAR mag veroorsaak.

Swangerskap en borsvoeding

Indien u swanger is of borsvoed, vermoed dat u swanger is, of ‘n baba beplan, raadpleeg
asseblief u dokter, apteker, of ander gesondheidsorgverskaffer vir advies, voordat u
CALSAR neem.

Die veiligheid van CALSAR by swanger vroue en die wie borsvoed, is nie vasgestel nie.

U moet nie CALSAR neem, indien u swanger is, probeer om swanger te raak, of u baba
borsvoed nie.

Indien u ‘n vrou is en steeds op ‘n vrugbare ouderdom is, moet u verseker dat u
doeltreffende voorbehoedmaatreéls toepas.

Bestuur en die hantering van masjiene:
Hierdie medisyne, mag u duiselig laat voel. Dit mag ook u konsentrasievermoé beinvioed.

Dit is nie altyd moontlik om te voorspel tot watter mate CALSAR met u daaglikse
aktiwiteite mag inmeng nie. U moet verseker dat u nie ‘n motorvoertuig bestuur, of
masjiene hanteer, totdat u bewus is tot watter mate CALSAR u aantas nie.

CALSAR is suikervry.

3. Hoe om CALSAR te neem

Moet nie medisyne wat vir u voorgeskryf is, met enige ander persoon deel nie.

Neem CALSAR altyd presies soos deur u dokter aanbeveel word. Raadpleeg u dokter, of
apteker, indien u onseker is.

Die gewone CALSAR dosis, is een tablet per dag.

 Dit is verkieslik om u medisyne op dieselde tydstip elke dag te neem.

* Sluk die tablette met ‘n glas water.

* U kan CALSAR saam met, of sonder kos neem. Moet nie CALSAR saam met pomelo, of
pomelsap neem nie.

Onderhewig aan hoe u op behandeling reageer, mag u dokter ‘n hoér, of laer dosis aanbeveel.

Moet nie die voorgeskrewe dosis oorskry nie.

CALSAR en ouer persone (65 jaar oud, of ouer)
U dokter moet omsigtigheid uitoefen, wanneer u dosis verhoog word.
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Indien u meer CALSAR neem as wat u behoort
In die geval van oordosering, raadpleeg u dokter, of apteker. Indien beide nie beskikbaar is
nie, kontak u naaste hospitaal, of gifbeheersentrum.

Indien u vergeet om CALSAR te neem
Moet nie ‘'n dubbel dosis neem, om vir vergete, individuele doserings, op te maak nie.

Indien u die gebruik van CALSAR staak
Onttrekking van u CALSAR behandeling, mag veroorsaak dat u siekte vererger. Moet nie
ophou om u medisyne te neem, tensy u dokter so aanbeveel nie.

4. Moontlike newe-effekte

CALSAR kan newe-effekte hé. Nie alle newe-effekte wat vir CALSAR aangemeld is,
word in hierdie inligtingsblad ingesluit nie. Sou u algemene gesondheid versleg, of
indien u enige ongewenste effekte ervaar, terwyl u CALSAR neem, raadpleeg asseblief u
gesondheidsorgverskaffer vir advies.

Indien enige van die volgende simptome voorkom, staak die gebruik van CALSAR en vertel

u dokter onmiddellik, of gaan na die ongevalle afdeling by u naaste hospitaal:

« swelling van die hande, voete, enkels, gesig, lippe en mond, of keel, wat sluk en
asemhaling mag bemoeilik

* Litslag, of gejeuk

* floute.

Hierdie is alles baie ernstige newe-effekte. Indien u dit ervaar, kon u ‘n emstige allergiese

reaksie vir CALSAR gehad het. U mag dringende mediese aandag, of hospitalisasie

benodig.

Vertel u dokter onmiddellik, of gaan na die ongevalle afdeling by u naaste hospitaal,

indien u enige van die volgende opmerk:

« skielike gehyg, borspyn, kortasemheid, of moeilike asemhaling

 erge velreaksies, insluitend intense veluitslag, galbulte, rooi vel oor u hele liggaam,
erge gejeuk, blaasvorming, afskilfering en swelling van die vel, inflammasie van die
mukusmembrane (Stevens-Johnson Sindroom, toksiese epidermale nekrolise), of ander
allergiese reaksies

 inflammasie van die pankreas, wat erge buik- en rugpyn veroorsaak en gepaardgaan
met ‘n gevoel van erge ongesteldheid

 hartaanval, abnormale hartklop

 boonste lugwegswelling.

Hierdie is alles baie ernstige newe-effekte. U mag dringende mediese aandag benodig.

Vertel u dokter, indien u enige van die volgende opmerk:

Newe-effekte wat dikwels voorkom

« influensa (griep); toe neus, seer keel en ongemak wanneer u sluk

* |ae kaliumvlakke

* hoofpyn

« astenie (swakheid)

e duiseligheid

* palpitasies (bewustheid van u hartklop)

© maagpyn

* voel siek (naarheid)

* moegheid

* gesigswelling

« rooiheid en warm gevoel van die gesig en/of nek

 swelling in die liggaam, wat veroorsaak word deur ‘n oormaat vioeistof. Dit tas
gewoonlik die onderste gedeelte van die liggaam, soos die bene, voete en enkels, aan,
maar mag enige plek voorkom.

Newe-effekte wat minder dikwels voorkom

* aptytverlies

 hoé kalsium-, suiker-, cholesterol-, of uriensuurviakke in die bloed

* |ae natriumviakke in die bloed

* voel angstig

* abnormale kodrdinasie

* lomerigheid, tinteling, of gevoelloosheid van die hande, of voete

* sigsteurnisse en -belemmering

* suising in die ore, draaigevoel

* vinnige hartklop, insluitend palpitasies

* [ae bloeddruk en lighoofdigheid, wanneer u opstaan

* hoes, nies/loopneus, veroorsaak deur inflammasie van die neusvlies (rinitis)

 seer keel

* konstipasie, verandering in dermgewoonte

o diarree, droé mond

* naarheid, braking, indigestie

* uitermatige gesweet

* rooiheid van die vel

« veluitslag, regoor u liggaam

* gewrigswelling

* rugpyn, pyn in gewrigte, spierspasma, spierkrampe

* swaar gevoel

* uringer meer as wat normaal is vir u, of voel ‘n sterker drang om te urineer

* onvermoé om ‘n ereksie te verkry, of te behou

* ‘n lae witbloedselvlak in die bloed

* lae bloedplaatjietelling

* oortollige suiker in die bloed (hiperglisemie)

* gemoedsveranderinge, depressie, verwarring

* smaaksteurings, verlies van pynsensasie, abnormale sensasie, tinteling, of prikkeling
(‘spelde en naalde’), hoé spiertonus

* bewing, slaaploosheid, gedeeltelike, of algehele verlies van sensasie in ‘n gedeelte van
u liggaam

 ‘ninflammasie van die bloedvate, wat veranderinge in die bloedvatwande veroorsaak

* swelling van die tandvieise

* abdominale swelling (gastritis), verhoging in lewerensieme, wat ‘n effek, op sommige
mediese toetse tot gevolg mag hé

* abnormale lewerfunksie, inflammasie van die lewer (hepatitis), vergeling van die vel
(geelsug)

* haarverlies

« velverkleuring

* velsensitiwiteit, pers kolle onder die vel, galbulte

* ongemak, of vergroting van die borsste by mans

* energietekort

* horspyn voel ongesteld

® pyn

* gewigstoename, of -verlies.

Aanmelding van newe-effekte

Indien u newe-effekte ervaar, praat met u dokter, apteker, of verpleegkundige. U kan ook

newe-effekte by SAHPRA via die “6.04 Adverse Drug Reaction Reporting Form”, wat

aanlyn onder SAHPRA se publikasies: https://www.sahpra.org.za/Publications/Index/8,

gevind kan word, aanmeld. U kan help om meer inligting, omtrent die veiligheid van

CALSAR te bekom, deur newe-effekte aan te meld.

5. Hoe om CALSAR te bewaar

Bewaar alle medisyne buite die bereik van kinders.

Bewaar teen of benede 30 °C. Beskerm teen vogtigheid.

Hou stulpstroke in die kartonhouer, totdat dit benodig word vir gebruik.

Moet nie gebruik na die vervaldatum, wat op die kartonhouer aangedui word nie.
Neem alle ongebruikte medisyne na u apteker terug.

Moet nie ongebruikte medisyne in dreine, of ricolstelsels (bv. toilette), weggooi nie.

6. Verpakkingsinhoud en ander inligting

Wat CALSAR bevat

Die aktiewe bestanddele is amlodipien en valsartan.

CALSAR 5/80 mg: Elke filmbedekte tablet bevat 6,95 mg amlodipienbesilaat (gelykstaande
aan 5 mg amlodipien basis) en 80 mg valsartan.

CALSAR 5/160 mg: Elke filmbedekte tablet bevat 6,95 mg amlodipienbesilaat
(gelykstaande aan 5 mg amlodipien basis) en 160 mg valsartan.

CALSAR 10/160 mg: Elke filmbedekte tablet bevat 13,90 mg amlodipienbesilaat
(gelykstaande aan 10 mg amlodipien basis) en 160 mg valsartan.

Die ander bestanddele is:

Kruisgekoppelde natriumkarmellose, magnesiumstearaat, mikrokristallyne sellulose,
Opadry Geel (hipromellose, titaandioksied, geel ysteroksied en makrogol), Opadry Wit
(hipromellose, titaandioksied en makrogol), povidoon, talkum.

Hoe CALSAR lyk en die verpakkingsinhoud

CALSAR 5/80 mg: Geel, ronde, bikonvekse, filmbedekte tablette, met “1” op een kant en
“LD" op die teenoorgestelde kant.

CALSAR 5/160 mg: Geel, ovaal, bikonvekse, filmbedekte tablette, met “2” op een kant en
“LD" op die teenoorgestelde kant.

CALSAR 10/160 mg: Wit, ovaal, bikonvekse, filmbedekte tablette, met “3” op een kant en
“LD" op die teenoorgestelde kant.

CALSAR word verpak in PVC/PVDC aluminiumfoelie stulpstroke van 10 tablette, wat in ‘n
buitenste kartonhouer geplaas word. Elke kartonhouer bevat 30 tablets.

Houer van die Registrasiesertifikaat

Pharma Dynamics (Edms) Bpk.

1# Vioer, Grapevine House, Steenberg Office Park
Silverwood Close

Westlake, Kaapstad

7945, Suid-Afrika

Tel: +27 21 707 7000
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Registrasienommers

CALSAR 5/80 mg: A51/7.1.3/1106

CALSAR 5/160 mg: A51/7.1.3/1107

CALSAR 10/160 mg: A51/7.1.3/1108

0Om toegang te verkry tot die Professionele Inligting, besoek asseblief die webtuiste by
www.pharmadynamics.co.za/products.
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