CALSAR CO
SCHEDULING STATUS[S3]

1. NAME OF THE MEDICINE

CALSAR €0 5 mg/160 mg/12,5 mg film coated tablets
CALSAR €0 5 mg/160 mg/25 mg film coated tablets
CALSAR C0 10 mg/160 mg/12,5 mg film coated tablets
CALSAR €0 10 mg/160 mg/25 mg film coated tablets
CALSAR CO0 10 mg/320 mg/25 mg film coated tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

Each CALSAR CO 5 mg/160 mg/12,5 mg film coated tablet contains amlodipine besylate
6,9 mg (equivalent to amlodipine 5 mg), valsartan 160 mg and hydrochlorothiazide

12,5 mg. Contains sugar (sugar alcohol — mannitol 58,8 mg).

Each CALSAR CO 5 mg/160 mg/25 mg film coated tablet contains amlodipine besylate
6,9 mg (equivalent to amlodipine 5 mg), valsartan 160 mg and hydrochlorothiazide 25 mg.
Contains sugar (sugar alcohol — mannitol 58,8 mg).

Each CALSAR CO 10 mg/160 mg/12,5 mg film coated tablet contains amlodipine besylate
13,9 mg (equivalent to amlodipine 10 mg), valsartan 160 mg and hydrochlorothiazide
12,5 mg. Contains sugar (sugar alcohol — mannitol 58,8 mg).

Each CALSAR CO 10 mg/160 mg/25 mg film coated tablet contains amlodipine besylate
13,9 mg (equivalent to amlodipine 10 mg), valsartan 160 mg and hydrochlorothiazide

25 mg. Contains sugar (sugar alcohol — mannitol 58,8 mg).

Each CALSAR CO 10 mg/320 mg/25 mg film coated tablet contains amlodipine besylate
13,9 mg (equivalent to amlodipine 10 mg), valsartan 320 mg and hydrochlorothiazide

25 mg. Contains sugar (sugar alcohol — mannitol 117,5 mg).

This medicine contains less than 1 mmol sodium (0,023 g) per film coated tablet and is
essentially ‘sodium free’

For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Film coated tablets.

CALSAR CO 5 mg/160 mg/12,5 mg: White or almost white, oval, biconvex, film coated
tablets, engraved with mark K1 on one side of the tablet.

CALSAR CO 5 mg/160 mg/25 mg: Light yellow, oval, biconvex, film coated tablets,
engraved with mark K3 on one side of the tablet.

CALSAR CO 10 mg/160 mg/12,5 mg: Pink, oval, biconvex, film coated tablets, engraved
with mark K2 on one side of the tablet.

CALSAR CO 10 mg/160 mg 25 mg: Brown-yellow, oval, biconvex, film coated tablets,
engraved with mark K4 on one side of the tablet.

CALSAR CO 10 mg/320 mg/25 mg: Brown-red, oval, biconvex, film coated tablets.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications

Elontl:(omitanl use of fluoroquinolones and ACE inhibitors/angiotensin receptor
lockers

Concomitant use of fl lones 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 fluoroquinolones or ACE
inhibitors/angiotensin receptor blockers, whether used separately and/or concomitantly.

Primary hyperaldosteronism

Patients with primary hyperaldosteronism should not be treated with the angiotensin Il
antagonist valsartan as their renin-angiotensin system is not activated. Therefore,
CALSAR CO is not recommended in this population.

Photosensitivity

Cases of photosensitivity reactions have been reported with thiazide diuretics (see

section 4.8). If photosensitivity reaction occurs during treatment with CALSAR CO, it is
ded to stop the Ifa of the diuretic is deemed

necessary, it is recommended to protect exposed areas to the sun or to artificial UVA.

Acute angle-closure glaucoma

Treatment of essential hypertension in patients donthe i

given at the same doses.
CALSAR CO is not indicated for the initial therapy of hypertension (see section 4.2).

4.2 Posology and method of administration

Posology

The recommended dose is one tablet per day (of either of the 5 strengths listed under
section 2).

If a tablet shows signs of cracking, the tablet should not be taken.

Patients with valsartan, and iazide (HCTZ) from separate
tablets may be switched to CALSAR CO containing the same component doses.

The maximum antihypertensive effect of CALSAR CO is reached within two weeks after a
change in dose. The maximum recommended dose of CALSAR CO is one 10/320/25 mg daily.

Special populations
Elderly
No adjustment of the initial dose is required for elderly patients (see section 5.2).

Renal impairment

No dosage adjustment is required for patients with mild to moderate renal impairment. Due
to the hydrochlorothiazide component, CALSAR CO is not recommended in patients with
severe renal impairment (creatinine clearance <30 mL/min) (see section 4.3 and 5.2).

Hepatic Impairment

Caution should be exercised when administering CALSAR CO to patients with hepatic
impairment or biliary obstructive disorders (see section 4.4). Due to the hydrochlorothiazide
component, CALSAR CO is not recommended in patients with severe hepatic impairment
(see section 4.3 and 5.2).

Paediatric population
CALSAR CO is not recommended for use in patients aged below 18 years due to a lack of
data on safety and efficacy (see section 4.3).

Method of administration

For oral use.

CALSAR CO can be taken with or without food. It is recommended to take CALSAR CO with
some water.

4.3 Contraindications

CALSAR CO is contraindicated in:

hypersensitivity to amlodipine, valsartan, hydrochlorothiazide and other sulphonamides,
dihydropyridine derivatives, or to any of the CALSAR CO excipients listed in section 6.1
history of angioedema related to previous therapy with angiotensin receptor blockers
(ARBS): These patients must never again be given these medicines

concomitant use of fluroquinolones with angiotensin-converting enzyme (ACE)
inhibitors/angiotensin receptor blockers is contraindicated in patients with moderate
(creatinine clearance <60 mL/min) to severe renal function impairment (creatinine
clearance less than 30 mL/min) and in the elderly

concomitant use of CALSAR CO with aliskiren-containing medicines in patients with diabetes
mellitus or renal impairment (Glomerular Filtration Rate (GFR) < 60 mL/min/1,73 m?) (see
sections 4.5 and 5.1)

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

concomitant therapy with potassium sparing diuretics such as spironolactone,
triamterene, amiloride

hereditary or idiopathic angioedema

severe hepatic impairment (Child-Pugh C)

CALSAR CO should not be given to patients with Addison's disease

anuria, severe renal impairment (creatinine clearance less than 30 mL/min) and patients
undergoing dialysis

refractory hypokalaemia, hyponatraemia, hypercalcaemia and symptomatic
hyperuricaemia

obstruction of the outflow tract of the left ventricle (e.g. hypertrophic obstructive
cardiomyopathy (HOCM) and high-grade aortic stenosis and mitral valve stenosis)
bilateral renal artery stenosis, renal artery stenosis in patients with a single kidney
pregnancy and lactation. CALSAR CO should be discontinued as soon as possible when
pregnancy is suspected (see section 4.6)

porphyria

children under 18 years of age, as safety and efficacy have not been established
patients with a history of previous and/or current basal cell carcinomas and/or
squamous cell carcinomas of the skin and lip.

4.4 Special warnings and precautions for use
The safety and efficacy of amlodipine in hypertensive crisis have not been established.

Pregnancy

Angiotensin Il receptor antagonists (AlIRAs) should not be initiated during pregnancy.
Patients planning pregnancy should be changed to alternative antihypertensive
treatments which have an established safety profile for use in pregnancy.

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

Renal Impairment

Due to the hydrochlorothiazide component, CALSAR CO is contraindicated in patients with
severe renal impairment (creatinine clearance < 30 mL/min, anuria or undergoing dialysis)
(see section 4.3).

Thiazide diuretics may precipitate uraemia in patients with chronic kidney disease. When
CALSAR CO is used in patients with renal impairment periodic monitoring of serum
electrolytes (including potassium), creatinine and uric acid serum levels is recommended.

Renal artery stenosis

CALSAR CO should not be used in bilateral renal artery stenosis and renal artery stenosis in
patients with a single kidney since blood urea and serum creatinine may increase in such
patients (see section 4.3).

Kidney transplantation
There is no experience with the use of CALSAR CO in patients with a recent kidney
transplant.

Hepatic Impairment

Valsartan is mostly eliminated unchanged via the bile, whereas amlodipine is extensively
metabolised by the liver. The half-life of amlodipine is prolonged and Area under

the curve (AUC) values are higher in patients with impaired liver function, but dose
recommendations have not been established.

Particular caution should be exercised when administering CALSAR CO to patients with
hepatic impairment or biliary obstructive disorders. CALSAR CO is contraindicated in
patients with severe hepatic impairment, because of the hydrochlorothiazide component
(see section 4.3).

Sodium- and/or volume depleted patients

Excessive hypotension, including orthostatic hypotension was seen in 1,7 % of patients
treated with the maximum dose of amlodipine/valsartan/HCTZ (10/320/25 mg) compared
t0 1,8 % of valsartan/HCTZ (320/25 mg) patients, 0,4 % of amlodipine/valsartan

(10/320 mg) patients, and 0,2 % of HCTZ/amlodipine (25/10 mg) patients in a controlled
frial in patients with moderate to severe uncomplicated hypertension.

In patients with an activated renin-angiotensin system, such as volume-and/or salt-
depleted patients receiving high doses of diuretics, symptomatic hypotension may occur
in patients receiving angiotensin receptor blockers. This condition should be corrected
prior to administration of CALSAR CO, or the treatment should start under close medical
supervision.

If excessive hypotension occurs with CALSAR CO, the patient should be placed in the
supine position and, if necessary, given an intravenous infusion of 0,9 % sodium chloride
solution. Treatment can be continued once blood pressure has been stabilised.

Serum elecirolyte changes
valsar

A controlled trial |nd|cates the counteractmg effects of valsartan 320 mg and

hydrochlorothiazide 25 mg on serum potassium approximately balanced each other in

many patients.

In other patients, one or the other effect may be dominant.

Periodic determination of serum electrolytes and potassium in particular should be

performed at appropriate intervals to detect possible

Breastfeeding

It is not known whether valsartan and/or amlodipine are excreted in human milk. Valsartan
was excreted in the milk of lactating rats. Hydrochlorothiazide is excreted into breast milk.
CALSAR CO is contraindicated in women who are breastfeeding (see section 4.3).

Fertility

There is no data on fertility with CALSAR CO.

4.7 Effects on ability to drive and use machines

CALSAR CO0 can lead to dizziness or weariness, patients should be advised not to drive,
operate machinery or perform hazardous tasks until they know how CALSAR CO affects
them.

4.8 Undesirable effects

a) Summary of the safety profile

Adverse reactions were generally mild and transient in nature and only infrequently
required discontinuation of therapy. The most common reasons for discontinuation of
therapy were dizziness and hypotension.

b) Tabulated summary of adverse reactions

Management of overdose

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 CO 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, provrded that
there is no to its use. calcium gl may be beneficial in
reversing the effects of calcium channel blockade.

Both valsartan and amlodipine are unlikely to be removed by haemodialysis whereas
clearance of HCTZ will be achieved by dialysis.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Agents acting on the renin-angiotensin system, angiotensin Il
antagonists, other combinations

ATC code: CO9DX01

Hydrochlorothiazide, a sulphonamide, has been associated with an idiosyncratic reaction Side effects for CALSAR GO Pharmacological classification: 7.1.3 vascular medicines — other hypotensives
resulting in acute transient myopia and acute angle-closure glaucoma. Symptoms include [System Organ Class Frequency Side effects Mechanism of action
acutle ofnset tt)f der{r_eats_ed_ visual acuity or ocular pain and typically occur within hours to a Blood and lymphatic Frequency Thrombocytopenia valsar othiazide three antinypertensive active
week of treatment initiation. i
. system disorders unknown |ngred|ems with complementary mechanisms to control blood pressure in patients with
Unireated acute-angle closure glaucoma can lead o pefmanent vislon loss. Immune system disorders | Frequency Angioedema essential hypertension: amlodipine belongs to the calcium antagonist class, valsartan
The primary treatment is to discontinue hydrochlorothiazide as rapidly as possible. Prompt unknown to the in Il (Ang Il) ist class and ide belongs to the
medical or surgical ! may fneed to be if the pressure Metabolism and nutrition | Frequent Hypokalaemia thiazide diuretics class of medicines. The combination of these ingredients has an additive
remains uncontrolled. Risk factors for developing acute angle closure glaucoma may i ; < it < antihypertensive effect, reducing blood pressure to a greater degree than either component
include a history of sulphonamide or penicillin allergy. Less frequent rl]\yn;ére::%aheyrgie;cralycpa]engiaég%ggrI|prdaemra, alone.
General Frequency Blood potassium increased Amlodipine
Cautlon should be exercised in patlents who have shown prior hypersensrtrvrty to other unknown The ipi of the tablet inhibits the transmembrane entry of calcium ions
II receptor reactions to h ide are Psychiatric disorders Less frequent | Insomnia/sleep disorders into cardiac and vascular smooth muscle. The mechanism of the antihypertensive action
more likely in patients with allergy and asthma. Nervous system disorders | Frequent Dizziness, headache of amlodipine is due to a direct relaxant effect on vascular smooth muscle, causing a
Elderly ¥ Lesz requent Abnormai coordination reduction in peripheral vascular resistance and reduction in blood pressure. Experimental
Caution, including more frequent monitoring of blood pressure, is recommended in elderly ia, lethargy, paraesthesia, gﬁ]tglﬁgign%sst tTh;et é‘g{‘:{’g‘cpt'l?g;’r'gg;sts%g%tfhc‘;'ﬂ%gg’#]yurgé'lgeaﬁ'&dvgggufa'pﬁdr;ggty':'%’bi e
patients, particularly at the maximum dose of CALSAR CO, 10/320/25 mg, since available peripheral neuropathy, somnolence, are . upon the of calcium ions into these cells through
data in this patient Dﬂpulaﬂﬂn are |lmlled syncope, dizziness postural, dizzingss specific ion channels
Dual of the renin system (RAAS) exertional Following administ t theraeutic doses to patients with hypertension. amiodini
There i evidence thatthe concomitant use of ACE inhibiors, ARBS or alfsiren increases  [Eye disorders | Less froquent | Visvelmpaiment | [05ang Aavenon of Baneutic Chece fo patuats it persncion, amiadnne
the risk of hypotension, hyperkalaemia and decreases renal function (including acute renal Ear and labyrinth disorders | Less frequent Vertigo ghese ‘decreases in blood pressgre are not accompanpie dbya significgnt chan%e in heart
{ﬁg%?grg ”;:rﬁg‘;ﬁg%%gdﬂgés ;2;?%%2 T% g?]r[rjngqed use of CALSAR CO and alskiren is Cardiac disorders Less frequent | Tachycardia rate or plasma catecholamine levels with chronic dosing.
nt ) { ° 10ns 2. ). . Vascular disorders Frequent Hypotension Plasma concentrations correlate with effect in both young and elderly patients.
If dual blockade therapy is considered absolutely necessary, this should only occur Less frequent | Orthostatic hypotension, phiebitis, In hypertensive patients with normal renal function, therapeutic doses of amlodipine
under specialist supervision and subject to frequent close monitoring of renal function, thrombophlebitis resulted in a decrease in renal vascular resistance and an increase in glomerular filtration
€ ( and blood pressure. ACE inhibitors and ARBs should not be used concomitantly Frequency Vasculitis rate and effective renal plasma flow without change in filtration fraction or proteinuria.
in patients with diabetic nephropathy. unknown Haemodynamic measurements of cardiac function at rest and during exercise (or pacing)
Non-melanoma skin cancer Respiratory, thoracic and | Less frequent Cough, dyspnoea, throat iiation in patients with normal ventricular funehon treated with amlodipine have generally
An increased risk of non-melanoma skin cancer (NMSC) [basal ceII carcinoma (BCC) and mediastinal di ﬁrerrrrg[s]grrrrig%%rausnmlilrrlrrec(rgs;;)l[brcgrrrdllgg :rne(n?r(ioﬂrlrlltahroejrtrgIginz;gt%?igt;;rr]eles]ser;r%eo%gﬂr?r[r]ge
:guggnjogshgglIbcee;]cgrgsneravgsd(ﬁ)] \r?,atrrmlgccoegs:ggmrolo jcal stud|es fThe risk for NMSC Gastrointestinal disorders | Frequent Dyspepsia In ynamic studies, ioine has not boen associated with a negative notropic
aprr))ears to increase with long- teprm Lse. r...p 9 actions of hydr ide Less frequent | Abdominal discomfort and pain, breath effect when administered in the therapeutic dose range to intact animals and humans,
Y odour, diarrhoea, dry mouth, nausea, even when co-administered with beta blockers to humans.
could act as a possible mechanism for NMSC. vomiti
Patients taking hy othiazide, alone or in ¢ , should be informed of the risk  [Hepato-biliary disorders | Frequency Elevation of liver function values including |ntact anlma?s e]sr ES:HC;,?SH%,? g;::]og;rrg{unéllggllgucvﬁlgrr‘r g:n?ggmgtu%ﬂ%%ﬂ?;g?gg v
?f NMSt_C and adwsedd o regﬁlarly C?teCk thelr kin for ﬁnylnew Iesons, 25 wel as changes unknown serum bilirubin ion with beta blockers to patients with either hypertension or angina, no adverse
0 €XISNg 0nes, and prompty Feport any Suspicious skin esions. Skin and subcutaneous  |Less frequent | Hyperhidrosis, pruritus effects on electrocardlographlc parameters were observed.
Suspl_cm;r_s sklnf Ig_slon_s should be promptly examined potentially including histological Hissue disorders ine has been studied in patients with chronic stable angina, vasospastic angina
examinations of biopsies. — -
Possible preventive Fr)neasures such as limited exposure to sunlight and UV rays and, Musculoskeletal, Less frequent Back pain, joint swelling, muscle spasm, and angiographically documented coronary artery disease.

in case of exposure, adequate protection should be advised to the patients in order to

connective tissue and bone muscular weakness, myalgia, pain in
|
h al

1

Valsartan

minimise the risk of skin cancer t - - —L Valsartan is an orally active, and specific angiotensin Il receptor antagonist. It acts
The use of hydr in patients who have experienced Renal and urinary disorders | Frequent Pollakiuria selectively on the angiotensin type 1 (AT,) receptor subtype, which is responsible for the
previous NMSC (see also sectmn 4.8). Less frequent  |Blood creatinine increased, renal known actions of angiotensin II. The increased plasma levels of angiotensin Il following AT,
Paediatric population impairment acute renal failure receptor blockade with valsartan may stimulate the unblocked AT, receptor, which appears
Safety and efficacy of CALSAR CO in patients aged below 18 years has not been Reproductive system and | Less frequent  {Impotence to counterbalance the effect of the AT, receptor. Valsartan does not exibit any partial
established (see section 4.3). breast agonist activity at the AT, receptor and has much (about 20 000-fold) greater affinity for
Exipients with known effect General disorders and Frequent Fatigue, oedema the AT, receptor than for the AT, receptor.
Sodium administrative site Less frequent | Asthenia, discomfort, malaise, non-cardiac Administration of valsartan to patients with hypertension results in reduction of blood
CALSAR CO contains less than 1 mmol sodium (0,023 g) per film coated tablet, that is to condrnons chest pain, abasia, gait disturbance | pressure without affecting pulse rate. ' )
say essentially ‘sodium freg’. Investigations Less frequent |Blood urea nitrogen increased, blood uric In most patients, after administration of a single oral dose, onset of antihypertensive
oo . . i acid increased, blood potassium decreased, activity occurs within 2 hours, and the peak reduction of blood pressure is achieved
4.5 Interaction with other medicines and other forms of interaction weight increase within 4 - 6 hours. The antihypertensive effect persists over 24 hours after administration.
No formal interaction studies with other medicines have been performed with CALSAR CO. During repeated admi jon, the maximum ion in blood pressure with any dose
Thrrs, only information on interactions w[th orher medicines that are known for the Side effects for Amlodipine is generally attained within 2 - 4 weeks and is sustained during long-term therapy. Abrupt
individual active substances is provided in this section. . of valsartan has not been associated with rebound hypertension or other
However, it is important to take into account that CALSAR CO may increase the System Organ Class [Frequency Side effects adverse clinical events.
effect of other antihypertensive medicines. Blood and ymphatic Less frequent Thrombocytopenia sometimes with Hydrochlorothiazide
Concomitant use not recommended . system di purpura, The site of action of thiazide diuretics is primarily in the renal distal convoluted tubule. It
Dual blockade of the RAAS with ARBs, ACE inhibitors or aliskiren: Immune system disorders | Less frequent Hypersensitivity, allergic reactions, has been shown that there is a high-affinity receptor in the renal cortex as the primary
Clinical trial data has shown that dual blockade of the renin-angiotensin-aldosterone- angioedema binding site for the thiazide diuretic action and inhibition of sodium chloride transport in the
system_(HAAS) through the combined use of ACE inhibitors, angiotensin Il receptor blockers Metabolism and nutrition | Less frequent Hyperglycaemia distal convoluted tubule.
or aliskiren is associated with a higher frequency of adverse events such as hypotension, disorders The mode of action of thiazides is through inhibition of the sodium-chloride (Na-CI).
hyperkalaemia and decreased renal function (see sections 4.3 and 4.4). Psychiatric disorders Less frequent Insomnia, mood changes, anxiet, symporter perhaps by competing for the Cl-site, thereby affecting electrolyte reabsorption
A p ¢ use of and ACE i i dw mect}an(itsmts —ddire(:jetly itncLeatsringds_odirtJ_m and chlolqide_ excrietion to an approﬁimately
receptor blockers may precipitate acute kidney injury. The mechanism of the possible Nervous system disorders | Frequent Headache, somnolence, dizziness equal extent, and indirectly by this diuretic action reducing plasma volume, wi )
interaction between the different classes of medicines, over and above different ¥ Lesz Frequent Tremar, hypoesthesia, dysgeusia consequent increases in plasma renin activity, aldosterone secretion and urinary potassium
mechanisms of kidney damage, is unknown (see section 4.3). paraesthesia, syncope, hypertonia, loss, and a decrease in serum potassium.
Lithium: Reversible increases in serum lithium concentrations and toxicity have been peripheral neuropathy, neuropathy 5.2 Pharmacokinetic properties
reported during concomitant administration of lithium with ACE inhibitors, angiotensin Frequency unknown |Extrapyramidal syndrome Linearity/non-linearity . .
receptor antagonists including valsartan or thiazides. Since renal clearance of lithium is Eye disorders Less frequent Visual impairment, diplopia, visual valsartan and HCTZ exhibit inear pharmacokinetics
reduced by thiazides, the risk of lithium toxicity may presumably be increased further wrth disturbance i
(CALSAR CO. The)refore the concomitant use of CALSAR CO with lithium is Ear and labyrinth disorders | Less frequent Tinnitus Absorption
see section 4.3 + e After oral inistration of ic dost alone, peak plasma
Valsartan Cardiac disorders f;izu;gtuenl Ealsprlht;:?r::a bradycardia, atrial concentrations of amlodipine are reached i |n 6 - 12 hours. Absolute bioavailability has
Potassium-sparing diuretics, potassium supplements, salt substitutes containing potassium q ﬁ%ri"aﬁon ventricglar tachycardia, been calculated as between 64 % and 80 %. ity is by
and other substances that may increase potassium levels: f a medicine that affects myocardial infarction ' food ingesfion.
potassium levels (e.g. heparin) is consi necessary in jon with valsartan, Vascular disorders Frequent Flushing Distribution
frequent monitoring of potassium plasma levels is advised. Less f t Hynotensi m Volume of distribution is approximately 21 L/kg. In vitro studles with amlodipine have
Amlodipine Respiratory, thoracic and ng frs% Dysonzlesaopbi‘rlrﬁg uclollf h shovn tha 2pp 97,5 % of ds bound o plasima protens.
pefruit or grapefruit juice: ‘. i '. | : of ( witb grapefruit or grapefrui.t ) merriastinraVI’ disorders 7 yenoed, » c0ug Brolransformauon
Jurce is not recommended as broavarlabrllty may be increased in some patients, resulting in Gastrointestinal disorders | Freauent Vomiting. abdominal pain.nausea 90 %) ized in the liver to inactive
increased blood pressure lowering effects. q g,' pa, - metabolrtes wrth 10 % of the parent compound and 60 % of the metabolites excreted in
) ) . ) Less frequent Dyspepsia, dry mouth, constipation, the urine.
Caution required with concomitant use: diarrhoea, vomiting
Amlodipine Pancreatitis, gastritis, gingival Elimination
CYF|’3a44 fo t(/ e. Certe PSR b{lfOﬂ(HW)t Concon}rgant use Olf hyperplasia, chiange of bowel habit Amlodipine elimination from plasma is biphasic with a terminal elimination half-life of
amiodipine with strong or moderate INNIDItors (protease INNIDItors, azole hiliary di i i noludi approximately 30 - 50 hours. Steady-state plasma levels are reached after continuous
antifungals, macrolides like ery or clari , verapamil or diltiazem) may Hepato-biliary disorders | Less frequent tiggﬁfgnﬁﬂgﬂtﬁfgrgggg rﬂr:g;niglg ding administration for 7 - 8 days. Ten percent of original amlodipine and 60 % of amlodipine
give rise to significant increase in amlodipine exposure The clinical translation of these iaundice, intrahepatic c’holestasis metabolites are excreted in urine.
pharmacokinetic variations may be more pronounced in the elderly. Clinical monitoring and - ]—p—
dose adjustment may thus be required. S_km and subcutaneous Less frequent Alopecia, hyperhidrosis, pruritus, Valsana_n
X tissue disorders rash, purpura, skin discoloration, Absorption
CYP3A4 inducers: ( t agents [e.g. photosensitivity, exfoliative dermatitis, Following oral administration of valsartan alone, peak plasma concentrations of valsartan
Hyp perforatum) Upon co-administration urticaria, erythema multiforme, Stevens- are reached in 2 - 4 hours. Mean absolute bioavailability is 23 %. Valsartan shows multi
of known inducers of the CYP3A4, the plasma concentration of amlodipine may vary. Johnson syndrome, exanthema, Quincke exponential decay kinetics (t,, o. <1 h and t,, f about 9 h). Food decreases the exposure
Therefore, blood pressure should be monitored, and dose regulation considered both oedema (as measured by AUC) to valsartan by about 40 % and peak plasma concentration (Cy,,,) by
during and after concomitant therapy, particularly with strong CYP3A4 inducers (.g. Frequency unknown |Vasculits necrotising and toxic about 50 %, although from about 8 hours post dosing plasma valsartan concentrations are
rifampicin, St. John's Wort (Hypericum perforatum)). epidermal necrolysis similar for the fed and fasted group. This reduction in AUC, however, is not accompanied
Simvastatin: Musculoskeletal Frequent Ankle swelling by a clinically si A in the therapeutic effect, and valsartan can therefore be
Co-administration of multiple doses of 10 mg amlodipine with 80 mg simvastatin resulted connective tissue and bone | gss frequent Back pain, muscle spasms, myalgia, given either with or without food.
ina 77 % increase in exposure to si compared o si alone. Itis disorders arthralgia Distribution
recommended to limit the dose of simvastatin to 20 mg daily in patients on [Renal and urinary di Less frequent Nicturition disorder, nocturia, The steady-state volume of distribution of valsartan after intravenous administration
Dantrolene (infusion): Renroductive system an Less frequent necomastia. erectile dvsf n' on is about 17 litres indicating that valsartan does not distribute into tissues extensively.
In animals, lethal ventricular fibrillation and cardiovascular collapse are observed in .,,?ag{’ htve system and | ess freque .Gn)]' §f§n asta, erccl dysfuncin, Valsartan is highly bound to serum proteins (94 - 97 %), mainly serum albumin.
association with hyperkalaemia after administration of verapamrl and intravenous i i Biotransformation
dantrolene. Due to risk of hyperkalaemia, it is d that the co ati gg::lei::i';g:?;gesr;: nd frequfe it t gedhema, fatrlgue i cardi Valsartan is not transformed to a high extent as only about 20 % of dose is recovered as
of calcium channel blockers such as amlodipine be avoided in patients suscepfible to contitions 655 frequen ey Pl MEISe, non-arcdac metabolites.
malignant hyperthermia and in the management of malignant hyperthermia. — chest pain - A hydroxy metabolite has been identified in plasma at low concentrations (less than 10 %
Valsartan Investigations Less frequent Weight decreased, weight increased of the vaisartan AUC). This metabolite is pharmacologically inactive.
Inhibitors of the uptake transporter (rifampicin, ciclosporin) or efflux transporter (ritonavir): Less frequent ?gﬁ;g?e%m%e cl;g,r:;gif’_is(mﬂsmf Elimination
The results of an in vitro study with human liver tissue indicate that valsartan is a Valsartan is primarily eliminated in faeces (about 83 % of dose) and urine (about 13 %
of the hepatic uptake transporter OATP1B1 and of the hepatic efflux transporter MRP2. Side effects for Valsartan of dose) mainly as unchanged compound. Following intravenous administration, plasma

Co-administration of inhibitors of the uptake transporter (rifampicin, ciclosporin) or efflux
transporter (ritonavir) may increase the systemic exposure to valsartan.

Valsartan and Hydrochlorothiazide
Nonsteroidal anti-inflammatory medicines (NSAIDs), including selective 2

Side effects

System Organ Class F

Frequency unknown | Viral infections, upper respiratory tract
infection, sinusitis, pharyngitis, rhinitis

Infections and Infestations

clearance of valsartan is about 2 L/h and its renal clearance is 0,62 L/h (about 30 % of
total clearance). The half-life of valsartan is 6 hours.

Hydroch_lnmthiazide

(COX-2) inhibitors, acetylsalicylic acid (>3 g/day), and non-selective NSAIDs:

Blood and lymphatic system | Frequency unknown |Decrease in haemoglobin, decrease

The absorption of hydrochlorothiazide, after an oral dose, is rapid (T, about 2 hours). The

NSAIDs can attenuate the antihypertensive effect of both angiotensin Il antagonists and disorders in haematocrit, neutropenia, increase in mean AUC is linear and dose proportional in the therapeutic range.
hydrochlorothiazide when administered simultaneously. Furthermore, concomitant use of thrombocytopenia sometimes with Concomitant administration with food has been reported to both increase and decrease the
CALSAR CO and NSAIDs may lead to an increased risk of worsening of renal function and purpura systemic availability of hydrochlorothiazide compared with the fasted state. The magnitude
an increase in serum potassium. Therefore, monitoring of renal function at the of  [immune system disorders | Frequency unknown |Hypersensitivity including serum of these effects is small and has little clinical importance. Absolute bioavailability of
the treatment is recommended, as well as adequate hydration of the patient. sickness, angioedema hydrochlorothiazide is 60 - 80 % after oral administration.
Hydrochlorothiazide ) Psychiatric disorders Frequency unknown_|Insomnia, decreased libido Distribution
Alcohol, or narcotics: C of thiazide diuretics with Ear and labyrinth disorders | Less frequent Vertigo The distribution and elimination kinetics have generally been described s a bi-exponential
substances that also have a blood pressure lowering effect (e.g. by reducing sym [Vascular disorders Frequency unknown |Vasculits decay function, with a terminal half-life of 6 - 15 h. The apparent volume of distribution is
central nervous system activity or direct vasodilatation) may potentiate orthostatic Resniratory, thoracic and | Lass freauent Couch 4 - 8 L/kg. Circulating hydrochlorothiazide is bound to serum proteins (40 - 70 %), mainly
hypotension. N ) ) espiratory, thoracic an 655 irequen oug serum albumin.
Amantadine: Thiazides, including hydrochlorothiazide, may increase the risk of adverse medlas_'tmal_ — . — Hy iazide also in erythrocytes at app y 3 times the level
reactions caused by amantadine. Igastromtesimal Less frequent Abdominal pain, discomfort in plasma.

olinergi nes: The bioavalabiity of thiazide-type diuretics may be increased Hepato-biliary disorders Frequency unknown It;:;e’[j fgrrl]ﬁ'ﬂgrnn tﬁ]sctrggggrmal, including Bi olransformallon
by antl_chollnerglc medicines (e.g. atropine, biperiden), apparently due to a decrease in . - _ — HCTZis {as i compound.
gastrointestinal motility and the stomach emptying rate. Conversely, it is anticipated that Skin and subcutaneous Frequency unknown |Rash, pruritus, angioedema, dermatitis -
prokinetic substances such as cisapride may decrease the bioavailability of thiazide-type tissue disorders bullous Elin . ) ) ) )
diuretics. H ide is eliminated from plasma with a half-life averaging 6 - 15 hours in

Antidiabetic medicines: It may prove necessary to readjust the dosage of insulin and of oral
antidiabetic medicines.

Metformin should be used with caution because of the risk of lactic acidosis induced by
possible functional renal failure linked to hydrochlorothiazide.

Beta blockers and diazoxide: Concomitant use of thiazide diuretics, including
hydrochlorothiazide, with beta blockers may increase the risk of hyperglycaemia. Thiazide
diuretics may enhance the hyperglycaemic effect of diazoxide.

Carbamazepine: Patients receiving hydrochlorothiazide concomitantly with carbamazepine

may develop hyponatraemia. Such patients should therefore be advised about the
possibility of hyponatraemic reactions, and should be monitored accordingly.

imbalance, esp y

Musculoskeletal, connective | Frequency unknown [Myalgia
tissue and bone disorders
Renal and urinary disorders | Frequency unknown |Elevation of serum creatinine, increased

blood urea, renal failure and impairment
Fatigue

General disorders and
administrative site
conditions

Less frequent

the terminal elimination phase. There is no change in the kinetics of hydrochlorothiazide on
repeated dosing, and accumulation is minimal when dosed once daily. More than 95 % of
the absorbed dose being excreted as unchanged compound in the urine.

Following oral admrnrstratron in normal healthy adults, peak plasma concentrations
of amlodrprne valsartan and HCTZ are reached in 6 - 8 hours, 3 hours, and 2 hours,

Investigations Frequency unknown |Blood potassium increased

Side effects for Hydrochlorothiazide

Side effects

System Organ Class Freq

y. The rate and extent of absorption of amlodipine, valsartan and HCTZ are the
same as when administered as individual dosage forms.

Pharmacokinetics in special patient groups
Elderly
Time to peak plasma amlodipine concentrations is similar in young and elderly patients.

Ciclosporin: Ce with ciclosporin may increase the risk of Neoplasms benign, Frequency unknown |Non-melanoma skin cancer (basal In elderly patients, amlodipine clearance tends to decline, causing increases in AUC and
in patients g'}]':s‘;g;‘”o’f's‘;lL?Ce‘fg;rs’;%fnw:;f;‘; renal function, reatment with othier hyperuricaemia and gout-type complications. malignant and unspecified cell carcinoma and squamous cell elimination haft-fe. o .
yorp . Cytotoxic medicines: Thiazides, including hydrochlorothiazide, may reduce the renal carcinoma) Systemic exposure to valsartan is slightly elevated in the elderly as compared to the young,
Valsartan: excretion of cytotoxic medicines (e.g. cyclophosphamide, methotrexate) and potentiate Blood and lymphatic system | Less frequent T purpura, but this has not been shown to have any clinical significance. )
omitant use with I o sparing diuretics, salt their myelosuppressive effects. disorders agranulocytosis, bone marrow failure, Limited data suggest that the systemic clearance of hydrochlorothiazide is reduced in both
substitutes containing potassium, or other medicines that may increase potassium levels Diitals gycosides: Thiazide-induced hypokalagmia or hypomagnesaemia may oceur as haemolytic anaemia, aplastic anagmia gganh‘tlhant?r hypertensive etlderly SUbJe”ClS c‘ljlnt]plare? tdolyoung health% V%UH}EEFS{_ "
(heparin, etc.) are contraindicated (see section 4.3). Monitoring of potassium should be : e AIALTL _ i i itivi ions - respi Ince the three components are equally well tolerated in younger and elderly patients,
undertaken as appropriate. unwanted effects, favouring the onset of digoxin-induced cardiac dysrhythmias. Immune system disorders | Less frequent gf;@fggs?:g':%gegﬁggp:onIrt?: glrzstory normal dose regimens are recommended (see section 4.2).
Hydrochlorothiazide: lodine contrasting medicines: In case of diuretic-induced dehydration, there is an increased pulmonary oedema Renal impairment
I itant use with i jum sparing diuretics, salt substitutes risk of acute renal failure, especially with high doses of iodine products. Patients should be Metabolism and nutrition | Frequent Hypokalaemia, increased blood fipids, The pharmacokinetics of is not si by renal impairment.
um, or other that may increase potassium levels (heparin, re-hydrated before the administration. disorders hyponatremia, hypomagnesaemia, There is no apparent correlation between renal function (i I
etc.) could lead to hyperkalaemia and should be used with caution. Hypokalaemia has been lon-exchange resins: Absorption of thiazide diuretics, including hydrochlorothiazide, is hyperuricaemia and exposure (measured by AUC) to valsartan in patients with different degrees of renal
reported under treatment with thiazide diuretics including hydrochlorothiazide. Frequent decreased by cholestyramine or colestipol. This could result in sub-therapeutic effects of Less frequent Hypercalcaemia, hyperglycaemia, impairment. Patients with mild to moderate renal impairment may therefore receive the
monitoring of potassium is recommended (see section 4.3). _ thiazide diuretics. However, staggering the dosage of hydrochlorothiazide and resin such glycosuria and worsening of diabetic usual initial dose (see sections 4.2 and 4.4).
Treatment with CALSAR CO should only start after correction of hypokalaemia and any that hydrochlorothiazide is administered at least 4 hours before or 4 - 6 hours after the metabolic state, hypochloraemic In the presence of renal impairment, mean peak plasma levels and AUC values of -
co-existing hypomagnesaemia. Thiazide diuretics can p new onset ion of resing would potentially minimise the interaction. alkalosis hy_drrocnlll?;otmaérde are |ncreased_ and tthe lérma(rjy_excrenon ra]tedrs rﬁducerd_. In é)agﬁnctsh
-existi ia. Thiazide diureti ini Perw - : with mild to moderate renal impairment, a 3-fold increase in hydrochlorothiazide as
&Zﬁfﬁgﬁ{ﬁﬂ?ﬂpﬁrfgﬁfg'ﬁrﬂygf,f&'r?g,ﬂ'?ﬁmﬂﬁgiﬁﬁfﬁéﬁ Sg&iﬁfﬁr ?35'2 I?:)Srtg(zdmmg affecting jum: The ic effect of diuretics may be increased Psychiatric disorders Less frequent Insomia, seep disorders, dep been observed. In patients withpsevere renal impairment an 8-¥0Id increase in AUC has
salt-losing nephropathies and prerenal (cardiogenic) impairment of kidney function. by kaliuretic diuretics, corticosteroids, laxatives, adrenocorticotropic hormone (ACTH), Nervous system disorders | Less frequent Headache, dizziness, sleep disorders, been observed. The combination medicine is contraindicated in patients with severe renal
If hypokalaemia develops during hydrochlorothiazide therapy, CALSAR CO should be amphotericin, amphotericin, carbenoxolone, penicillin G, salicylic acid derivatives or _ aragsinesia impairment, anuria or undergoing dialysis (see section 4.3).
discontinued until stable correction of the potassium balance. an{r-dysrhytrlrmms.llf thlese mdedrcrges are to be prescribed with CALSAR CO, monitoring of Eye disorders Less frequent Vlrsual impairment, acute angle-closure Hepatic impairment
N . . . potassium plasma levels is advised. glaucoma 2 1 nt o _
I hypochl T PrE—— - Patients with hepatic insufficiency have decreased clearance of amlodipine with resultin
3] ngzaggrlblgtr: trli(rfz %i?sﬂng hypona??aver?n]:e'lthrazrdes |nc|ud|ri:r:';1d i iua:elkalosIs affecting serum sodfum fevel: The hyponatraemic effect of diuretics may Cardiac disorders Less frequent Dysthythmia (including bradycardia, increase in AUC %f approximatelyy40 - 60 % in AUC. On average, in patignts with mild tog
|ncrease the urinary excretlon of magnesrum which may result int i be intensified by concomitant gfcm'c'gﬁggﬁfg ﬁ.Lfgi?éﬁ'?ﬁ ?o?rugdt]e?rsnaant}lr?nerﬁrsirsast"rlgrtrsof these z%':ﬁ{mﬁr) tachycardia, and atral moderate chronic liver disease exposure (measured by AUC values) to valsartan is twice
| i that found in healthy volunteers (matched by age, sex and weight). Due to the valsartan
1b (nausea, p medicines. Vascular disorders Frequent Orthostatic hypotension v youd (matched by ag ant)
dlsorlentallon apathy) has been observed. Treatment with hydrochlorothlazrde should ke E tNOSHAIC Nypotensi I this is contr in patients with hepatic impairment (see
only be started after correction of pre-existing hyponatraemia. In case severe or rapid Medicines that could induce torsade de pointes: Due to the risk of hypokalaemia, Respiratory, thoracic Less frequent Respiratory distress, pulmonary sections 4.2 and 4.3).
hyponatraemia develops during CALSAR CO therapy, the treatment should be discontinued thiazide should be administered with caution when associated with medicines and mediastinal oedema, pneumonttis Paediatric population
until normalisation of natremia. that could induce torsade de pointes, in particular Class la and Class Ill anti-dysrhythmics disorders — No phar data are available in the paediatric population.
Al patients receiving thiazide diuretics should be periodically monitored for imbalancesin ~ and some antipsychofics. Gastrointestinal disorders | Frequent Em?ﬁ]sed appeite, mild nausea,
electrolytes, particularly potassium, sodium and magnesium. Medicines used in the of gout: (p id, one and allopurinol). Less i Ad ,9 | disconnt . 6. PHARMACEUTICAL PARTICULARS
Aortic and mitral valve stenosis, obstructive hypertrophic cardiomyopathy Dose adjustment of uricosuric medicines may be necessary as hydrochlorothlazrde may ess frequent diar?hrgeraa arsrg(r)egt?t?s constipation, ?1’”'-!'5‘ of excipients
Special caution is indicated in patients suffering from aortic or mitral stenosis, or Fise he level o serum i ackl An increase of the dose of p one Hepato-biliary disorders | Less frequent Intrahepatic cholestasis, jaundice C%Ilrﬁdéagﬁﬁ drous silica
hypertrophic cardi pathy (see section 4.3). may be necessary. Co-administration of thiazide diuretics, |nc|ud|ng hydrochlorothrazrde I |Less requent [ Intranep 3 )] :
Systomic | hemat may increase the incidence of hypersensitivity reactions to allopurinol. Skin and subcutaneous Frequent Urticaria, and other forms of rash &TOSCHTFW”U?G SO?'U"T
Tzrr,azid“e"ditlrlrzltli?:: rrﬁrfé‘r':g %ild?ochlorothiazide have been reported to exacerbate or Methyldopa: There have been reports i the literature of haemolytic anaemia occurring fissue disorders Less frequent Photosensilivity reaction, necrotizing Mggzﬁ(s)llum S
activate systemic ’Iupus erythematosus. ' with use of h and e gztsgrdgglsstlojﬁﬁsegn}i’terrznrﬁgnoescurglﬁlg Microcrystaliine cellulose
Other metabolic disturbances Non-depolarising muscle relaxants: Thiazides, including hydrochlorothiazide, potentiate the reactions, reactivation of cutaneous Povidone
Thiazide diuretics, including hydrochlorothiazide, may alter glucose tolerance and raise action of non-depolarising musce relaxants. lupus erythematosus, erythema Sodrum lauyt sulphate
serum levels of cholesterol, triglycerides, and uric acid. In diabetic patients, dosage Other anti-hypertensive medicines: Thiazides potentiate the antihypertensive action multiforme, purpura Coating
adjustments of insulin or oral hypoglycaemic medicines may be required. of other antihypertensive (e.0. , beta-blockers, Musculoskeletal, connective | Less frequent Muscle spasms Ferric oxide yellow (only CALSAR CO 5/160/25 mg and CALSAR CO 10/160/25 mg)
Due to the hydrochiorothiazide component, CALSAR CO is indicated in lators, calcium channel blockers, ACE inhibitors, ARBs and direct renin inhibit tissue and bone di Ferric oxide red (only CALSAR CO 10/160/12,5 mg and CALSAR CO 10/320/25 mg)
hyperuricemia. Hydrochlorothiazide may raise the serum uric acid level due to reduced (DRIS). Renal and urinary di Less frequent Acute renal failure, renal ’I\’Ar)::cr?r?ollalcohol
clearance of uric acid and may cause or exacerbate hyperuricemia as well as precipitate Pressor amines (e.g. Hy ythiazide may reduce the Reproductive system and | Frequent Impotence Talgv Y
gout in susceptible patients. response to pressor amines such as noradrenalme The clinical significance of this effect is breast disorders Titanium dioxide
Thiazides reduce urinary calcium excretion and may cause intermittent and slight elevation ~ Uncertain and not sufficient to preclude their use. General disorders and Less frequent Pyrexia, asthenia 621 it
of serum calcium in the absence of known disorders of calcium metabolism. CALSAR CO s~ Vitamin D and calcium salts: Administration of thiazide diuretics, including administrative site s a’:]‘;‘l’i'g:’ale' liities
contraindicated in patients with hypercalcaemia and should only be used after correction hydrochlorothiazide, with vitamin D or with calcium salts may potentiate the rise in serum conditions _ o
of any pre-existing hypercalcaemia (see section 4.3). CALSAR GO should be discontinued if - calcium. Concomitant use of thiazide type diuretics may lead to hypercalcagmia in patients Investigations Frequent Increased lipids 6.3 Shelf life
hypercalcaemia develops during treatment. pre-disposed for hyp (e.g. hyperp or vitamin-D- Less frequent Glycosuria 36 months
Serum levels of calcium should be periodically monitored during treatment with thiazides. mediated conditions) by increasing tubular calcium reabsorption. 6.4 Special precautions for storage
Marked hypercalcaemia may be evidence of hidden hyperparathyroidism. Thiazides should Monotherapy ¢) Description of selected adverse reactions Store at or below 30 °C.

be discontinued before carrying out tests for parathyroid function.

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 ACE inhibitors. CALSAR CO should be discontinued immediately in
patients who develop angioedema and should not be re-administered.

Heart failure and coronary artery di /post

As a consequence of the inhibition of the ren|n angrotensrn -aldosterone system changes
in renal function may be anticipated in . 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 angi receptor

In monotherapy, amlodipine has been safely administered with thiazide diuretics, beta

blockers, angiotensin-converting enzyme inhibitors, long-acting nitrates, sublingual

nrtroglycenn digoxin, warfarin, atorvastatin, srldenafrl aluminium hydroxide gel,

magnesrum ydroxide and si idine, non-steroidal anti-inflammatory
ibiotics, and oral hypogly

In monotherapy with valsanan no medrcrne interactions of clrnrcal significance have been
found with the following warfarin, digoxin, atenolol,
indomethacin, hydrochlorothiazide, amlodipine, glibenclamide.

4.6 Fertility, pregnancy and lactation
Women of childbearing potential/contraception in males and females
Women of childbearing age should use effective contraception.

has been associated with oliguria and/or progressive azotaemia and (rarely) 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) IIl 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.

Caution is advised in patients with heart failure and coronary artery disease, particularly
at the maximum dose of CALSAR CO, 10/320/25 mg, since available data in these patient
populations is limited.

B6332

CALSAR CO is indi in pregnancy as ity has been shown in
experimental animals (see section 4.3). Medicines affecting the renin-angiotensin system,
such as CALSAR CO, can cause embryonal toxicity, foetal and neonatal morbidity and
mortality when administered to pregnant women. When pregnancy is detected,

CALSAR CO should be discontinued as soon as possible. Pregnant women should be
informed of the potential hazards to the foetus and must not take CALSAR CO during
pregnancy (see section 4.3). Patients planning pregnancy should be changed to alternative
anti-hypertensive which have an i safety profile for use in pregnancy.
When pregnancy is diagnosed, treatment with CALSAR CO should be stopped i y

Non- melanoma skin cancer: based on available data from epidemiological studies,
iation between hydroc ide and NMSC has been

observed (see also sections 4.4)
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
professionals are asked to report any suspected adverse reactions to SAHPRA via Med
Safety APP (Medsafety X SAHPRA) and eReporting platform (who-umc.org) found on
SAHPRA website.

An email can be sent directly to the company, phari igil D ics.co.za
to ensure safety of the product.

4.9 Overdose

Signs and symptoms:

There is no experience of overdose with CALSAR CO.

Overdose with amlodipine may result in excessive peripheral vasodilatation and possibly

reflex tachycardia. Marked and potentially prolonged systemic hypotension up to, and

including, shock with fatal outcome have been reported.

}he.major symptom of overdose with valsartan is possibly pronounced hypotension with
IZzIness.

Available data for amlodipine suggest that gross overdosage could result in excessive

peripheral vasodilatation and possibly reflex tachycardia. Marked and probably prolonged

and if appropriate, alternative therapy should be started.

Foetal exposure to ACE inhibitors during the first trimester of pregnancy has been reported
to be associated with an increased risk of malformations of the cardiovascular (atrial
and/or ventricular septal defect, pulmonic stenosis, patent ductus arteriosus) and central
nervous system (microcephaly spina bifida) and of kidney malformations.

CALSAR CO passes through the placenta and can be presumed to cause disturbance in
foetal blood pressure regulatory mechanisms.

Oligohydramnios as well as hypotension, oliguria and anuria in newborn infants, have been
reported after administration of CALSAR CO during the second and third trimester. Cases
of defective skull ossification have been observed. Prematurity and low birth mass can
occur (see section 4.3).

systemic h up to and including shock with fatal outcome have been reported.
Non-cardiogenic pulmonary oedema has rarely been reported as a consequence of
amlodipine overdose that may manifest with a delayed onset (24 - 48 hours post-ingestion)
and require ventilatory support. Early resuscitative measures (including fluid overload) to
maintain perfusion and cardiac output may be precipitating factors.

Keep blisters in carton until required for use.

6.5 Nature and contents of container

CALSAR CO is packed in blisters (OPA/Alu/PVC — Alu): 7, 10, 14, 28, 30, 56, 60, 84, 90, 98,
100 film coated tablets, in an outer carton.

Not all pack sizes may be marketed.

6.6 Special precautions for disposal
No special requirements.
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PATIENT INFORMATION LEAFLET
SCHEDULING STATUS

CALSAR CO0 5/160/12,5 mg film coated tablets
CALSAR CO0 5/160/25 mg film coated tablets
CALSAR CO 10/160/12,5 mg film coated tablets
CALSAR CO0 10/160/25 mg film coated tablets
CALSAR CO 10/320/25 mg film coated tablets
Amlodipine, valsartan and hydrochlorothiazide
CALSAR CO contains sugar (sugar alcohol — mannitol)
(58,8 mg: 5/160/12,5 mg; 10/160/12,5 mg; 5/160/25 mg; 10/160/25 mg.
117,5 mg: 10/320/25 mg)
Essentially ‘sodium free’

Read all of this leaflet carefully before you start taking CALSAR CO

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

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

o CALSAR CO 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 CO is and what it is used for

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

4. Possible side effects

5. How to store CALSAR CO

6. Contents of the pack and other information

1. What CALSAR CO is and what it is used for

CALSAR CO contains three active substances, amlodipine, valsartan and
hydrochlorothiazide. All 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. As a result, blood vessels relax and blood
pressure is lowered

hydrochlorothiazide belongs to a group of substances called thiazide diuretics.
Hydrochlorothiazide increases urine output, which also lowers blood pressure.

CALSAR CO is used to treat high blood pressure in patients whose blood pressure
has been stabilised on the combination of the three medicines contained in
CALSAR CO, given as individual doses, at the same time.

CALSAR CO is not prescribed for the initial treatment of high blood pressure.

2. What you need to know before you take CALSAR CO

Do not take CALSAR CO:

if you are hypersensitive (allergic) to amlodipine, valsartan, hydrochlorothiazide
and other sulphonamides (medicines used to treat chest or urinary infections),
dihydropyridine derivatives (used in the treatment of high blood pressure) or
any of the other ingredients of CALSAR CO listed in section 6

if you have previously suffered from the rapid swelling of the skin or mucous
membranes of the face (angioedema) while taking this type of medicines,
called angiotensin receptor blockers (ARBs). This medicine must never be taken
again

if you have moderate or severe kidney problems, or are an elderly patient and
are being treated with a fluroquinolone antibiotic

if you are treated with a blood pressure lowering medicine containing aliskiren
if you are on lithium therapy (a medicine used to treat some types of
depression)

if you are taking other medicines or substances, which increase the potassium
levels in your blood (such as certain types of diuretics, e.g. spironolactone,
triamterene, amiloride and potassium supplements). These medicines are
usually used to treat high blood pressure or swelling (see Other medicines with
CALSAR C0)

if you have hereditary or spontaneous development of swelling under the skin
(angioedema)

if you have severe liver problems

if you have Addison’s disease, a rare, chronic disease of the adrenal glands

if you have an inability to produce urine, or are undergoing dialysis

if you have imbalances in your blood chemistry, such as low sodium and
potassium levels, or high calcium or urea levels

if you suffer from a narrowing of valves in your heart (called aortic or mitral
stenosis), or abnormally increased thickness of your heart muscle with
narrowing (called hypertrophic obstructive cardiomyopathy — HOCM)

if you have only one kidney or you suffer from a narrowing or blockage of the
arteries that supply blood to your kidney (renal artery stenosis)

if you are pregnant, planning to become pregnant, or breastfeeding your baby
if you have porphyria, a rare disease of a deficiency of certain enzymes. The
disease can be recognised by nerve pain and skin problems

if you are under the age of 18 as CALSAR CO should not be given to children

if you have or previously had cancer of the skin or lips.

Warnings and precautions
Take special care with CALSAR CO:

If you are pregnant or fall pregnant while taking CALSAR CO, therapy should
be stopped immediately and switched to a different class of high blood
pressure medicine (see sections Do not take CALSAR CO and Pregnancy and
breastfeeding).

if you have mild to moderate kidney problems, your doctor will monitor your
electrolyte levels periodically

if you are on a low-salt diet, have lost a lot of fluids recently (due to excessive
sweating, hot weather, exercising, diarrhoea, vomiting or dialysis) or are taking
high doses of water tablets; you may experience dehydration or a serious drop
in blood pressure (hypotension) with symptoms including feeling dizzy when
standing up. Should this occur, lie down flat and seek medical help if need be
when taking CALSAR CO your doctor may wish to have your blood tested
before and at regular intervals during your treatment to check the values of
potassium, magnesium, calcium, sodium, sugar, cholesterol, uric acid and the
amounts of red and white cells as well as platelets

if you develop rapid swelling of the skin or mucous membranes of the face
(angioedema) (see Do not take CALSAR CO0). Seek medical help

if you have previously been diagnosed with systemic lupus erythematosus (an
autoimmune disease), or you develop side effects that include fever, facial rash,
and joint pain, which may be signs of lupus erythematosus

one of the ingredients of CALSAR CO is hydrochlorothiazide, a thiazide diuretic
(water tablet), and may change your glucose tolerance (used to determine
your resistance to glucose and is used to test for diabetes), raise the levels of
cholesterol, triglycerides (fatty acid in the blood), and uric acid (a component in
your blood formed from the breakdown of proteins). Your doctor might need to
adjust the dosage of your diabetic medicines

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

if you have a condition affecting the renal glands called primary
hyperaldosteronism (a hormonal disorder) you should not use CALSAR CO

if you suffer from kidney problems and are taking a fluoroquinolone antibiotic,
your doctor will need to assess your condition before starting and during
treatment with CALSAR CO. If you are already taking a fluoroquinolone
antibiotic together with CALSAR CO you should contact your doctor to re-
evaluate your treatment
if you experience skin reactions such as rash after sun exposure, your doctor
mﬁ cr?ange your medicine or advise you to protect your skin against sun and
ight
if you experience a decrease in vision or eye pain, notify your doctor. These
could be symptoms of an increase of pressure in your eye and can happen
within hours to a week of starting this medicine. This can lead to permanent
vision impairment, if not treated
if you are over the age of 65 as your doctor will want to monitor your blood
pressure closely
if you are taking any medicines which contain aliskiren, please inform your
doctor. These medicines should not be taken with CALSAR CO if you have
diabetes with kidney impairment (see Do not take CALSAR CO)
if you have had skin cancer or if you develop an unexpected skin lesion during
the treatment. Treatment with hydrochlorothiazide, particularly long-term use
with high doses, may increase the risk of some types of skin and lip cancer
(non-melanoma skin cancer). Protect your skin from sun exposure and UV rays
while taking CALSAR CO.

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

Children and adolescents
The use of CALSAR CO in children and adolescents is not recommended (see Do
not take CALSAR CO).

Other medicines and CALSAR CO

Always tell your healthcare provider if you are taking any other medicine (this
includes complementary or traditional medicines).

The effect of the treatment can be influenced if CALSAR CO is taken together with
certain other medicines. These medicines may either reduce the ability of
CALSAR CO to lower blood pressure or increase blood levels which may cause
unwanted adverse effects. Hence it may be necessary to change the dose, to take
other precautions, or in some cases to stop taking the medicine.

Do not take together with: (see Do not take CALSAR CO)

o ACE inhibitors or aliskiren (see also information under the headings Do not take
CALSAR CO and Warnings and precautions)

e fluoroquinolone antibiotics when taken with CALSAR CO may worsen kidney
problems especially in elderly

o |ithium (a medicine used to treat some types of depression)

* medicines or substances that increase the amount of potassium in your blood.
These include potassium supplements or salt substitutes containing potassium,
potassium-sparing medicines and heparin.

Caution should be used with:

medicines to treat fungal infections (such as ketoconazole, itraconazole),
antiretrovirals (e.g. ritonavir) and antibiotics (e.g. erythromycin, clarithromycin)
anticonvulsant medicines and mood-stabilising medicines used to treat
epilepsy and bipolar disorder (e.g. carbamazepine, phenobarbitone, phenytoin,
fosphenytoin, primidone) or St John’s wort (a herbal medicine)

simvastatin (used to lower cholesterol)

dantrolene (an infusion for severe body temperature abnormalities)

some antibiotics (rifampicin), medicines used to protect against transplant
rejection (ciclosporin) or an antiretroviral medicine used to treat HIV/AIDS
infection (ritonavir)

certain types of painkillers called nonsteroidal anti-inflammatory drugs
(NSAIDs) or selective cyclooxygenase-2 inhibitors (COX-2 inhibitors) to treat
pain and arthritis (such as ibuprofen, indomethacin or aspirin)

alcohol, sleeping pills and anaesthetics (medicines allowing patients to undergo
surgery and other procedures)

amantadine (anti-Parkinson therapy, also used for influenza treatment)
anticholinergic medicines including atropine, biperiden (medicines used to treat
a variety of disorders such as gastrointestinal cramps, urinary bladder spasm,
asthma, motion sickness, muscular spasms, Parkinson’s disease and as an aid
to anaesthesia)

cholestyramine, colestipol or other resins (substances used mainly to treat high
levels of lipids in the blood)

diuretics (water tablets), corticosteroids, laxatives, amphotericin, or penicillin G
may overly reduce the amount of potassium in your blood

medicines that may reduce the amount of sodium in your blood, such as
antidepressants, antipsychotics, antiepileptics.

CALSAR €O may also affect the way other medicines work or increase their
adverse effects. Hence it may be necessary to adjust the dose or to take
other precautions:

insulin or antidiabetic medicines (insulin and those taken by mouth including
metformin)

medicines that may increase blood sugar levels (beta blockers, diazoxide) may
increase the risk of hyperglycaemia

ciclosporin (a medicine used in transplantation to prevent organ rejection or for
other conditions, e.g. rheumatoid arthritis or eczema), may increase the risk of
side effects such as gout

cytotoxic medicines (cancer therapy e.g. cyclophosphamide, methotrexate) due
to increased unwanted side effects

digoxin (a heart medicine) as unwanted side effects may occur

iodine contrast media (agents used for imaging examinations) as there may be
arisk of kidney failure should you be dehydrated

medicines that may induce “forsade de pointes” (irregular heartbeat), such

as antidysrhythmics (medicines used to treat heart problems) and some
antipsychotics

medicines for the treatment of gout, such as allopurinol (which may also lead
to an allergic reaction), probenecid, sulphinpyrazone. The dosage of these
medicines may need to be adjusted due to increased uric acid levels
medicines used to lower blood pressure (e.g. guanethidine, methyldopa, beta
blockers, vasodilators, calcium channel blockers, ACE inhibitors, ARBs and
direct renin inhibitors [DRIS]) as antihypertensive effect of these medicines may
be increased. Concomitant use with methyldopa may also result in anaemia
muscle relaxants (medicines to relax the muscles which are used during
operations) as the effects of these medicines may be enhanced

medicines to increase blood pressure such as adrenaline or noradrenaline and
their effectiveness may be reduced

vitamin D or calcium salts as CALSAR CO may cause an increase in the levels
of calcium in your blood.

CALSAR CO with food and drink

Grapefruit and grapefruit juice should not be consumed by people who take
CALSAR CO. 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 CO.
Avoid drinking alcohol as alcohol may make your blood pressure fall too much
and/or increase the possibility of dizziness or fainting.

Pregnancy, breastfeeding and fertility

Pregnancy and breastfeeding

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

Women of childbearing age should use effective contraception.

Do not take CALSAR CO if you are pregnant or planning to become pregnant. Use
during pregnancy may cause serious damage to your unborn child (see Do not
take CALSAR CO).

Treatment with CALSAR CO is not recommended during breastfeeding (see Do not
take CALSAR CO).

Fertility

There is no data on fertility with CALSAR CO.

Driving and using machines

CALSAR CO may make you feel dizzy or drowsy, which may affect your ability to
drive or operate machinery.

Itis not always possible to predict to what extent CALSAR CO may interfere
with your daily activities. You should ensure that you do not engage in the above
activities until you are aware of the measure to which CALSAR CO affects you.

CALSAR CO contains sodium
This medicine contains less than 1 mmol sodium (0,023 g) per film coated tablet,
that is to say essentially ‘sodium free’.

3. How to take CALSAR CO

Do not share medicines prescribed for you with any other person. Always use
CALSAR CO exactly as your doctor has instructed. You should check with your
doctor or pharmacist if you are unsure.

Adults:

The usual dose is one tablet per day of either of the following:
CALSAR CO 5/160/12,5 mg

CALSAR CO 5/160/25 mg

CALSAR CO 10/160/12,5 mg

CALSAR CO 10/160/25 mg

CALSAR CO 10/320/25 mg

CALSAR CO can be taken with or without food. It is recommended to take CALSAR CO
with some water.

Do not take the tablet if there are signs of cracking.

Your doctor will tell you which strength to take and for how long your treatment
with CALSAR CO will last. Do not stop treatment early because your high blood
pressure may return.

If you have the impression that the effect of CALSAR CO is too strong or too weak,
tell your doctor or pharmacist.

CALSAR CO is not recommended for use in patients aged below 18 years (see Do
not take CALSAR CO).

If you take more CALSAR CO than you should
In the event of overdosage, consult your doctor or pharmacist. If neither is
available, contact the nearest hospital or poison control centre.

Symptoms of overdose may include:

 rapid heartbeat, chest pain, fainting, low blood pressure and dizziness

o difficulty breathing, extreme shortness of breath, feeling of suffocating or
drowning, cough that produces frothy sputum that may have blood in it, rapid,
irregular heartbeat, anxiety, restlessness, cold and clammy skin, wheezing.

If you forget to take CALSAR CO

If you forget to take CALSAR CO, take a dose as soon as you remember, then
continue to take CALSAR CO at the usual times. Do not take a double dose to
make up for forgotten individual doses.

If you stop taking CALSAR CO

It is important that you continue the course of treatment. Stopping your treatment
may cause your disease to get worse. Do not stop taking CALSAR CO unless your
doctor tells you to do so.

4. Possible side effects

CALSAR CO can have side effects.

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

If any of the following happens, stop using CALSAR CO and tell your doctor

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

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

e rash or itching

o fainting.

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

a serious reaction to CALSAR CO. 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:

chest pain, low blood pressure, pressure, tightness, pain, or a squeezing or
aching sensation in your chest or arms that may spread to your neck, jaw or
back

changes in the way your heart beats, for example, if you notice it is beating
faster

kidney problems (passing less urine than is normal for you), abnormal kidney
function, kidney failure

jaundice (yellowing of the skin and eyes)

hepatitis (inflammation of the liver with symptoms such as nausea, mild fever,
abdominal pain), abnormal liver function (clay coloured stool, dark urine,
itching, loss of appetite)

toxic epidermal necrolysis (TEN) (a life-threatening skin disorder with
symptoms such as a painful red area that spreads quickly, skin peeling without
blisters, raw areas of skin) or Stevens-Johnson syndrome or other serious skin
disorder (begins with flu-like symptoms, followed by a painful red or purplish
rash that spreads and blisters).

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:

e decrease in potassium, sodium and magnesium, increased cholesterol levels
and excess of uric acid in the bloodstream (seen through blood tests)
headache, dizziness, drowsiness

low blood pressure, flushing, low blood pressure when standing up
indigestion, vomiting, abdominal pain/discomfort, nausea, decreased appetite
(anorexia)

passing more urine than normal

sfwelling of arms, hands, legs, ankles or feet, chronic tiredness, weakness
(fatigue)

skin rash, urticaria (a rash of round, red welts on the skin that itch intensely,
sometimes with dangerous swelling)

inability to obtain an erection (impotence).

Less frequent side effects:

high level of sugar in the blood (hyperglycaemia), or excess of sugar in the
urine, worsening of diabetes, electrolyte imbalance

insomnia, sleep disturbances, mood changes, anxiety, depression, confusion
taste disturbances (dysgeusia), lack of energy and enthusiasm, dizziness when
standing or after exercise, pins and needles sensation, drowsiness, numbness,
tremor, abnormally high level of muscle tone or tension

vision changes, double vision, eye pain, increased pressure in the eye
(glaucoma)

vertigo (spinning sensation), tinnitus (ringing in the ears)

swelling, reddening and pain along a vein

cough, runny or stuffy nose, difficult or laboured breathing, throat irritation,
excess fluid in lungs

breath odour, dry mouth

diarrhoea or constipation

inflammation of the pancreas, swelling of the salivary glands

hair loss

increased sweating

allergic reactions and other skin conditions ranging from a rash, excessive skin
pigmentation/discolouration, hives, itchy skin, blisters and peeling, sensitivity of
skin to sunlight

back pain, muscle spasm, muscle pain, joint pain, muscle weakness, pain in
arms and legs

 general feeling of discomfort, illness, or unease, abnormal physical weakness
or lack of energy, non-cardiac chest pain, raised body temperature, fever,
walking abnormality

weight increase, weight decrease

increase liver enzymes, abnormal liver function test (which may be an
indication of liver disease)

increase of creatinine in the blood, kidney failure

breast enlargement in men

abnormal blood test results: anaemia (reduced number of red blood cells with
symptoms such as feeling generally tired or lethargic, pale skin, low level of
white blood cells), decrease in blood platelets which may result in unusual
bruising or easy bleeding (red blood cell damage), abnormal red blood cell test,
low level of a certain type of white blood cell and blood platelet, weakness,
bruising and frequent infections (aplastic anaemia)

vasculitis necrotizing (inflammation of blood vessels)

e gastritis (inflammation of the stomach lining), abnormal growth of the gums.

Side effects with unknown frequency:

 skin and lip cancer (non-melanoma skin cancer)

 involuntary or uncontrollable movements (tremors, muscle contractions)
 decreased sex drive.

If you notice any side effects not mentioned in this leaflet, please inform your
doctor or pharmacist.

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 online Med Safety APP (Medsafety X SAHPRA) and
eReporting platform (who-umc.org) found on SAHPRA website. By reporting side
effects, you can help provide more information on the safety of CALSAR CO.

By reporting side effects, you can help provide more information on the

safety of CALSAR CO. You can also send an email directly to the company,
pharmacovigilance@pharmadynamics.co.za to ensure safety of the product.

5. How to store CALSAR CO

Store all medicines out of reach of children.

Store at or below 30 °C.

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 CO contains:

The active substances are amlodipine besylate, valsartan and hydrochlorothiazide.
Each CALSAR CO 5 mg/160 mg/12,5 mg film coated tablet contains amlodipine besylate
6,9 mg (equivalent to amlodipine 5 mg), valsartan 160 mg and hydrochlorothiazide

12,5 mg. Contains sugar (sugar alcohol — mannitol 58,8 mg).

Each CALSAR CO 5 mg/160 mg/25 mg film coated tablet contains amlodipine besylate
6,9 mg (equivalent to amlodipine 5 mg), valsartan 160 mg and hydrochlorothiazide 25 mg.
Contains sugar (sugar alcohol — mannitol 58,8 mg).

Each CALSAR CO 10 mg/160 mg/12,5 mg film coated tablet contains amlodipine besylate
13,9 mg (equivalent to amlodipine 10 mg), valsartan 160 mg and hydrochlorothiazide
12,5 mg. Contains sugar (sugar alcohol — mannitol 58,8 mg).

Each CALSAR CO 10 mg/160 mg/25 myg film coated tablet contains amlodipine besylate
13,9 mg (equivalent to amlodipine 10 mg), valsartan 160 mg and hydrochlorothiazide

25 mg. Contains sugar (sugar alcohol — mannitol 58,8 mg).

Each CALSAR CO 10 mg/320 mg/25 mg film coated tablet contains amlodipine besylate
13,9 mg (equivalent to amlodipine 10 mg), valsartan 320 mg and hydrochlorothiazide

25 mg. Contains sugar (sugar alcohol — mannitol 117,5 mg).

The other ingredients are:

Tablet cores

Colloidal anhydrous silica, croscarmellose sodium, magnesium stearate, mannitol,
microcrystalline cellulose, povidone, sodium lauryl sulphate.

Coating

Ferric oxide yellow (only CALSAR CO 5/160/25 mg and CALSAR CO 10/160/25 mg),
ferric oxide red (only CALSAR CO 10/160/12,5 mg and CALSAR CO 10/320/25 mg),
macrogol, polyvinyl alcohol, talc, titanium dioxide.

What CALSAR CO looks like and contents of the pack

CALSAR CO 5/160/12,5 mg: White or almost white, oval, biconvex, film coated
tablets, engraved with mark K1 on one side of the tablet.

CALSAR CO 5/160/25 mg: Light yellow, oval, biconvex, film coated tablets,
engraved with mark K3 on one side of the tablet.

CALSAR CO 10/160/12,5 mg: Pink, oval, biconvex, film coated tablets, engraved
with mark K2 on one side of the tablet.

CALSAR CO 10/160/25 mg: Brown-yellow, oval, biconvex, film coated tablets,
engraved with mark K4 on one side of the tablet.

CALSAR CO 10/320/25 mg: Brown-red, oval, biconvex, film coated tablets.

CALSAR CO is packed in blisters (OPA/Alu/PVC —Alu): 7, 10, 14, 28, 30, 56, 60, 84,
90, 98, 100 film coated tablets, in an outer carton.
Not all pack sizes may be marketed.

Holder of Certificate of Registration

Pharma Dynamics (Pty) Ltd

1% Floor Grapevine House, Steenberg Office Park
Silverwood Close

Westlake, 7945

Cape Town, South Africa
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Lees hierdie hele inligtingsblad noukeurig deur, voordat u begin om CALSAR CO

te neem

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

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

e CALSAR CO 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.

Inhoud van hierdie inligtingshlad

1. Wat CALSAR CO is en waarvoor dit gebruik word

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

4. Moontlike newe-effekte

5. Hoe om CALSAR CO te bewaar

6. Verpakkingsinhoud en ander inligting

1. Wat CALSAR CO is en waarvoor dit gebruik word

CALSAR CO bevat drie aktiewe bestanddele; amlodipien, valsartan en
hidrochloortiasied. Al hierdie bestanddele help om hoé bloeddruk te beheer.
amlodipien behoort aan 'n groep substanse wat kalsiumkanaal-blokkeerders
genoem word. Amlodipien verhoed dat kalsium in die bloedvatwand inbeweeg,
en verhoed sodoende die sametrekking van bloedvate

valsartan behoort aan 'n groep substanse wat angiotensien-Il
reseptorantagoniste genoem word. Angiotensien-Il word deur die liggaam
vervaardig en veroorsaak dat bloedvate saamtrek en sodoende, bloeddruk
verhoog. Valsartan werk deur die effek van angiotensien-Il te blokkeer. As
gevolg hiervan, ontspan bloedvate en bloeddruk word verlaag
hidrochloortiasied behoort aan 'n groep substanse wat tiasied-diuretika
genoem word. Hidrochloortiasied verhoog urinering, wat ook bloeddruk verlaag.

CALSAR CO word gebruik om hoé bloeddruk by pasiénte wie se bloeddruk
gestabiliseer is met die kombinasie van die drie bestanddele wat CALSAR CO
bevat, toegedien as individuele doserings, op dieselfde tydstip, te behandel.

CALSAR CO word nie voorgeskryf as aanvangsbehandeling vir hoé bloeddruk nie.

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

Moet nie CALSAR CO neem:

indien u hipersensitief (allergies) is vir amlodipien, valsartan, hidrochloortiasied
en ander sulfoonamiede (medisyne wat gebruik word om bors- of
urienweginfeksies te behandel), dihidropiridienderivate (gebruik vir die
behandeling van hoé bloeddruk), of enige ander bestanddele van CALSAR CO,
s00s gelys in afdeling 6 nie

indien u voorheen skielike swelling van die vel, of slymvliesmembrane

van die gesig (angio-edeem) ondervind het, terwyl u hierdie tipe medisyne
(angiotensienreseptorblokkers (ARBs) genoem), neem nie. Hierdie medisyne
moet nooit weer geneem word nie

indien u matig tot erge nierprobleme het, of 'n bejaarde pasiént is en met 'n
fluoorkinoloon-antibiotikum behandel word nie

indign u met ’n bloeddrukverlagende medisyne, wat aliskiren bevat, behandel
word nie

indien u op litiumbehandeling is nie ('n medisyne wat gebruik word om sekere
tipes depressie te behandel)

indien u ander medisyne of substanse, wat die kaliumvlakke in u bloed verhoog,
neem nie (soos sekere tipes diuretika bv. spironolaktoon, triamtereen, amiloried
en kaliumaanvullings). Hierdie medisyne word gewoonlik gebruik om hoé
bloeddruk of swelling te behandel (sien Ander medisyne saam met CALSAR CO)
indien u oorerflike, of spontane ontwikkeling van swelling onder die vel het nie
(angio-edeem)

indien u erge lewerprobleme

indien u Addison se siekte het nie ('n skaars, chroniese siekte van die
bynierkliere)

indien u 'n onvermoé het om urine te produseer, of dialise ondergaan nie
indien u 'n wanbalans in u bloedchemie, soos lae natrium- en kaliumvlakke, of
hoé kalsium-, of ureumvlakke het nie

indien u aan 'n vernouing van u hartkleppe ly nie (genoem aortiese, of mitrale
stenose), of 'n abnormale verdikking van u hartspier, saam met 'n vernouing,
het nie (hipertrofiese obstruktiewe kardiomiopatie — HOKM genoem)

indien u slegs een nier het, of ly aan 'n vernouing of blokkade van die arteries
wat bloed aan u nier voorsien nie (renale arterie-stenose)

indien u swanger is, beplan om swanger te raak, of u baba borsvoed nie
indien u porfirie het nie ('n skaars siekte wat 'n sekere ensiemtekort behels).
Die siekte word gekenmerk deur senuweepyn en velprobleme

indien u jonger as 18 jaar oud is, aangesien CALSAR CO nie aan kinders gegee
moet word nie

indien u vel- of lipkanker het of voorheen gehad het.

Waarskuwings en voorsorgmaatreéls
Neem spesiale sorg met CALSAR CO:

Indien u swanger is, of swanger raak, terwyl u CALSAR CO neem.
Behandeling moet onmiddellik gestaak en oorgeskakel word na 'n ander
klas bloeddrukmedisyne (sien afdelings Moet nie CALSAR CO neem en
Swangerskap en borsvoeding).

indien u lig tot matige nierprobleme het, sal u dokter u elektrolietviakke met
gereelde tussenposes monitor

indien u op 'n lae soutdieet is, baie vioeistowwe onlangs verloor het (weens
uitermatige gesweet, warm weer, oefening, diarree, braking of dialise), of u
hoé dosisse watertablette neem; u mag dehidreer, of 'n ernstige afname in
bloeddruk (hipotensie) ervaar, met simptome wat duiseligheid wanneer u
opstaan, insluit. Sou dit voorkom, Ié plat en ontbied mediese hulp, indien nodig
wanneer u CALSAR CO neem, mag u dokter bloedtoetse voor, en met gereelde
tussenposes tydens u behandeling aanvra, om die kalium-, magnesium-,
kalsium-, natrium-, suiker-, cholesterol- en uriensuurwaardes en die
hoeveelhede rooi- en witbloedselle, asook bloedplaatjies, te bepaal

indien u vinnige swelling van die vel, of slymvliesmembrane van die gesig
ontwikkel (angio-edeem) (sien Moet nie CALSAR CO neem). Verkry mediese
hulp

indien u voorheen gediagnoseer is met sistemiese lupus eritematose ('n
outo-immuunsiekte), of u ontwikkel newe-effekte wat koors, gesiguitslag en
gewrigspyn insluit, wat tekens van lupus eritematose mag wees

een van die bestanddele van CALSAR CO is hidrochloortiasied, 'n tiasied-
diuretikum (watertablet) en mag u glukoseverdraagsaamheid verander (gebruik
om u weerstandigheid teenoor glukose te bepaal en gebruik om vir diabetes
te toets), die cholesterolviakke, trigliseriede (vetsuur in die bloed) en uriensuur
('n komponent in u bloed gevorm deur die afbraak van proteiene), verhoog. Dit

fluoorkinoloon-antibiotikum saam met CALSAR CO neem, moet u u dokter
kontak om u behandeling te herevalueer

indien u velreaksies, soos 'n uitslag na sonblootstelling ervaar, mag u dokter u
medisyne verander, of u aanraai om u vel teen son- en UV-lig te beskerm
indien u 'n afname in sig, of oogpyn ervaar, stel u dokter in kennis. Hierdie
kan simptome van 'n verhoging in u oogdruk wees en kan gebeur binne ure
tot en met 'n week nadat die medisyne begin is. Dit mag lei tot permanente
sigbelemmering, indien dit nie behandel word nie

indien u ouer as 65 jaar is, aangesien u dokter u bloeddruk noukeurig sal wil
monitor

indien u enige medisyne neem wat aliskiren bevat, lig asseblief u dokter in.
Hierdie medisyne moet nie saam met CALSAR CO geneem word, indien u
diabetes, met nierbelemmering het nie (sien Moet nie CALSAR CO neem)
indien u velkanker gehad het, of indien u 'n onverwagte velletsel tydens
behandeling ontwikkel. Behandeling met hidrochloortiasied, veral langtermyn
gebruik teen hoé doserings, mag die risiko vir sommige tipes vel- en lipkanker
(nie-melanoom velkanker), verhoog. Beskerm u vel teen son en UV-strale
terwyl u CALSAR CO neem.

U dokter mag u nierfunksie, bloeddruk en die hoeveelheid elektroliete (bv. kalium)
in u bloed met gereelde intervalle, monitor.

Kinders en adolessente
Die gebruik van CALSAR CO deur kinders en adolessente word nie aanbeveel nie
(sien Moet nie CALSAR CO neem).

Ander medisyne en CALSAR CO

Vertel altyd u gesondheidsorgverskaffer, indien u enige ander medisyne neem (dit
sluit aanvullende of tradisionele medisyne in).

Die effek van die behandeling kan beinvioed word, indien CALSAR CO saam met
sekere ander medisyne geneem word. Hierdie medisyne mag 6f die vermoé

van CALSAR CO om bloeddruk te verlaag, verswak, of bloedvlakke verhoog en
ongunstige newe-effekte veroorsaak. Daarom mag dit nodig wees om die dosis te
verander, ander voorsorgmaatreéls te tref, of in sommige gevalle, die gebruik van
die medisyne te staak.

Moet nie saam met die volgende neem nie: (sien Moet nie CALSAR CO neem)
o AOE-inhibitore of aliskiren (sien ook inligting onder die opskrifte Moet nie
CALSAR CO neem en Waarskuwings en voorsorgmaatreéls)

wanneer fluoorkinoloon-antibiotikum saam met CALSAR CO geneem word,
mag nierprobleme vererger, veral by bejaardes

litium ('n medisyne wat gebruik word om sekere tipes depressie te behandel)
medisyne of substanse wat die hoeveelheid kalium in u bloed verhoog. Hierdie
sluit kaliumaanvullings, of soutvervangers wat kalium bevat, kaliumsparende
medisyne en heparien, in.

Omsigtigheid moet uitgeoefen word met:

medisyne wat swaminfeksies behandel (soos ketokonasool, itrakonasool),
antiretrovirale middels (bv. ritonavir) en antibiotika (bv. eritromisien,
klaritromisien)

o antistuip likasie en gen ili 1de medisyne wat gebruik
word om epilepsie en bipolére versteuring te behandel (bv. karbamasepien,
fenobarbitoon, fenitoien, fosfenitoien, primidoon), of Johanneskruid ('n
kruiemiddel)

simvastatien (gebruik om cholesterol te verlaag)

dantroleen ('n infusie vir erge liggaamstemperatuurabnor

sommige antibiotika (rifampisien), medisyne wat gebruik word om teen
oorplantingsverwerping te beskerm (siklosporien), of 'n antiretrovirale
medisyne wat gebruik word om MIV/VIGS infeksie te behandel (ritonavir)
sekere tipes pynstillers wat niesteroiedale anti-inflammatoriese middels
(NSAIMs) genoem word, of selektiewe siklo-oksigenase-2-inhibitore (COX-2-

CALSAR CO mag u duiselig of lomerig laat voel en u vermoé om te bestuur of
masjiene te hanteer, aantas.

Dit is nie altyd moontlik om te voorspel tot watter mate CALSAR CO met u
daaglikse aktiwiteite inmeng nie. U moet verseker dat u nie by bogenoemde
aktiwiteite betrokke raak, totdat u bewus is tot watter mate CALSAR CO u
beinvloed nie.

CALSAR CO bevat natrium
Hierdie medisyne bevat minder as 1 mmol natrium (0,023 g) per filmbedekte
tablet, so dit is wesenlik 'natriumvry’.

3. Hoe om CALSAR CO te neem

Moet nie medisyne wat vir u voorgeskryf is met enige ander persoon deel nie.
Gebruik CALSAR CO altyd presies soos deur u dokter aanbeveel word.

U moet u dokter, of apteker raadpleeg, indien u onseker is.

Volwassenes:

Die gewone dosis is een tablet per dag van enige van die volgende:
CALSAR C0 5/160/12,5 mg

CALSAR CO 5/160/25 mg

CALSAR CO 10/160/12,5 mg

CALSAR C0 10/160/25 mg

CALSAR CO 10/320/25 mg

CALSAR CO can be taken with or without food. It is recommended to take CALSAR CO
with some water.

Do not take the tablet if there are signs of cracking.

U dokter sal vir u aandui watter strerkte om te gebruik en vir hoe lank u
behandeling met CALSAR CO sal duur. Moet nie behandeling vroegtydig staak nie,
aangesien u hoé bloeddruk mag terugkeer.

Indien u onder die indruk is dat die effek van CALSAR CO té sterk, of té swak is,
vertel u dokter of apteker.

CALSAR CO word nie aanbeveel vir gebruik deur pasiénte jonger as 18 jaar oud
nie (sien Moet nie CALSAR CO neem).

Indien u meer CALSAR CO neem as wat u moes
In die geval van oordosering, raadpleeg u dokter, of apteker. Indien beide nie
beskikbaar is nie, kontak die naaste hospitaal, of gifbeheersentrum.

Simptome van oordosering mag die volgende insluit:

 vinnige hartklop, borspyn, floute, lae bloeddruk en duiseligheid

* moeilike asemhaling, uiterste asemtekort, ‘n gevoel van versmoring of
verdrinking, ‘n hoes wat skuimerige speeksel produseer wat dalk bloed mag
bevat, vinnige onreélmatige hartklop, angs, rusteloosheid, koue en klam vel,
bors fluiting.

Indien u vergeet om CALSAR CO te neem

Indien u vergeet om CALSAR CO te neem, neem die dosis so gou as wat u onthou
en gaan dan voort om CALSAR CO op die gewone tydstip te neem. Moet nie 'n
dubbeldosis neem, om op te maak vir die vergete, individuele doserings nie.

Indien u die gebruik van CALSAR CO staak

Dit is belangrik dat u die behandelingskursus volhou. Staking van u behandeling,
mag veroorsaak dat u siekte vererger. Moet nie die gebruik van CALSAR CO staak,
tensy u dokter so aanbeveel nie.

4. Moontlike newe-effekte

CALSAR CO kan newe-effekte hé.

Nie alle newe-effekte wat vir CALSAR CO aangemeld is, word in hierdie
inligtingsblad ingesluit nie. Sou u algemene gesondheid versleg, of u enige
ongunstige effekte ervaar, terwyl u CALSAR CO gebruik, raadpleeg asseblief u

inhibitore), om pyn en artritis te behandel (soos ibuprofeen, indc of
aspirien)
o alkohol, slaappille en ar ika (medisyne wat toelaat om 'n operasie

en ander prosedures te ondergaan)

amantadien (anti-Parkinson-behandeling, ook gebruik vir influensa-
behandeling)

anticholinergiese medisyne, insluitend atropien, biperideen (medisyne

wat gebruik word om 'n verskeidenheid versteurings te behandel, soos
gastrointestinale krampe, urinére blaasspasma, asma, bewegingsiekte,
spierspasmas, Parkinson se siekte en as 'n bymiddel tydens narkose)
cholestiramien, kolestipol, of ander harse (substanse wat hoofsaaklik gebruik
word om hoé vetvlakke in die bloed te behandel)

diuretika (watertablette), kortikosteroiede, lakseermiddels, amfoterisien, of
penisillien G, mag die hoeveelheid kalium in u bloed, oormatig verminder
medisyne wat die hoeveelheid natrium in u bloed verminder, soos
antidepressante, antipsigotika, anti-epileptiese middels.

CALSAR €O mag ook die manier hoe ander medisyne werk aantas, of hulle
ige effekte laat mag dit nodig wees om die dosis

aan te pas, of ander voorsorgmaatreéls te tref:

insulien, of ander antidiabetiese medisyne (insulien en dit wat mondeliks

geneem word, insluitend metformien)

medisyne wat die bloedsuikervlakke mag verhoog (betablokkers, diasoksied),

mag die risiko vir hiperglisemie verhoog

siklosporien ('n medisyne wat gebruik word tydens oorplantings, om

orgaanverwerping te voorkom, of vir ander toestande, bv. rumatoiede artritis, of

ekseem), mag die risiko vir newe-effekte soos jig, verhoog

sitotoksiese medisyne (kankerbehandeling bv. siklofosfamied, metotreksaat),

weens 'n toename on ongunstige newe-effekte

digoksien ('n hartmedisyne), aangesien ongunstige newe-effekte mag voorkom

¢ jodium-kontrasmedia (middels wat gebruik word vir beeldondersoeke),

aangesien daar 'n risiko vir nierversaking mag wees, sou u gedehidreer wees

medisyne wat “torsade de pointes” (onreélmatige hartklop) veroorsaak, soos

anti-disritmiese middels (medisyne om hartprobleme te behandel) en sommige

antipsigotika

medisyne vir die behandeling van jig, soos allopurinol (wat ook mag lei tot

’n allergiese reaksie), probenesied, sulfienpirasoon. Dit mag nodig wees vir

die dosis van hierdie medisyne, om aangepas te word, weens 'n verhoging in

uriensuurvlakke

medisyne wat gebruik word om bloeddruk te verlaag (bv. guanetidien,

metieldopa, betablokkers, vatverwyders, kalsiumkanaal-blokkeerders,

AOE-inhibitore, ARBs en direkte renien inhibitore [DRIS]), aangesien die

antihipertensiewe effek van hierdie medisyne mag toeneem. Gelyktydige

gebruik van metieldopa, mag ook lei tot anemie

spierverslappers (medisyne wat spiere verslap en gebruik word tydens

operasies), aangesien die effek van hierdie medisyne mag toeneem

medisyne wat gebruik word om bloeddruk te verhoog, soos adrenalien, of

noradrenalien, aangesien hulle doeltreffendheid mag afneem

vitamien D of kalsiumsoute, aangesien CALSAR CO 'n verhoging in die

kalsiumvlakke in die bloed mag veroorsaak.

CALSAR CO saam met kos en drinkgoed

Pomelo en pomelosap, moet nie ingeneem word deur mense wie CALSAR CO
gebruik nie. Dit is omdat pomelo en pomelosap mag lei tot 'n verhoging in die
bloedvlakke van die aktiewe bestanddeel, amlodipien, wat 'n onvoorspelbare
toename in die bloeddrukverlagende effek van CALSAR CO, mag veroorsaak.
Vermy alkoholinname, aangesien alkohol mag veroorsaak dat u bloeddruk te veel
afneem en/of die moontlikheid van duiseligheid of floute, laat toeneem.

Swangerskap, borsvoeding en fertiliteit
enb di

mag nodig wees vir u dokter om u medikasie vir die behandeling van di
aan te pas

indien u hartversaking, of ’'n hartaanval gehad het. Volg u dokter se instruksies
vir die aanvangsdosis, noukeurig. U dokter mag ook u nierfunksie ondersoek
indien u aan 'n toestand ly, wat u nierkliere aantas en primére
hiperaldosteronisme genoem word ('n hormonale versteuring), moet u nie
CALSAR CO gebruik nie
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Indien u swanrger is, of u baba TJorsvoed, vermoed dat u swanger is, of 'n
baba beplan, raadpleeg asseblief u dokter, apteker, of ander professionele
gesondheidsorgwerker vir advies, voordat u CALSAR CO neem.

Vrugbare vroue moet doeltreffende voorbehoedmaatreéls toepas.

Moet nie CALSAR CO neem indien u swanger is, of swangerskap beplan
nie. Gebruik tydens swangerskap, mag ernstige skade aan u ongebore kind
veroorsaak (sien Moet nie CALSAR CO neem).

Behandeling met CALSAR CO word nie aanbeveel tydens borsvoeding nie (sien
Moet nie CALSAR CO neem).

gesondheidsorg vir advies.

Indien enige van die volgende gebeur, staak die gebruik van CALSAR CO en vertel

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

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

o yitslag of gejeuk

o floute.

Hierdie is alles baie ernstige newe-effekte. Indien u dit het, kon u 'n ernstige

reaksie teenoor CALSAR CO ondervind 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:

* horspyn, lae bloeddruk, drukking, styfheid, pyn, of sametrekking of 'n seer
sensasie in u bors of arms, wat mag versprei na u nek, kakebeen of rug
veranderinge in die manier hoe u hart klop, byvoorbeeld indien u opmerk dat
dit vinniger klop

nierprobleme (urineer minder as wat normaal is vir u), abnormale nierfunksie,
nierversaking

geelsug (vergeling van die vel en 0é)

hepatitis (inflammasie van die lewer, met simptome soos naarheid, ligte koors,
buikpyn), abnormale lewerfunksie (kleikleurige stoelgang, donker urine, gejeuk,
aptytverlies)

toksiese epidermale nekrolise (TEN) ('n lewensgevaarlike velversteuring met
simptome soos 'n pynlike rooi oppervlakte, wat vinnig versprei, velafskilfering
sonder blase, rou veloppervlaktes), of Stevens-Johnson-sindroom, of ander
emnstige velversteuring (begin met griep-soortige simptome, gevolg deur 'n
pynlike rooi, of perserige uitslag, wat versprei en blase vorm).

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

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

Newe-effekte wat dikwels voorkom:

o afname in kalium, natrium en ium, verhoogde olvlakke en
oormaat uriensuur in die bloedstroom (bepaal deur bloedtoetse)

hoofpyn, duiseligheid, lomerigheid

lae bloeddruk, blosvorming, lae bloeddruk wanneer u opstaan

slegte spysvertering, braking, buikpyn/ongemak, naarheid, afname in eetlus
(anoreksie)

urineer meer as wat normaal is vir u

swelling van die arms, hande, bene, enkels, of voete, chroniese moegheid,
swakheid (uitputting)

veluitslag, urtikarie ('n uitslag met ronde, rooi swelsels op die vel, wat intens
jeuk, somtyds met gevaarlike swelling)

onvermoé om ’n ereksie te verkry (impotensie).

Minder algemene newe-effekte:

hoé suikervlak in die bloed (hiperglisemie), of oormaat suiker in die urine,
verergering van diabetes, elektrolietwanbalans

insomnie, slaapsteurings, gemoedsveranderinge, angstigheid, depressie,
verwarring

smaaksteurnisse (disgeusie), tekort aan energie en entoesiasme, duiseligheid
wanneer u staan of na oefening, spelde en naalde sensasie, lomerigheid,
gevoelloosheid, tremor, abnormaal hoé vlak van spiertonus, of -spanning
sigveranderinge, dubbelvisie, oogpyn, verhoogde oogdruk (gloukoom)

vertigo (draaisensasie), tinnitus (gelui in die ore)

swelling, rooiwording en pyn langs 'n aar

hoes, loopneus of toe neus, moeilike of moeisame asemhaling, keelirritasie,
pneumonie, oormaat vioeistof in die longe

slegte asem, droé mond

diarree of hardlywigheid

inflammasie van die pankreas, swelling van die speekselkliere

haarverlies

toename in sweet

allergiese reaksies en ander veltoestande wat strek van 'n uitslag, uitermatige
velpigmentasie/verkleuring, urtikarie, jeukerige vel, blaasvorming en
afskilfering, sensitiwiteit van die vel vir sonlig

rugpyn, spierspasma, spierpyn, gewrigspyn, spierswakheid, pyn in die arms en
bene

gewigstoename, gewigsverlies

toename in lewerensieme, abnormale lewerfunksietoets (wat 'n aanduiding van
lewersiekte mag wees)

verhoging van kreatinien in die bloed, nierversaking

borstevergroting by mans

abnormale bloedtoetsresultate: anemie (afname in die hoeveelheid
rooibloedselle, met simptome soos om oor die algemeen moeg of traag te
voel, bleek vel, lae witbloedselvlak), afname in bloedplaatjies, wat mag lei

tot ongewone kneusing, of maklike bloeding (rooibloedselskade), abnormale
rooibloedseltoets, lae vlak van 'n sekere tipe witbloedsel en bloedplaatjie,
swakheid, kneusing en gereelde infeksies (aplastiese anemie)

vaskulitis nekrotisering (inflammasie van bloedvate)

gastritis (inflammasie van die maagwand), abnormale groei van die tandvleis.

Newe-effekte met onbekende frekwensie:

 vel- en lipkanker (nie-melanoomvelkanker)

* onwillekeurige of onbeheerbare bewegings (tremors, spiersametrekkings)
o afname in seksdrang.

Indien u enige newe-effekte opmerk wat nie in hierdie inligtingsblad genoem
word nie, lig asseblief u dokter of apteker in.

Aanmelding van newe-effekte

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

U kan ook newe-effekte aanmeld by SAHPRA via die Med Safety toepassing
(Medsafety X SAHPRA) en eReporting platform (who-umc.org), wat op SAHPRA se
webtuiste gevind kan word.

Deur die aanmelding van newe-effekte, kan u help om meer inligting aangaande
die veiligheid van CALSAR CO in te win. U kan ook 'n epos direk na die
maatskappy stuur, pharmacovigilance@pharmadynamics.co.za om veiligheid van
die produk te verseker.

5. Hoe om CALSAR CO te bewaar

Bewaar alle medisyne buite die bereik van kinders.

Bewaar teen of benede 30 °C.

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

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

Moet nie ongebruikte medisyne in afvoerpype of rioolstelsels (bv. toilette),
Weggooi nie.

6. Verpakkingsinhoud en ander inligting

Wat CALSAR CO bevat:

Die aktiewe bestanddele is amlodipienbesilaat, valsartan en hidrochloortiasied.
Elke CALSAR CO 5/160/12,5 mg filmbedekte tablet bevat amlodipienbesilaat
6,9 mg (gelykstaande aan amlodipien 5 mg), valsartan 160 mg en
hidrochloortiasied 12,5 mg. Bevat suiker (suikeralkohol — mannitol 58,8 mg).
Elke CALSAR CO 5/160/25 mg filmbedekte tablet bevat amlodipienbesilaat
6,9 mg (gelykstaande aan amlodipien 5 mg), valsartan 160 mg en
hidrochloortiasied 25 mg. Bevat suiker (suikeralkohol — mannitol 58,8 mg).
Elke CALSAR CO 10/160/12,5 mg filmbedekte tablet bevat amlodipienbesilaat
13,9 mg (gelykstaande aan amlodipien 10 mg), valsartan 160 mg en
hidrochloortiasied 12,5 mg. Bevat suiker (suikeralkohol — mannitol 58,8 mg).
Elke CALSAR CO 10/160/25 mg filmbedekte tablet bevat amlodipienbesilaat
13,9 mg (gelykstaande aan amlodipien 10 mg), valsartan 160 mg en
hidrochloortiasied 25 mg. Bevat suiker (suikeralkohol — mannitol 58,8 mg).
Elke CALSAR CO 10/320/25 mg filmbedekte tablet bevat amlodipienbesilaat
13,9 mg (gelykstaande aan amlodipien 10 mg), valsartan 320 mg en
hidrochloortiasied 25 mg. Bevat suiker (suikeralkohol — mannitol 117,5 mg).

Die ander bestanddele is:

Tabletkerne

Kruisgekoppelde natriumkarmellose, magnesiumstearaat, mannitol,
mikrokristallyne sellulose, natriumlourielsulfaat, povidoon, watervrye kolloidale
silika.

Bedekking

Geel ysteroksied (slegs CALSAR CO 5/160/25 mg en CALSAR CO 10/160/25 mg),
rooi ysteroksied (slegs CALSAR CO 10/160/12,5 mg en CALSAR CO 10/320/25 mg),
makrogol, polivinielalkohol, talkum, titaandioksied.

Hoe CALSAR CO lyk en die verpakkingsinhoud

CALSAR CO 5/160/12,5 mg: Wit tot naaswit, ovaal, bikonvekse filmbedekte
tablette, gegraveer met K1 aan een kant van die tablet.

CALSAR CO 5/160/25 mg: Liggeel, ovaal, bikonvekse, filmbedekte tablette,
gegraveer met K3 aan een kant van die tablet.

CALSAR CO 10/160/12,5 mg: Pienk, ovaal, bikonvekse, filmbedekte tablette,
gegraveer met K2 aan een kant van die tablet.

CALSAR CO 10/160/25 mg: Bruin-geel, ovaal, bikonvekse, filmbedekte tablette,
gegraveer met K4 aan een kant van die tablet.

CALSAR CO 10/320/25 mg: Bruin-rooi, ovaal, bikonvekse, filmbedekte tablette.

CALSAR CO word verpak in stulpstroke (OPA/Alu/PVC — Alu): 7, 10, 14, 28, 30, 56,
60, 84, 90, 98, 100 filmbedekte tablette, in 'n buitenste kartonhouer.
Nie alle verpakkingshoeveelhede word noodwendig bemark nie.
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