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SCHEDULING STATUS[S3]

1. NAME OF THE MEDICINE

REGOVAL C0 80/12,5 mg, film coated tablets
REGOVAL CO 160/12,5 mq, film coated tablets
REGOVAL CO 160/25 myg, film coated tablets

E. QUALITATIVE AND QUANTITATIVE COMPOSITION

EGOVAL CO 80/12,5 mg: Each film coated tablet contains 80 mg valsartan and 12,5 mg
h%dromlorothlazme. ) .

REGOVAL CO 160/12,5 mg: Each film coated tablet contains 160 mg valsartan and

12,5 mg hydrochlorothiazide. .

REGOVAL C0 160/25 mg: Each film coated tablet contains 160 mg valsartan and 25 mg
hydrochlorothiazide.

REGOVAL CO contains sorbitol (9,25 mg in @ 80/12,5 mg tablet and 18,5 mg in each
160/12,5 mg{aand 160/25 mg tablet) and sugar (lactose monohydrate) (1,06 mg in a
80/}2,54m blet and 2,12 mg in each 160/12,5 and 160/25 mg tablet) (see
section 4.4).

For the full list of excipients, see section 6.1.

E. PHARMACGEUTICAL FORM

=2}
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ilm coated tablets.

EGOVAL CO 80/12,5 mg: CEIindrian, biconvex, pink film coated tablets.

EGOVAL CO 160/12,5 mg: Cylindrical, biconvex, reddish film coated tablets.
‘HEGOVAL C0 160725 mg: Cylindrical, biconvex, brown film coated tablets.

4. CLINICAL PARTICULARS
4.1 Therapeutic indications .
@ treatment of mild to moderate hypertension
© REGOVAL CO is indicated for the treatment of hypertension in patients whose blood
| Eressure has been stabilised at the same dosages of the individual components given
|
4.2 Posology and method of administration

osology )

he recommended dose of REGOVAL CO is 1 tablet per day.
When clinically appropriate either REGOVAL CO 80/12,5 mg or REGOVAL CO 160/12,5 mg

rnay be used.
If necessary, REGOVAL CO 160/25 mg may be used.
he maximum antihypertensive effect is seen within 2 - 4 weeks.

Fur initial merap%l, the usual starting dose is 160/12,5 mg once daily, the dosage can be
Elncreased after 1 - 2 weeks of therapy to a maximum of 320/25 mg once daily as needed
0 control blood pressure. o o -

EGOVAL CO is not recommended as initial therapy in patients with intravascular volume
depletion (see section 4.4).
The maximum daily dose is 320/25 mg.

F ecial populations
dépaﬂc insufficiency: o o

0 dosage adjustment is required in patients with mild to moderate hepatic insufficiency
of non-blllaB/_ongln and without cholestasis. o o
REGOVAL CO is contraindicated in patients with severe hepatic impairment or with biliary
cirrhosis and cholestasis (see section 4.3).

Renal impairment: o o

No dose adjustment is required for patients with mild to moderate renal impairment
(Glomerular Filtration Rate (GFR) > 30 mL/min). Due to the hydrochlorothiazide
component, REGOVAL CO is contraindicated in patients with severe renal impairment and
those with anuria (see section 4.3).

Paediatric population o
The safety and efficacy of REGOVAL CO have not been established in children.

Methnd of administration

Oral use.
FEGOVAL CO can be taken with or without food and should be administered with water.

Missed dose

Doctors should advise patients who forget to take REGOVAL CO to take a dose as soon as
ossible and then continue with the normal dose. Patients should not take a double dose

{o compensate for the missed dose.

#4.3 Contraindications ‘ )

hypersensitivity to valsartan, sulphonamide-derived substances (as
hydrochlorothiazide) or to any of the ingredients of REGOVAL CO.

patients with a history of previous and/or current basal cell carcinomas and/or
squamous cell carcinomas of the skin and i

-

s a history of angioedema related to previous ?herapy with ACE inhibitors or angiotensin

' receptor blockers (ARBS). Such patients must never again be given these medicines

o hereditary or idiopathic angioedema

o hypertrophic obstructive cardiomyopathy (HOCM) . .

»severe renal function impairment (creatinine clearance less than 30 mL/min) or anuria

© bilateral renal artery stenosis )

© renal artery stenosis in patients with a single kidney

© aortic stenosis

» concomitant use of fluoroguinolones with ACE inhibitors/ARBS is contraindicated in

| patients with moderate to severe renal function impairment (creatinine clearance less
an 30 mL/min) and in elderly patients ‘

' concomitant therapy with potassium-sparing diuretics such as spironolactone,

I triamterene, amiloride o .

o lithium therapy: concomitant administration with REGOVAL CO may lead to toxic blood

I concentrations of lithium )

r {)regnancy and lactation gee sections 4.4 and 4..82" . o

© the concomitant use of REGOVAL CO with renin inhibitors such as aliskiren is

| contraindicated (see sections 4.4 and 4.5) .

o severe hepatic |mf)a|rment, biliary cirrhosis and cholestasis

o refractory hypokalaemia, f hyp and

" hyperuricagmia S o )

» REGOVAL CO is contraindicated in patients with Addison’s disease due to the

I hydrochlorothiazide component . )

. g';m_ems with primary hyperaldosteronism should not be treated with REGOVAL CO as

| their renin-angiotensin system is not activated (see section 4.4)

# porphyria.

4.4 Special ings and p ions for use

Should a woman become ‘lllregnanl while taking REGOVAL CO, the treatment

di
Hydruchlornth?azide is excreted in breastmilk. Mothers on REGOVAL CO should not :
breastfeed their infants. i
|

4.7 Effects on ability to drive and use machines _ » _

REGOVAL CO may affect the ability to drive and use machines. When driving vehicles or |
operating machines, patients should take into account that visual disorders, dizziness or |
weariness may occur during treatment of hypertension. |

4.8 Undesirable effects |
Tabulated list of adverse reactions I
Valsartan: |
System Organ Class F Side effects

Infections and Infestations | Less frequent | Viral infections, upper respiratory tract.
infection, pharyngitis or sinusitis, rhinitis

Blood and lymphatic Frequent Neutropenia

system disorders Frequency | Thrombocytopenia decreasein
unknown haemoglobin, decrease in it

Immune system disorders | Frequency Anaphylactic reactions including serum
unknown sickness, angioedema

Metabolism and nutrition |Less frequent | Hyperkalaemia

disorders Frequency Increase of serum potassium,
unknown

Psy Less frequent | Insomnia, decreased libido

Nervous system di Less frequent | Syncope, headache, dizziness

Ear and labyrinth Less frequent | Vertigo, tinnitus

Vascular disorders Less frequent | Postural hypotension, hyﬁmtension (may

occur in patients with volume depletion)

Frequency Vasculitis
unknown

Res _irat_uryr thoracic and | Frequent Cough

ediastinal disorders | o5 frequent  |Rhinitis

Gastrointestinal di Less frequent | Diarrhoea, inal pain, nausea

Hepatobiliary disorders  |Less frequent  |Hepatitis, raised liver enzyme values
Frequency Abnormal liver function test
unknown

Skin and subcutaneous | Less frequent | Rash, pruritus, dermatitis bullous

tissue disorders Frequency Urticaria, alopecia
unknown

Muscul%ske‘l_elal, d Less frequent  |Back pain, arthralgia, asthenia

connective tissue an i i

bone disorders EZ%%%V Myalgia, rhabdomyolysis

Renal and urinary Less frequent  |Renal impairment, renal failure

General disorders and Less frequent  |Fatigue, oedema

administrative site

conditions

Hydrochlorothiazide: :

System Organ Class Freq Side effects I

Neoplasms benignand | Frequency Non-melanoma skin cancer (basal
malignant (including unknown cell carcinoma and squamous cell

cysts and polyps) carcinoma) I
Blood and lymphatic Less frequent | Agranulocytosis, thrombocytopenia, |
system disorders leucopenia, haemolytic anaemia, bone
marrow failure i
Frequency Aplastic anaemia :
unknown
Immune system disorders |Less frequent ylactic reactions, hyp itivity |

reactions

Less frequent | Pancreatitis

Metabolism and nutrition | Frequent Electrolyte imbalance including I

isorders hyponatraemia, hypokalaemia, I

increased blood lipids (mainly at |

higher doses), hypomagnesaemia, |
I
I
I

hyperuricaemia

Less frequent | Anorexia, hypercalcaemia, glycosuria
and worsening of diabetic metabolic
state, hypochloraemic alkalosis

Psychiatric di: Less frequent | Depression, sleep di
Nervous system disorders |Less frequent  |Headache, dizziness, paraesthesia
Frequency Restlessness, fever

unknown

Eye disorders Less frequent | Visual impairment |
Frequency Xanthopsia, transient blurred vision, |
unknown acute angle-closure glaucoma

Ear and labyrinth Frequency Vertigo |
unknown

Cardiac di Less frequent | Dysrhythmias

Vascular disorders Frequent Postural hypotension, orthostatic

hypotension which may be aggra_vated
by alcohol, anaesthetics or sedatives
Frequency Necrotising angitis (vasculitis)
unknown (cutaneous vasculitis)

Respiratory, thoracic and | Less frequent | Respiratory distress including
mediastinal p and pulmonary oedema

Gastrointestinal disorders | Frequent Loss of appetite, nausea, vomiting
Less frequent | Gastric irritation, anorexia, constipation, |

should be stopped promptly and switched to a different class of antihyp diarrhoea,
medicine (see sections 4.3 and 4.6). Hepatobiliary disorders | Less frequent Jaun‘?ice) (intrahepatic cholestatic |
- ) jaundice
'Sodium and/or volume-depleted patients: : eari
" in sodium-depleted and/or volume-depleted patients, such as those receiving ﬁlsﬂszgl:i'i‘s%lr'ggrs‘aneous Frequent Urticaria, other forms of rash ‘
I+ high doses of diuretics, and/or patients with moderate to severe renal impairment, Less frequent | Photosensitivity |
I symptomatic hypotension may occur after initiation of therapy with REGOVAL CO. Frequency Purpura, Stevens-Johnson syndrome, |
| Sodium and/or volume-depletion should be corrected before starting treatment with unknown necrotising vasculitis and toxic |
| REGOVAL CO, for example, by reducing the diuretic dose (see section 4.2) . epidermal necrolysis, cutaneous I
» symptomatic hypotension may occur after initiation of REGOVAL CO. If hypotension lupus erythematosus-like reactions |
| oceurs, the patient should be placed in the supine position and, if necessary, given an reactivation of cutaneous lupus S
intravenous infusion of normal saline. Treatment with REGOVAL CO may be continued erythematosus, erythema multiforme, |
: once blood pressure has stabilised. pseudoporphyria ’
Serum electrolyte changes: . - ) Musculoskeletal, Frequency Muscle spasm |
» concomitant use with potassium supplements, salt substitutes containing potassium connective tissue and unknown |
| ?r other medicines that r?ay [ncregse potatsmum_tle\_/els (gg. hepan?) may lead bone ]
0 increases in serum potassium. Frequent monitoring of serum potassium is Renal and urinar Frequenc Renal failure, renal dysfunction, |
, fecommended (see sectin 45) - . i Y uonn interstitial nephritis g I
o concomitant use with potasm_um-s_parlng diuretics is contraindicated (see section 4.3) -
. h?'drochlorothlazme, as contained in REGOVAL CO, has been linked to hypochloraemic | Reproductive system and | Frequent Impotence i
1 alkalosis and hyponatraemia, or the exacerbation of pre-existing hyponatraemia breast !
# hyponatraemia, accomﬁamed by neurolog|pa|_ symptoms (nausea, progressive General disorders and Frequency Pyrexia, asthenia |
| disorientation, apathy) has been observed in isolated cases. Regular monitoring of administrative site unknown |
| serum sodium concentrations is recommended - conditions |
» the urinary excretion of esium may be inc by hydrochl ide, as
. ﬁontame in REGOVAL CO, which could dresul“? hypomagnesaemia (see section 4.5) Valsartan and Hydrochlorothiazide: |
omagnesaemia or hyp induced by hy as in X yd o )
I REGOVAL C0, may occur as unwanted effects, t%vouring the onset of digoxin-induced  The following addrtional adverse reactions have been reported with valsartan - |
| ‘?ar{dlai dysrhythmias e by clricl s I o ) hydrochlorothiazide combination:
»if hypokalaemia is accompanied by clinical signs (e.g. muscular weakness, paresis, = -
" ortts alterations), REGQ(]IAL £0 should be diqs_contigued_. Correction of hypc?kalaemia System Organ Class Frequency |Side effects
| and any hypomagnesemia is recommended prior to the initiation of thiazides. Frequent | Blood and lymphatic Frequency Neutropenia
| (rjnomtonn |s_recomrr|1e_nded " d by hydrochiorathiazla tained system di unknown
¢ decreased urinary calcium excretion caused by hydrochlorothiazide, as containe i i "
: in REGOVAL CO, maY result in an intermittent and slightly raised serum calcium m:mglrlssm and nutrition | Frequent Dehydraﬂon_ .
concentration. Should marked hypercalcaemia occur, it may be evidence of und_erlylng{ Frequency Hypokalaemia, hyponatraemia
! hyperParathyrmdls_rn. REGOVAL CO therapy should be discontinued before carrying ou unknown
: tests for parathyroid function (see section 4.5). Nervous system disorders | Less frequent |Dizziness, paraesthesia
Other metabolic disturbances: . Frequency Syncope
g hydroch‘orqttﬂlande, as contained in REGOVAL CO, may increase serum Ievelst of unknown
uric acid (either causing or yp an jout in i isi
! suscepnbﬁe patients), t?l lyceride and cholesterol, as well a_s'ghanges inglucose Eye - Less frequent B!urr_ed vision
I tolerance. In diabetic patients, dosagre adiustmems of insulin or oral hypoglycaemic Ear and labyrinth Less frequent | Tinnitus
I medicines may be required (see section 4.5).
Impaired renal function: Vascular di Less frequent  |H
| E’d nitant use O{Vfiutlg' inol nes r:Nilh ACIE i Ld b t":za may p I‘r. 2 acutetz Res _ira‘tiuryr ‘t’t_loraé:ic and |Less frequent  |Cough
idney injury in patients, especially those with moderate to severe renal impairment mediastinal disorders -cardiogeni
I and e‘degly%atignts (see segtion 4‘{3). Renal function should be assessed bgfore Ef,%'ﬁn,ﬁy Qi?]ﬂﬁ{]%'?]g:s’gf c%%'&g%gﬁl ﬂﬁgg{"a
I initiating treatment and monitored during treatment with fluoroguinolones or ACE respiratory tract infection
I inhibitors ARBs, whether used separately and/or in combination . -
# o dosage adjustment is required for patients with mild renal impairment ( Gastrointestinal Less frequent _|Diarrhoea
| clearance > 70 mL/min). However, in moderate to severe cases (creatinine clearance Musculoskeletal, Less frequent | Arthralgia, myalgia, sprains and strains
, <70 mL/min) insufficient data are available. REGOVAL CO should not be used because | connective tissue and
i ng I(?S{I%ll_s%% side eff eqtsd(see ge,chon 4.3 i Jimpai . I
b f - - - -
: Slearance = 30 %’Dﬁ'ﬁ‘) ('chéese'cr}igﬁlfg). with severe renal impairment (creatinine Renal and urinary 52%1{%? Impaired renal function, renal failure
lepatic impairment: i i
‘t’ reduced doses must be considered in patients with hepatic impairment 25,',‘%,’,?;?5?52‘;1?:“" Less frequent - Fatigue
g V%Istmatn is (rjr_lostl elln;:nateg |unchanuecl An th(=i bile, and( patlent?_wng gihaw conditions
obstructive disorders showed lower valsartan clearance (see section 5.2). o ——
! REGOVAL CO should ot be used in patients with by obstructiv disorders. Investigations requency increased serum u adid inareased
\Post-myocardial infarction/heart failure: elevation of blood urea '

» use of REGOVAL CO in patients with post-myocardial infarction or heart failure,

, commonly results in some reduction in blood pressure, but discontinuation of
REGOVAL CO therapy because of continuing sHmptomatlc‘hypotensmn is not usually

! necessary provided dosing instructions are followed. Caution should be observed

I when initiating therapy in patients with heart failure or post-myocardial infarction

as a consequence of inhibiting the renin-angiotensin-aldosterone system (RAAS),

I changes in renal function may be anticipated in susceptible individuals. In patients

| with severe heart failure whose renal function may depend on the activity of the RAAS,

| treatment with ACE inhibitors such as valsartan or angiotensin receptor antagonists

, has been associated with oliguria and/or progressive uraemia and with acute renal

|

o

|

|

failure and/or death. Evaluation of patients with post-myocardial infarction and heart
failure should always include assessment of renal function

in patients with heart failure, caution should be observed with concurrent .
administration of ACE inhibitors, beta blockers and REGOVAL CO, as an increase in
mortality has been reported on this triple therapy.

Pehydratinn:

The following events have also been observed during clinical trials: . .
Abdominal pain, u%per abdominal pain, anxiety, arthritis, asthenia, back pain, bronchitis,
acute bronchitis, chest pain, postural dizziness, dyspepsia, dysr%noealdrﬁ mouth,
epistaxis, erectile dysfunction, gastroenteritis, headache, hyperhidrosis, ¥poesthesus,
influenza, insomnia, ligament sprain, muscle spasms, muscle strain, nasal congestion,
nasopharyngitis, nausea, neck pain, oedema, perlrhqra! oedema, otitis media, pain in
extremity, palpitations, phar mgolaryngal pain, pollakiuria, pyrexia, rash, sinusitis, situs
congestion, somnolence tachycardia, Upper respiratory tract infections, urinary tract
infections, vertigo, viral infections, vision disturbance. )

Post: eting data revealed angioneurotic oedema, rash, pruritus, and other
hypersensitivity/allergic reactions including serum sickness, and vasculitis.

Cases of renal impairment and myalgia have also been reported.
There have also been reported cases of hydrochlorothiazide-induced pulmonary oedema
with granulocytic infiltration and IgG ition in alveolar mi s. Non-( 0
pulmonary oedema may be an immunologically mediated idiosyncratic reaction to

Iae.

 areduction in salt or fluid volume may increase the risk of symptomatic hypotension.
"' Sodium and or volume-depletion may be caused b perspl vomitin

I diarrhoea, prolonged diuretic therapy, dialysis or dietary salt restriction. Caution is

I advised when _exermsqu or during hot weather, because of the risk of dehydration
I (due to excessive sweating) which may result in hypotension.

Systemic Ittlpus erythematosus: .
o™ exacerbation or activation of systemic lupus erythematosus has been reported with
I the use of hydrochlorothiazide, as contained in' REGOVAL CO.

Dual blockade of the renin-angiote e system (RAAS):

o there is evidence that the concomitant use of ACE inhibitors, angiotensin Il receptor

" blockers (ARBs) or renin inhibitors such s aliskiren may increase the risk of

" hypotension, hyperkalaemia and decrease renal function gncludlng acute renal failure).
I Dual blockade of RAAS through the combined use of REGOVAL CO"and renin inhibitors
I such as aliskiren is therefore contraindicated (see section 4.3). REGOVAL CO should

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

\Primary hyperaldosteronism:

o Eatiems with primary hyperaldosteronism should not be treated with

I REGOVAL CO as their renin-angiotensin system is not activated (see section 4.3).
‘rHistory of angioedema: ) ) o :
. an%medema, including swelling of the larynx and glottis, causing airway obstruction

' and/or swelling of the face, lips, gharynx,vand/ur tongue has been reported in patients
treated with valsartan; some of these ﬁatlents reviously experienced angioedema

Non-melanoma skin cancer: based on available data from epidemiological studies,
cumulative dose dependent association between hydrochlorothiazide and NMSC has
been observed (see also section 4.4).

Reporting of suspected adverse reactions o o
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 requested to report an sméipected adverse drug reactions to SAHPRA
via the 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, igil v

¢0.za, to ensure safety of the product.

4.9 Overdose

In overdose, side effects will be exacerbated and exaggerated (see section 4.8).
Siglns and symptoms:

Valsartan:

Overdose with valsartan, as contained in REGOVAL CO, may result in marked hypotension,
which could lead to a depressed level of consciousness, circulatory collapse and/or |
shock. Bradycardia or tachycardia may also occur with REGOVAL CO overdose. |

|
|
|
|
|
|
|
|
|
|
|
|
|
|
y |
Description of selected adverse reactions :
|
|
|
|
|
|
|
|
|
|
|
|
|
|
|

with other medicines including ACE inhibitors. REGOVAL CO should be ntir
immediately in patients who develop angioedema and should not be re-administered
(see sections 4.3 and 4.8).

Photosensitivity: ) ) .
o cases of phofosensitivity reactions have been reported with hydrochlorothiazide

H

Tﬁe most common signs and symptoms observed are those caused by electrolyte l
depletion (hypokalaemia, hypochloraemia, hypor)a.traemla}]and dehydration resulting from
excessive diuresis. If digoxin has also been administered, hypokalaemia may accentuate |
cardiac dysrhythmias. |

M of

I diuretics (see section 4.8). If a photosensitivity reaction occurs durin ment, it is
| ded to stop the Ifare of REGOVAL CO is deemed
| necessary, it is recommended to protect exposed areas to the sun or to artificial UVA.

\Acute angle-closure glaucoma: )

o hydrochloroth a ; as ned in REGOVAL CO has been
associated with an idiosyncratic reaction resulting in acute transient myopia and acute
angle-closure glaucoma. Symptoms include acute onset of decreased visual acuity or
ocular pain and typically occur within hours to a week of initiation
untreated acute-angle closure glaucoma can lead to permanent vision loss. The
primary treatment is to discontinue REGOVAL CO as rapidly as possible. Prompt
medical or sur%lcal treatment may need to be considered if the intraocular pressure
remains uncontrolled. Risk factors for developing acute angle-closure glaucoma may
include a history of sulphonamide or penicillin allergy.

|

|

|

.

|

|

|

‘ﬁenal artery stenosis: o o
» REGOVAL CO should not be used to treat h¥perten3|on in patients with unilateral or

| bilateral renal artery stenosis or stenosis of the artery to a solitary kidney, since blood
| Urea and serum creatinine may increase in such patients (see section 4.3).

Kidney transplantation: o
o there is currently no experience on the safe use of REGOVAL CO in patients who have
| recently undergone kidney transplantation (see section 4.3).

WNon-melanoma skin cancer:
an increased risk of non-melanoma skin cancer (NMSC) [basal cell carcinoma
%BCC) and squamous cell carcinoma SCCL] with Increasing cumulative dose of
¥drpchlurot iazide (HCTZ) exposure has been observed in two epidemiological
studies. Photosensitising actions of HCTZ could act as a possible mechanism for
NMSC. Patients taking REGOVAL CO should be informed of the risk of NMSC and
advised to regularly check their skin for any new lesions and prpm_{)tl report an\{
suspicious sKin lesions. Possible preventive measures such as limited exposure to
sunlight and UV rays and, in case of exposure, adequate protection should be advised
to the patients in order to minimise the risk of skin cancer. Suspicious skin lesions
should be promptly examined potentially including histological examinations of

-

i0psies.
RESOVAL C0 should not be used by patients who have had Previqus and/or current
bas{a_l ce‘I‘I g)arcmumas and/or squamous cell carcinomas of the skin and/or lip (see
section 4.3).

(General:

® hyp ity reactions to hy iazide are more likely in patients with allergy
, and asthma.

Information on excipients of REGOVAL CO

Lactose:

REGOVAL CO contains lactose. Patients with the rare hereditary conditions of galactose
intolerance e.g. Halactosaemla, Laé) lactase deficiency or glucose-galactose
malabsorption should not take REGOVAL CO.

Sorbitol:

IThe additive effect of concomitantly administered products containing sorbitol (or
\fructoseg and dietary intake of sorbitol (or fructose) should be taken into account.
\The content of sorbitol in medicines for oral use may affect the bioavailability of other
medicines for oral use administered concomitantly.

4.5 Interaction with other medicines and other forms of interaction
Contraindication of concomitant use (see section 4.3):

| in serum lithium c ions and toxicity have been reported during
concurrent use of ACE inhibitors and hydrochlorothiazide (see section 4.3).
Fluoroquinolones and ACE inhibitors/angiotensin receptor blockers (ARBs):

Concomitant use of fluoroquinolones and ACE inhibitors/ARBs may ﬁ’ec.' itate acute
idney injury. The mechanism of the possible interaction between the different classes
of rrggduzrgess, over and above different mechanisms of kidney damage, is unknown (see

section 4.3).

‘@‘otassiym-sparing{ diuretics:
use with

( itar sparing diuretics (e.g. spironolactone, triamterene
‘and amiloride), potassium supplements, salt substitutes containing potassium or other
medicines that may alter potassium levels (e.g. heparin) may lead to increases in serum

otassium.
E%GOVS\IZ %) and potassium-sparing diuretics should not be given together (see sections
3and 4.4).

Concomitant use not recommended:

Transporters: ) )

In vitro data indicates that valsartan is a substrate of the hepatic uptake transporter

0ATP1B1/0ATP1B3 and the hepatic efflux transporter MRPZ. The clinical relevance of this

finding is unknown.

{Co-administration of inhibitors of the uptake transporter (e.q. rifampicin, ciclosporin) o
fflux transporter (.. ritonavir) may increase the systemic exposure to REGOVAL CO.

E:e&m_se appropriate care when initiating or ending concomitant treatment with such
edicines

|

LConcomitant use requiring caution:
%}ther antihypertensive medicines: . -

he antihypertensive effects of REGOVAL CO mzy be potentiated by other medicines that
t)wer blood pressure ée% guanethldme, methyldopa, beta blockers, vasodilators, calcium
i

! hannel blockers, ACE inhibitors, ARBs and direct renin inhibitors (DRIs)).

ressor amines:

Valsartan:
If the ingestion is recent, vqmitinfg should be induced. Otherwise, the usual treatment
wouid be intravenous infusion of normal saline solution.

Hydrochlorothiazide: )
Treatment is symptomatic and supportive.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties o
Pharmacothera[?eutlc group: Angiotensin Il receptor blockers (ARBS) and diuretics.
ATC code: CO9DA03 =~ ]

Pharmacological classification: A 7.1.3 Other hypotensives.

Mechanism of action
Valsartan:

Valsartan is a non-peptide angiotensin Il receptor antagonist that selectively blocks the
binding of angiotensin Il to the AT: receptor in tissues such as vascular smooth muscle
and the adrenal gland. In the renln-anglotensm system, _an?mten_sm lis converted by
angiotensin-converting enzyme (ACE) to form angiotensin IT. Angiotensin Il stimulates
the adrenal cortex to synthesise and secrete aldosterone, which decreases the excretion
of sodium and increases the excretion of potassium. Angiotensin l also acts as a
vasoconstrictor in vascular smooth muscle. Valsartan blocks the vasoconstrictor and
aldosterone-secreting effects of angiotensin Il by inhibiting the binding of angiotensin Il
to the AT: receptor, N . . .

In most patients, after administration of a single oral dose, onset of .antlhyé)enenswe
activity occurs within 2 hours, and the peak action is achieved within 4 - 6 hours.

The effect persists over 24 hours after dosing. During reé)eated dosing, the maximum
reduction in blood pressure is generally attained within 2 - 4 weeks and is sustained
during long-term therapy. Combined with hydrochlorothiazide, an additional reduction in
blood pressure is achieved.

Hydrochlorothiazide:
I azide is a thiazide diuretic and antihypertensive medicine. It affects the
distal renal tubular mechanism of electrolyte re-absorption and increases excretion
of sodium and chloride in approximately equivalent amounts. Natriuresis may be

by some loss of and

5.2 Pharmacokinetic properties
Valsartan:
Absorption: o
Valsartan is absorbed after oral administration, with a bioavailability of about 23 %. Peak
Elasma concentrations occur 2 - 4 hours after an oral dose.

00d decreases exposure (as measured by AUC) to valsartan by about 40 % and
peak plasma concentration (Cna( by about 50 %, although from about 8 hours post
dosing, plasma valsartan concentrations are similar for the fed and fasted %mups. This
reduction in AUC is not, however, accompanied by a clinically significant reduction in the
therapeutic effect, and valsartan can therefore be given either with or without food.

Biotransformation:

Steady-state volume of distribution is low (about 17L). .
Valsartan is hlthy bound to serum protein (94 - 97 %), mainly serum albumin. Plasma
clearance is relatively slow (about 2 L/h) when compared with hepatic blood flow
(elibout 30)L/h). Valsartan is cleared from the circulation by the liver (about 70 % of total
clearance).

Elimination: o )
The terminal elimination half-life is about 5 - 9 hours. Following an oral dose, about 83 %
is excreted in the faeces and 13 % in urine.

Linearity/non-linearity: o .

The pharmacokinetics of valsartan is linear in the dose range tested. There is no change
in the kinetics of valsartan on repeated administration and ittle accumulation when
?osetli once daily. Plasma concentrations were observed to be similar in males and
females.
Hydrochlorothiazide:

bsorption; - o

Aiter oral administration of hy thiazide, absorption is rapid gr_nax about 2 hoursl.
After oral administration, the absolute bioavailability of hydrochlorothiazide is 60 - 80 %.
The increase in mean AUC is linear and dose proportional in the therapeutic range.

In the therapeutic ranﬁe, the increase in mean AUC is linear and dose proportional.

On repeated dosing, f and

] e kinetics of hyc (

accumulation is minimal when dosed once daiy. o

Food has been reported to both increase and decrease the systemic availability of
hydrochlorothiazide. These changes, however, have little clinical importance and therefore,
yd can be given either with or without food.

Biotransformation:

The ap?.arent volume of distribution is 4 - 8 L/kg. . .

Circulating hydrochlorothiazide is bound to serum proteins (40 - 70 %), mainly serum
albumin. Ay ide also inery ytes at appl y 3 times
the level in'plasma.

Elimination: ) -
HKdrochlorotmazme is eliminated predominantly as unchanged medicine. .
The plasma half-life of hydrochlorothiazide can vary between 6 - 15 hours in the terminal

eIimmﬁ_tion |phase. In the therapeutic range, the increase in mean AUC is linear and dose
roportional. o ) )

Eess than 95 % of the absorbed dose is eliminated unchanged in the urine. The renal
clearance is composed of passive filtration and active secretion into the renal tubule.

ressor amines [e.g. adrenaline (epinephrine)] — hydrochlorothiazide, as contained in
EGOVAL CO, may decrease response to pressor amines. This decrease in response is
ot sufficient to preclude the use of pressor amines.

{NSAID‘s/ including selective COX-2 inhibitors, aspirin (acetylsalicylic acid)
>3 éy/ afy ), and non-selective NSAIDs: o
The diurefic and anti-hypertensive activity of the hydrochlorothiazide component |
of REGOVAL CO may weaken with ant administration of anti-
inflammatur)( drugs (NSAIDs) including selective COX-2 inhibitors, aspirin i
acid) (>3 gi day), and non-selective NSAIDS (e.g. indometacin, salicylic acid derivative).
'Acute renal failure may be induced b¥| concurrent hypovolaemia. Therefore, monitoring
of renal function at the beginning of the treatment is recommended, as well as adequate
hydration of the patient.

Interactions related to valsartan: . -

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

Clinical trial data have shown that dual blockade of the renin-angiotensin-aldosterone-

s?fstem (RAAS) through the combined use of ACE inhibitors, angiotensin Il receptor

blockers or aliskiren is associated with a higher frequency of adverse events such as
and renal function (see sections 4.3 and 4.4).

No interaction:
Under monotherapy with valsartan, no drug interactions of clinical significance have been
found with the following drugs: cimetidine, warfarin, furosemide, atenolol, indometacin,

y othiazide,

Interactions related to hydrochlorothiazide:

Medicines affecting serum potassium levels: .
Concomitant use of corticosteroids, kaliuretic diuretics, carbenoxolone, amg_hotencm,
IACTH, salicylic acid derivatives, laxatives, or penicillin G, with hydrochlorothiazide, as
contained in REGOVAL CO, may intensify electrolyte deEIetlon and hypokalaemia.

If these medicines are to be prescribed with REGOVAL CO, monitoring of potassium
plasma levels is advised (see section 4.4).

Wedicines that could induce torsade de pointes: - ) _

Due to the risk of hypokalaemia, REGOVAL CO should be administered with caution when
associated with medicines that could induce torsade de pointes, in particular Class la and
Class lll antidysrhythmics (disopyramide, procainamide, quinidine and sotalol) and some
antipsychotics (haloperidol, thioridazine and pimozide).

Wedicines affecting serum sodium levels:
IThe hyponatremic effect of diuretics may be int

ified b i inistration of
f such as antidep Sy/C antie _f{eptics, etc. Caution is advised
in long term administration of these medicines (see section 4.4).

\Digitalis glycosides: . )

hiazide-induced hypokalaemia or hy?omagnesaewa may ) .
occur as unwanted effects, favouring the onset of digitalis-induced cardiac arrhythmias.

Calcium salts and Vitamin D; o o
/Administration of hydrochlorothiazide, as contained in REGOVAL CO, with calcium salts or
\Vitamin D may lead to a rise in serum calcium.

‘ﬁnﬁdiabetic medicine (oral medicines and insulin): o

lydrochlorothiazide may alter glucose tolerance. Dosatge adéustment of the antidiabetic
imedicine may be required with the concomitant use of REGOVAL CO (see section 4.4).
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: ) )
oncomitant use of h%drochlorothlande with beta blockers may increase the risk of
‘hyperglycaemla REGOVAL CO may enhance the hyperglycaemic effect of diazoxide.

/Anticholinergic medicines and other medicines affecting gastric meI'II‘?l.' B

Anticholinergic medicines (e.q. biperiden, atropine) may increase the bioavailability

of hydrochlorothiazide, as contained in REGO! /AL CO, apparently due to a decrease in
astrointestinal motility and the stomach-em(}nylng rate. o -

Wonvgmel¥_proklnetlc drugs, such as cisapride, may decrease bioavailability of thiazide-
pe diuretics.

) ethyldopa: o
laemolytic anaemia occurring with concurrent use of methyldopa and
‘hydroch orothiazide, as contained in REGOVAL CO, has been reported.

Cholestyramine and colestipol: ) L
holestyramine and colestipol de the absorption of hydro ide,
s contained in REGOVAL CO. This could result in sub-therapeutic effects of
ydrochlorothiazide. However, staggenn the dosage of REGOVAL CO and resin such
‘that hydrochlorothiazide is administered'at least 4 hours before or 4 - 6 hours after the
fadministration of resins would potentially minimise the interaction.
| iclosporin; o . ) . -
oncurrent therapy with ciclosporin may increase the risk of gout-type complications
‘%nd hyperuricaemia.

lodine contrast media: . o . .

In case of diuretic-induced dehydration, there is an increased risk of acute renal failure,
especially with high doses of the iodine product. Patients should be rehydrated before
| he administration.

{Co-administration of hydrochlorothiazide, as contained in REGOVAL CO, may:

© increase the risk of side effects caused by amantadine .

o increase the incidence of hypersensitivity reactions to allopurinol

* add to the hyperglycaemic effect of diazoxide o
potentiate the action of skeletal muscle relaxants such as curare derivatives

o potentiate th f skeletal muscle relaxants such deriva

' decrease the renal excretion of cytotoxic medicines (€.g. methotrexate,

I cyclophosamide) and cause their myelosuppressive effects.

Elcohal barbiturates or narcotics:

otentiation of orthostatic hypotension caused by hydrochlorothiazide, as contained in
‘ EGOVAL CO, may occur.

lon depolarising muscle relaxan Ee.g. ine .
lydrochlorothiazide, as contained in REGOVAL CO, may increase the responsiveness to
{he muscle relaxant.

Since REGOVAL CO is not metabolised to a significant extent, clinically relevant
interactions in the form of metabolic induction or inhibition of the cytochrome P450
system are not expected with REGOVAL CO.

4.6 Fenilig pregnancy and lactation .
REGOVAL 0 contraindicated in pregnancy and lactation. .
Safety in pregnancy and lactation has not been established (see section 4.3).

Women of childbearing potential/contraception in males and females
'Women of childbearing potential should ensure effective contraception (see section 4.3).

regnanc
hg_n _pregnan y is planned or confirmed, REGOVAL CO should be discontinued.
WMedicines affecting the renin-angiotensin system, such as REGOVAL CO, can cause
embryonal toxicity, foetal and neonatal morbidity and mortality when administered to
women,

regnant .
ﬁyd%ophloruthiazide crosses the placenta. Based on the pharmacological mechanism
of action of hydrochlorothiazide, its use during the second and third frimester may
compromise foeto-placental perfusion and may cause foetal and neonatal effects like
jcterus, disturbance of yte balance and ytopenia.

There have been reports of spc aportion, oli ios and new born renal
dysfunction, when pregnant women have inadvertently taken valsartan. .
Intrauterine exposure to thiazide diuretics, including hydrochlorothiazide, is associated
with foetal or neonatal jaundice or thrombocytopenia, and may be associated with other
@adverse reactions that have occurred in adults.

When co-administered with valsartan, the systemic availability of hydrochlorothiazide is
reduced by about 30 %. The kinetics of valsartan are not noticeably affected when co-
administered with hydrochlorothiazide. This interaction has no impact on the concurrent
use of valsartan and hydrochlorothiazide.

Eﬁrmacokinelics in special patient groups

AUC and elimination half-life of valsartan increase by 70 % and 35 %, respectively, when
compared with those in younger patients. When cornlpared_ to younger patients, limited
data suggest that the systemic clearance of hydrochlorothiazide is reduced in both
hypertensive and healthy elderly patients.

Impaired Renal Function: o o
No data are available for patients undergoing dialysis, in patients with mild renal
impairment (creatinine clearance > 70 mL/min) and in patients with moderate to severe
renal impairment ﬁcreatllnme clearance < 70 mL/min). ) o
Valsartan/hydrochlorothiazide is contraindicated in gauents with severe renal impairment
creatinine clearance < 30 mL/min) (see section 4.3). o

falsartan is highly bound to plasma protein and is not removed by dialysis; however,
clearance of hydrochlorothiazide will be achieved by dialysis. ~ ~ _
The renal clearance of hydrochlorothiazide consists of passive filtration and active )
secretion into the renal fubule. Since hydrochlorothiazide is cleared almost exclusively via,
the kidneys, renal function has a significant effect on the kinetics of hydrochlorothiazide
(see section 4.3). :
Hepatic impairment: ) ) o |
About 70 % of the absorbed dose is excreted in the bile mainly as unchanged compound.,
Valsartan does not undergo extensive biotransformation and systemic exposure to |
valsartan is not correlated with the degree of liver dysfunction. No dose adjustment for
valsartan is therefore necessary in patients with mild to moderate hepatic insufficienc
of non-biliary origin and withoui cholestasis. The AUC for valsartan has been observe
o &e ap&)%o)xlma ely double in patients with biliary cirrhosis or biliary obstruction (see
section 4.3).

)
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5.3 Preclinical safety data
Not applicable.

6. PHARMACEUTICAL PARTICULARS
6.1 List of excipients
Tablet cores: B
Colloidal anhydrous silica
Colloidal silicon dioxide
Crospovidone
Magnesium carbonate
Microcrystalline cellulose
Pregelatinised starch
Povidone

Sodium laury! sulphate
Sodium stearyl fumarate
Sorbitol powder

Film coating:
Opadry white:
Hypromellose
Lactose monohydrate
Macrogol 4000
Titanium dioxide

Colouring agents:

Iron oxide brown (160/12,5 mg and 160/25 mg tablets)
Iron oxide red (80/12,5 mg and 160/12,5 mg tablets)
Iron oxide yellow (160/25 mg tablets)

6.2 Incompatibilities
Not applicable.

6.3 Shelf life

36 months.

6.4 Special precautions for storage
Store at or below 25 °C. ) )
Keep the blisters in the carton until required for use.

6.5 Nature and contents of container o .
REGOVAL CO tablets are available in clear PVC/PE/PVDC/aluminium blister strips.
Pack sizes of 14, 28, 30, 56, 98 or 280 tablets are packed in a printed outer carton.
Not all pack sizes may be marketed.

6.6 Special precautions for disposal
No special requirements.
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1% Floor Grapevine House
Steenberg Office Park
Silverwood Close
Westlake, 7945
Cape Town, South Africa

8. REGISTRATION NUMBERS

REGOVAL C0 80/12,5 mg: A44/7.1.3/0018
REGOVAL CO 160/12,5 mg: A44/7.1.3/0019
REGOVAL CO 160/25 mg: Ad4/7.1.3/0020

9. DATE OF FIRST AUTHORISATION/RENEWAL OF THE AUTHORISATION
19 April 2013

10. DATE OF REVISION OF THE TEXT
11 October 2023

NAMIBIA:
REGOVAL CO 80/12,5 mg{S2]14/7.1.3/0061
REGOVAL CO 160/12,5 m
REGOVAL CO 160/25 mg{NS2114/7.1.3/0063
MOZAMBIQUE:

REGOVAL CO 80/12,5 my: 4817

REGOVAL CO 160/12,5 mg: 4818

REGOVAL CO 160/25 mg: 4819

pharma () dynamics

'SCHEDULING STATUS -

REGOVAL CO0 80/12,5 mg,
film coated tablets
REGOVAL CO 160/12,5 mg,
film coated tablets
REGOVAL CO 160/25 mg,
film coated tablets
Valsartan and hydrochlorothiazide
REGOVAL CO contains sorbitol
(9,25 mg in a 80/12,5 mg tablet and
18,5 mg in each 160/12,5 mg and
160/25 mg tablet) and
sugar (lactose monohydrate)
(1,06 mg in a 80/12,5 mg tablet
and 2,12 mg in each 160/12,5 mg and
160/25 mg tablet)

|

RRead all of this leaflet carefully before
you start taking REGOVAL CO

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

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

|* REGOVAL 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 REGOVAL CO is and what it is
I used for

2. What you need to know before you
I take REGOVAL CO

13. How to take REGOVAL CO

4. Possible side effects

5. How to store REGOVAL CO

6. Contents of the pack and other

I information

|

1. What REGOVAL CO is and what it

is used for

REGOVAL CO film coated tablets contain
two active ingredients called valsartan
and hydrochlorothiazide. Both of these
ingredients help to control high blood
pressure (hypertension). Valsartan
Ibelongs to a class of medicines known
@as angiotensin Il receptor antagonists,
which help to control high blood pressure
(hypertension). Hydrochlorothiazide is a
diuretic (also known as “water tablet”).
Hydrochlorothiazide increases urine
output, which also lowers blood pressure.

REGOVAL CO is used:

s 1o treat mild to moderate high blood

I pressure

e for patients whose blood pressure has
' been stabilised at the same dosages
I of the individual components given

: together.

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

Do not take REGOVAL CO:

o if you are hypersensitive (allergic)

to valsartan, hydrochlorothiazide,
sulphonamide-type medicines, or to
any of the ingredients of REGOVAL CO
(see section 6)

if you have or had skin and lip cancer
if, after previously taking other
angiotensin receptor blockers

(ARBS) or ACE inhibitors, you have
experienced swelling of your face,
lips, eye lids, mouth, tongue, or throat.
You must never take these medicines,
including REGOVAL CO, again

if you suffer from heart disease,
including a heart condition known

as hypertrophic obstructive
cardiomyopathy (HOCM — thickening
of the muscle of the heart)

if you suffer from a severe kidney
disorder, narrowing of the blood
vessels of both kidneys; or you have
only one kidney left, of which the
blood vessels are narrowed

if you suffer from a severe kidney
disease where you are unable to
produce urine (anuria)

if you have a disease of the heart
valves called aortic stenosis in which
the opening is narrowed

if you are treated with ACE inhibitors/
ARBs together with fluoroquinolone
antibiotics such as ciprofloxacin,
gemifloxacin, levofloxacin,
moxifloxacin and norfloxacin, contact
your doctor to re-evaluate your
treatment

if you are currently taking water
tablets containing spironolactone,
triamterene or amiloride (medicines
that increase the rate of urination)

if you are currently taking lithium

(a mood stabiliser). Concomitant
administration with REGOVAL CO may
lead to toxic blood concentrations of
lithium

if you are pregnant or breastfeeding
your baby

if you have severely impaired liver
function or liver cirrhosis

if you have low potassium, low
sodium or high calcium levels which
cannot be corrected by treatment

if you are taking a medicine that
contains aliskiren (used in the
treatment of high blood pressure)

if you are suffering from gout

if you suffer from biliary obstruction (a
problem with the drainage of the bile
from the gall bladder)

if you have Addison’s disease (a
hormonal disorder)

if you have porphyria (a rare
hereditary blood disorder that can
cause nerve or skin problems).

Warnings and precautions
Take special care with REGOVAL CO:

Should you become pregnant while
taking REGOVAL CO, stop taking the
tablets immediately and contact
your doctor. Your doctor may
consider switching your medication
to a different treatment (see Do not
take REGOVAL CO).

'» 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 as you may experience
dehydration or a serious drop in
blood pressure (hypotension) with
symptoms including feeling dizzy
when standing up

if you take salt substitutes containing
potassium or you have high potassium
levels in your blood, as REGOVAL CO
may increase the levels of potassium
in your blood and your doctor may
need to regularly monitor these levels
if you have low levels of sodium in
your blood (with or without symptoms
such as nausea, disorientation, lack of
interest, enthusiasm, or concern), your
doctor may need to regularly monitor
these levels

if you have low levels of potassium

in your blood, you may experience
unwanted side effects. Your doctor
may need to correct your potassium
blood levels before starting therapy
with REGOVAL CO

if you take magnesium tablets,
REGOVAL CO may lower magnesium
levels in your blood and taking
calcium with REGOVAL CO may raise
the calcium levels in your blood (see
Other medicines with REGOVAL CO)

if you have a kidney disorder

if you have a liver disorder

if you have a heart disease or have
had a heart attack

if you have diabetes and are being
treated for it

if you have gout. REGOVAL CO may
worsen your gout

if you have high cholesterol

if you have systemic lupus
erythematosus (also called “lupus” or
“SLE"). Symptoms include pain in the
joints or weakness in the muscles

if you experience fatigue or muscle
weakness as these may be symptoms
of a condition called hyperkalaemia

o if you suffer from primary
hyperaldosteronism (a syndrome
associated with increased secretion
of the hormone aldosterone by
the adrenal gland, caused by an
abnormality within the gland)
if you develop sensitivity of the skin to
sun
if you experience a decrease in vision
or eye pain. These could be symptoms
of an increase of pressure in your
eye and can happen within hours to
a week of taking REGOVAL CO. This
can lead to permanent vision loss, if
not treated. If you earlier have had a
penicillin or sulphonamide allergy you
tcr?.n be at higher risk of developing

is
if you have had a kidney transplant
(see Do not take REGOVAL CO)
if you have had skin cancer or if you
develop an unexpected skin lesion
(unusual growth of skin). Treatment
with hydrochlorothiazide as in
REGOVAL CO, 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 REGOVAL CO
* REGOVAL CO should not be used if you
have or had skin and lip cancer
if you are taking other medicines
to lower blood pressure, called ACE
inhibitors or aliskiren (see Do not take
REGOVAL CO).

The first dose of REGOVAL CO may cause
a bigger fall in blood pressure than the
following doses. You may notice this as
a feeling of weakness or dizziness, and

it may help to lie down. Contact your
doctor if you are worried.

In order to prevent an extreme fall in
blood pressure with the first dose,
existing therapy with diuretics (water
tablets) should be discontinued 2 - 3
days before taking REGOVAL CO. Your
doctor may check the electrolyte content
of your blood thereafter.

Contact your doctor to re-evaluate

your treatment if you are treated with
ACE inhibitors/ARBs together with

a fluoroquinolone antibiotic such as
ciprofloxacin, gemifloxacin, levofloxacin,
moxifloxacin and norfloxacin.

Your doctor may request tests to
monitor your condition before or during
treatment.

Other medicines and REGOVAL CO
Always tell your healthcare provider if
you are taking any other medicine. This
includes complementary or traditional
medicines.

The following medications, may interact
with REGOVAL CO:

* water tablets such as spironolactone,
triamterene or amiloride and certain
other diuretics

potassium supplements or medicines
containing potassium. This may
include your daily multivitamin
supplement

other medicines from the same class
(angiotensin Il receptor antagonists or
AGE inhibitors) to lower blood pressure
lithium (used in the treatment of mood
disorders) (see Do not take

REGOVAL CO)

muscle relaxants (e.g. tubocurarine),
as REGOVAL CO may increase the
effects of these medicines
nonsteroidal anti-inflammatory drugs
(NSAIDs) to treat pain and arthritis
(such as ibuprofen, indometacin or
aspirin), as these may reduce the
blood pressure lowering effect of
REGOVAL CO and may affect the
kidney function or worsen an existing
kidney problem

medicines to control heart rhythm
(such as digoxin) may increase the
risk of side effects such as blood and
heart rhythm disorders

alcohol, narcotics or any other
medicines that work on the nervous
system as they may increase the
effects of REGOVAL CO

medicines used to treat high blood
sugar (diabetes), including insulin

or metformin, as REGOVAL CO may
increase your sugar levels. Your doctor
may want to adjust your diabetes
medication

medicines that may increase blood
sugar levels, such as diazoxide or beta
blockers which may increase the risk
of hyperglycaemia (high blood sugar)
amantadine (used to treat Parkinson’s
disease), as REGOVAL CO may
increase the risk of unwanted side
effects

medicines for the treatment of gout
(probenecid, sulfinpyrazone and
allopurinol), as REGOVAL CO may
reduce its effect

cytotoxic medicines (e.g.
cyclophosamide, methotrexate) used
to treat cancer, as REGOVAL CO may
affect the way they work

atropine and biperiden (used in the
treatment of Parkinson’s disease), as
REGOVAL CO may increase its effect
methyldopa (used to treat high blood
pressure) may increase the risk of
anaemia

cholestyramine and colestipol (used to
treat high cholesterol), as these may
reduce the effects of REGOVAL CO.
These medicines should be taken at
least an hour before taking

REGOVAL CO

vitamin D supplements or calcium
salts may require additional blood
tests and dosage adjustment during
treatment with REGOVAL CO
ciclosporin (used in organ transplants)
may increase the risk of side effects
such as gout

corticosteroids, kaliuretic diuretics,
amphotericin, penicillin G and
salicylic acid derivatives (used to treat
infections and inflammation), as these
may affect the way

REGOVAL CO works

some laxatives may affect your
electrolyte balance

pressor amines, e.g. adrenaline
(epinephrine) used for the treatment
of low blood pressure, shock, cardiac
failure, asthma or allergies

aliskiren and similar medicines, as
these may increase unwanted side
effects such as low blood pressure,
increased potassium levels (in the
blood) and kidney problems (including
kidney failure) (see Do not take
REGOVAL CO and Warnings and
precautions)

medicines that may induce torsade
de pointes (irregular heartbeat), such
as antidysrhythmics (medicines used
to treat heart problems, such as
disopyramide, procainamide, quinidi
and sotalol) and some antipsychotics,
such as haloperidol, thioridazine and
pimozide

some antibiotics (rifampicin),
medicines used to protect against
transplant rejection (ciclosporin) or an
antiretroviral medicine used to treat
HIV/AIDS infection (ritonavir). These
medicines may increase the effect of
REGOVAL CO

medicines such as antidepressants,
antipsychotics (mood stabilizers),
antiepileptics as these may affect the
sodium levels in your blood.

Please also inform your doctor you

are taking REGOVAL CO if you will be
undergoing a radiographic procedure and
will be given iodine contrast media.

REGOVAL CO may interfere with thyroid
function tests.

Contact your doctor to re-evaluate

your treatment if you are treated with
ACE inhibitors/ARBs together with

a fluoroquinolone antibiotic such as
ciprofloxacin, gemifloxacin, levofloxacin,
moxifloxacin and norfloxacin.

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

REGOVAL CO is contraindicated in
pregnancy and breastfeeding as it can
harm your unborn baby.

Safety in pregnancy and breastfeeding
has not been established (see Do not
take REGOVAL CO).

When pregnancy is planned or
confirmed, you should stop taking
REGOVAL CO.

If you are taking REGOVAL CO, you
should use contraception.

If you are taking REGOVAL CO, you
should not breastfeed your baby.

Driving and using machines
REGOVAL CO may cause some people to
become dizzy or tired.

Do not drive a vehicle or operate any
machinery before you know how
REGOVAL CO affects you.

Itis not always possible to predict to
what extent REGOVAL CO may interfere
with the daily activities of a patient.
Patients should ensure that they do

not engage in the above activities until
they are aware of the measure to which
REGOVAL CO affects them.

REGOVAL CO contains lactose
REGOVAL CO contains lactose. Patients
with the rare hereditary conditions of
lactose or galactose intolerance should
not take REGOVAL CO.

REGOVAL CO contains 9,25 mg sorbitol in
a80/12,5 mg tablet and 18,5 mg in each
160/12,5 and 160/25 mg tablet.

3. How to take REGOVAL CO

Do not share medicines prescribed for
you with any other person. Always use
REGOVAL CO exactly as your doctor has
told you. You should check with your
doctor or pharmacist if you are unsure.
The tablets should be swallowed with a
glass of water or juice.

Itis recommended to take the tablets at
the same time every day.

REGOVAL CO tablets can be taken with
or without food.

Adults:

The usual dose of REGOVAL CO is 1
tablet once a day. The maximum effect of
REGOVAL CO is usually seen within

2 - 4 weeks.

Children:
REGOVAL CO is not indicated for use
in children.

Your doctor will tell you how long your
treatment with REGOVAL CO will last. Do
not stop treatment early because high
blood pressure will get worse.

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

If you take more REGOVAL 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:
o severe dizziness and/or fainting.

If you forget to take REGOVAL CO

Take the missed dose as soon as
possible. However, if it is almost time for
your next dose, take the next tablet at the
usual time. Do not take a double dose to
make up for a forgotten individual dose.

If you stop taking REGOVAL CO

Your doctor will tell you how long your
treatment with REGOVAL CO will last.
It is important that you continue the
course of treatment. Do not stop taking
REGOVAL CO unless your doctor tells
you to do so.

4. Possible side effects

REGOVAL CO can have side effects.

Not all side effects reported for
REGOVAL CO are included in this leaflet.
Should your general health worsen, or

if you experience any untoward effects
while using REGOVAL CO, please consult
your healthcare provider for advice.

If any of the following happens, stop

taking REGOVAL 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

 fainting (syncope).

These are all very serious side effects.

If you have them, you may have had a

serious allergic reaction to REGOVAL 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:
 low blood pressure or fainting when
getting up from a lying or sitting
position (orthostatic hypotension/
dizziness)

weakness, fatigue, weight loss,
headache (symptoms of a condition
called vasculitis)

Stevens-Johnson syndrome (a
life-threatening skin disorder with
symptoms such as a red-purplish rash
and blisters)

red skin, blistering of the lips, eyes or
mouth, skin peeling, fever (possible
signs of toxic epidermal necrolysis or
erythema multiforme)

kidney problems (passing less urine
than is normal for you), abnormal
kidney function including inflammation
of the kidneys, urinary infection, sugar
inthe urine

pancreatitis (inflammation of the
pancreas with symptoms such as
stomach pain, increased heart rate
and fever)

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,
jaundice (yellow discolouration of the
skin and eyes))

rhabdomyolysis (a condition affecting
the muscles with symptoms such as
muscle pain, weakness, vomiting and
confusion, dark urine and irregular
heartbeat)

irregular or abnormal rhythm
agranulocytosis (serious condition that
occurs when the body does not make
enough white blood cells, making it
harder for the body to fight infection).
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:

* blood tests showing a low number

of white blood cells which can cause
vulnerability to infections

blood tests showing decreased levels
of sodium, potassium, i

Less frequent side effects: |
o viral infections, upper respiratory tract,
infections, sore throat, inflammation |
of tissues lining the sinuses (sinusitis),|
blocked or runny nose, inflammation
of the mucous membrane in the nose |
(rhinitis) |
increased bleeding and bruising |
anorexia, dehydration |
depression, sleeping disorders |
headache, dizziness, tingling or |
pricking in hands, feet, or lips (feeling |
of “pins or needles”) |
vertigo (loss of balance and dizziness),
ringing or buzzing in the ears |
lung infection, excess watery fluid

in the lungs (symptoms include
shortness of breath, feeling of
suffocating, fever, chills, wheezing)
stomach pain or discomfort, bloating,
constipation, diarrhoea, nausea,
vomiting, inflammation of a salivary
gland (symptoms include fever, chills,
pain when opening mouth)

sensitivity to light, dry skin, blistering
or peeling of the skin, itching

back pain, joint pain, muscle pain, !
sprains and strains !
general tiredness or weakness, lack of!
energy, fluid retention. !
abnormal blood test results, hemolytic'
anemia (a rare blood disorder in which'
red blood cells are rapidly destroyed) '
bone marrow failure (symptoms !
include weakness, bruising, frequent '
infections).

|
The following side effects have been :
reported but the frequency for themto
|
|

occur is not known:

 blood tests showing a decrease or
changes to the content of your blood |
cells including a reduction of ironin |
your red blood cells |
aplastic anaemia (a rare but serious |
blood condition that occurs when your,
bone marrow cannot make enough |
new blood cells)

blood tests or urine tests showing
increased levels of potassium,
calcium, sugar or low levels of
chloride ion

restiessness, fever

blurred vision, worsening eyesight,
seeing things yellow, severe eye pain,
watery eyes

inflammation of the skin, rash,
redness of the skin, hair loss

skin and lip cancer (non-melanoma
skin cancer), with abnormal growth
of skin, bump or sores on the lips that
persist for a long period of time

high fever, sweating, chills

* muscle spasm.

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 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 REGOVAL CO. You can also

send an email directly to the company,
pharmacovigilance@pharmadynamics.
€0.za, to ensure safety of the product.

|
|
|
|
|
|
|
|
|
|
5. How to store REGOVAL CO |
|
|
|
|
|
|
|
|
|
|

Store all medicines out of reach of

children.

Store at or below 25 °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 REGOVAL CO contains: |

The active substances are valsartan and |

hydrochlorothiazide. |

REGOVAL CO 80/12,5 mg: Each film 1
coated tablet contains 80 mg valsartan |
and 12,5 mg hydrochlorothiazide. |
REGOVAL CO 160/12,5 mg: Each film |
coated tablet contains 160 mg valsartan |
and 12,5 mg hydrochlorothiazide. |
REGOVAL CO 160/25 mg: Each film |
coated tablet contains 160 mg valsartan |
and 25 mg hydrochlorothiazide. |

The other ingredients are:

Tablet cores: colloidal anhydrous silica,
colloidal silicon dioxide, crospovidone,
magnesium carbonate, microcrystalline
cellulose, pregelatinised starch,
povidone, sodium lauryl sulphate, sodium
stearyl fumarate, sorbitol powder.

Film coating: opadry white (hypromellose.
lactose monohydrate, macrogol 4000
and titanium dioxide).

Colouring agents: iron oxide brown
(160/12,5 mg and 160/25 mg tablets),
iron oxide red (80/12,5 mg and
160/12,5 mg tablets), iron oxide yellow
(160/25 mg tablets).

What REGOVAL CO looks like and
contents of the pack

REGOVAL C0 80/12,5 mg: Cylindrical,
biconvex, pink film coated tablets.
REGOVAL CO 160/12,5 mg: Cylindrical,
biconvex, reddish film coated tablets.
REGOVAL CO 160/25 mg: Cylindrical,
biconvex, brown film coated tablets.

REGOVAL CO tablets are available in
clear PVC/PE/PVDC/aluminium blister
strips. Pack sizes of 14, 28, 30, 56, 98
or 280 tablets are packed in a printed
outer carton.

Not all pack sizes may be marketed.

Holder of Certificate of Registration
Pharma Dynamics (Pty) Ltd

15t Floor Grapevine House, Steenberg
Office Park

Silverwood Close

Westlake, 7945

Cape Town, South Africa

Tel: + 27 21 707 7000

This leaflet was last revised in
11 October 2023

Registration numbers
REGOVAL CO 80/12,5 mg:
A44/7.1.3/0018

REGOVAL CO 160/12,5 mg:
A44/7.1.3/0019

REGOVAL CO 160/25 mg:
A44/7.1.3/0020

NAMIBIA:
REGOVAL C0 80/12,5 mg:
[NS2]14/7.1.3/0061
REGOVAL CO 160/12,5 mg:
[NS2]14/7.1.3/0062
REGOVAL CO 160/25 mg:
[NS2]14/7.1.3/0063

MOZAMBIQUE:
REGOVAL CO 80/12,5 mg: 4817

REGOVAL CO 160/12,5 mg: 4818
REGOVAL CO 160/25 mg: 4819

and other body chemicals which

can cause irregular heartbeats,
increased cholesterol, muscle cramps,
weakness, tremors, fatigue, confusion
and seizures

excess amount of uric acid in the
blood, gout, which can cause pain in
the joints (hyperuricemia)

cough

loss of appetite, nausea, vomiting
ives

problems with sexual performance.
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PASIENTINLIGTINGSBLAD  indien u 'n velsensitiwiteit vir die son ~ Swangerskap, borsvoeding en Minder algemene newe-effekte

| ontwikkel L fertiliteit . « virusinfeksies, boonste

‘SKEDULERINGSTATUS * indien u ’n afname in sig, of oogpyn Indien u swanger is, of u baba !u?wegmfe_ksms, seer keel,

i ervaar. Hierdie mag simptome van borsvoed, vermoed dat u swanger inflammasie van die weefsel van
REGOVAL CO 80/12,5 mg, 'n verhoogde oogdruk wees en is, of 'n baba beplan, raadpleeg die sinuswande (sinusitis), toe- of

! filmbedekte tablette kan binne ure, tot en met 'n week asseblief u dokter, apteker, of ander loopneus, inflammasie van die

! REGOVAL CO 160/12,5 mg, voorkom, nadat u REGOVAL CO gesondheidsorgverskaffer vir advies, mukusmembrane van die neus (rinitis),

! R ggan‘?:fglgi (tiz(llllllzestte geneem h?t. Dit m?g lei tgt it voordat u REGOVAL CO gebruik. . toenari?g indblﬁ%ding en kneusing

! mg, ermanente sigverlies, indien dit nie - h o anoreksie, dehidrasie

I filmbedekte tablette gehandel word ni, Indien u vantevore  REGOVAL CO is teenaangedui tydens o depressie, slaapsteurings

| .

Valsartan en hidrochloortiasied
| REGOVAL CO bevat sorbitol {9,25 mg
| in’n 80/12,5 mg tablet en 18,5 mg
| in elke 160/12,5 mg en 160/25 mg
{tablet) en suiker (laktosemonohidraat)
, (1,06 mg in ’n 80/12,5 mg tablet
. en 5,12 myg in elke 160/12,5 mg en
i 160/25 myg tablet)
'Lees hierdie hele inligtingsblad
'deeglik deur, voordat u begin om
'REGOVAL CO te gebruik
le Hou hierdie inligtingsblad. Dit mag
nodig wees vir u om dit weer te lees.
1o Indien u verdere vrae het, vra asseblief
u dokter, apteker, verpleegkundige, of
ander gesondheidsorgverskaffer.
1» REGOVAL CO is vir u persoonlik
voorgeskryf en u moet nie u medisyne
met ander mense deel nie. Dit maﬁ
skadelik wees vir hulle, selfs al is hulle
| simptome dieselfde as u eie.

Inhoud van hierdie inligtingsblad
1. Wat REGOVAL CO is en waarvoor dit

| ﬂ/ebrmk gebruik

2. Wat u nodig het om te weet, voordat u
.. REGOVAL GO %’ebrwk .

3. Hoe om REGOVAL CO te gebruik

/4. Moontlike newe-effekte

5. Hoe om REGOVAL CO te bewaar

:6. Verpakkingsinhoud en ander inligting

1. Wat REGOVAL CO is en waarvoor dit
'gebruik word

IREGOVAL CO filmbedekte tablette bevat
itwee aktiewe bestanddele wat valsartan
ien hidrochloortiasied genoem word.
iBeide van hierdie bestanddele help om
Ihoé bloeddruk (hipertensie), te beheer.
Valsartan behoort aan 'n Klas medisyne
\wat bekend staan as an?mtensmn I
reseptorantagoniste, wat help om hoé
bloeddruk (hipertensie), te beheer.
Hidrochloortiasied is 'n diuretikum

(0ok bekend as 'n “watertablet”).
Hidrochloortiasied lei tot 'n toename in
lurinering, wat ook bloeddruk verlaag.

|

[REGOVAL CO word gebruik:

1 om lig tot matige hoé bloeddruk te
behandel

* by pasiénte wie se bloeddruk
gestablllseer is, teen dieselfde

oserings van die individuele

komponente, as wanneer dit saam
toegedien word.

|
12, Wat u nodig het om te weet, voordat
iu REGOVAL CO gebruik
IMoet nie REGOVAL CO neem:
i* indien u hipersensitief ﬁallergies)

is vir valsartan, hidrochloortiasied,
sulfoonamied-soortige medisyne, of
vir enige van die bestanddele van
REGOVAL CO nie (sien afdeling 6)
indien u vel- en lipkanker het, of
gehad hetnie )
indien, na die vorige gebruik van
ander an?lotensuenreseptorblokk_ers
(ARBS), of AOE-remmers, u swelling
van u gesig, lippe, ooglede, mond,
tong, of keel, ervaar het nie. U
moet nooit weer hierdie medisyne,
insluitend REGOVAL CO, neem nie
indien u aan hartsiekte ly nie,
insluitend ’'n harttoestand wat bekend
staan as hipertrofiese obstruktiewe
kardiomiopatie (HOKM — verdikking
van die hartspier)
indien u aan erge nierversteuring ly
nie évemouing van die bloedvate van
beide niere; of u slegs een nier het,
waarvan die bloedvate vernou is nie)
indien u aan 'n erge niersiekte, waar u nie
in staat is om te urineer (anurie), ly nie
indien u aan 'n hartklepsiekte, wat
aortiese stenose genoem word en die
opening vernou is, ly nie
indien u met AOE remmers/ARBS,
saam met fluoorkinoloon antibiotika,
s00s siprofloksasien, gemifloksasien,
levofloksasien, moksitloksasien en
norfloksasien, behandel word nie.
Kontak u dokter om u behandeling te
herevalueer
indien u tans watertablette, wat
spironolaktoon, triamtereen, of
amiloried bevat neem nie (medisyne
wat urinering verhoog)
indien u tans litium neem nie (n
gemoedstabiliseerder). Gelyk%tdlge
gebruik saam met REGOVAL CO mag
fot toksiese bloedkonsentrasies van
litium lei
indien u swanger is, of u baba
borsvoed nie .
indien u erg belemmerde lewerfunksie
of lewersirrose het nie
indien u lae kalium-, lae natrium-, of
hoé kalsiumviakke het, wat nie deur
behandeling re&;gestel kan word nie
indien u ’n medisyne neem wat
aliskiren bevat, neem nie (?ebruik vir
die behandeling van hoé bloeddruk)
indien u aan 'iq ly nie
indien u aan biliére obstruksie ly nie
('n probleem met die dreinering van
gal, vanuit die galblaas) .
indien u Addison se siekte het nie (n
hormonale versteuring)
indien u porfirie het nie ('n skaars,
oorerflike bloedversteuring, wat
senuwee-, of velprobleme mag
veroorsaak).

|
Waarskuwings en voorsorgmaatreéls
INeem spesiale sorg met REGOVAL CO:

n ﬁenisillien of sulfoonamied allergie
gehad het, toon u ’n hoér risiko om dit
te ervaar

indien u ’n nieroor, Ianting lj()]ehad het
(sien Moet nie REGOVAL CO neem)
indien u velkanker gehad het, of

'n onverwagte velletsel ontwikkel
(ongewone Vvelgroeisel). Behandeling
met hidrochloortiasied, soos

REGOVAL CO, veral langtermyngebruik
teen hoé doserings, mag die risiko vir
sekere tipes vel- en lipkanker verhoog
(nie-melanoonvelkanker). Beskerm u
vel teen sonblootstelling en UV-strale,
terwyl u REGOVAL CO gebruik
REGOVAL CO moet nie gebruik word,
indien u tans vel- en lipkanker het, of
Feljad het nie i

ndien u ander medisyne neem om
bloeddruk te verlaag, wat AOE-
remmers genoem word, of aliskiren
(sien Moet nie REGOVAL CO neem).

Die eerste dosis REGOVAL CO mag 'n
groter afname in bloeddruk veroorsaak,
as die daaropvolgende doserings. U mag
dit opmerk as 'n gevoel van swakheid,
of duiseligheid en dit mag help om te |&.
Kontak u dokter indien u bekommerd is.
Ten einde 'n uiterste afname in bloeddruk
te verhoed tydens die eerste dosis,
moet huidige behandeling met diuretika
(watertablette) vir 2 - 3 dae onttrek word,
voordat REGOVAL CO geneem word. U
dokter mag daarna die elektrolietinhoud
van u bloed monitor.

Kontak u dokter om u behandeling te
herevalueer, indien u met AOE-remmers/
ARBs saam met fluoorkinoloon
antibiotika soos siprofloksasien,
gemifloksasien, levofloksasien,
moksifloksasien en norfloksasien,
behandel word.

U dokter mag toetse aanvra om u
toestand voor en tydens behandeling
te monitor.

Ander medisyne en REGOVAL CO
Vertel altyd u gesondheidsorgverskaffer
indien u enige ander medisyne neem,
dit sluit aanvullende, of tradisionele
medisyne in.

Die volgende medisyne mag interaksies
met REGOVAL CO toon:

* watertablette soos spironolaktoon,
triamtereen, of amiloried en sekere
ander diuretika

kaliumaanvullings, of medisyne wat
kalium bevat. Dit maclg u daaglikse
multivitamien aanvulling insluit

ander medisyne vanuit dieselfde klas
(arkgiotensien-ll reseptorantagoniste,
of AOE-remmers), om bloeddruk te
verlaa

litium ?gebruik vir die behandeling
van 8emoedsteurings) (sien Moet nie
REGOVAL CO neem)

spierverslaggers bv. tubokurarien),
aangesien REGOVAL CO die effek van
hierdie medisyne mag versterk
niesteroidale anti-inflammatoriese
middels (NSAIMs) om pyn en

artritis te behandel (soos ibuprofen,
indometasien, of aspirien), aangesien
hierdie die bloeddrukverlagende effek
van REGOVAL CO mag verswak en
die nierfunksie mag beinvioed, of 'n
bestaande nierprobleem mag vererger
medisyne om hartritme te beheer
(soos digoksien), mag die risiko

vir newe-effekte, soos bloed- en
hartritmeversteurings, verhoog
alkohol, narkotika, of ander medisyne
wat op die senuweestelsel werk,
aangoesmn dit die effek van

REGOVAL CO, mag versterk
medisyne wat gebruik word om

hoé bloedsuiker (diabetes) te
behandel, insluitend insulien, of
metformien, aangesien REGOVAL CO
u suikervlakke mag verhoog. U dokter
magvdit nodig ag om u diabetes
medikasie aan te pas

medisyne wat bloedsuikervlakke
mag verhoog, s0os diasoksied, of
beta-blokkers, wat die risiko vir
hiperglisemie (hoé bloedsuiker), mag
verhoog

amantadien (gebruik om Parkinson
se siekte te behandel), aangesien
REGOVAL CO die risiko vir ongewenste
newe-effekte mag verhoo

medisyne vir die behandeling van

jiﬁ (probenesied, sulfienpirasoon en
allopurinol), aangesien REGOVAL CO
die effek daarvan, mag verswak
sitotoksiese medisyne (bv.
siklofosamied, metotreksaat), gebruik
om kanker te behandel, aangesien
REGOVAL CO hulle werking mag
beinvioed

atropien en biperidien (gebruik vir die
behandeling van Parkinson se siekte),
aangesien REGOVAL CO die effek mag
versterk R
metieldopa (gebruik om hoé bloeddruk
te behandelg{ mayg die risiko vir
anemie, verhoog

cholestiramien en kolestipol (gebruik
om hoé cholesterol te behandel),
aangoesmn dit die effek van
REGOVAL CO mag verswak. Hierdie
medisyne moet ten minste een uur
voor REGOVAL CO geneem word
vitamien D aanvullings, of
lflalsiymsoute, mag bykomende

Sou u swanger raak, terwyl u
REGOVAL CO neem, staak die
gebruik van die tablette onmiddellik
en kontak u dokter. U dokter mag
oorweeg om u medikasie na’n
alternatiewe behandeling oor te
skakel (sien Moet nie REGOVAL CO
neem).

' indien u op ’n beperkte soutdieet is,
baie vloeistof (weens uitermatige
ggsweet, warm weer, oefening,

iarree, braking, of dialise), of u

|

|

|

I hoé dosisse watertablette neem,

| aangesien u dehidrasie, of 'n ernstige

| afname in bloeddruk (hipotensie)

| mag ervaar, met simptome wat

| lighoofdigheid wanneer u opstaan,

| insluit

* indien u soutvervangers neem, wat

, kalium bevat, of u hoé kaliumviakke in
u bloed het, aangesien

' REGOVAL CO die kaliumviakke in u

I bloed mag verhoog en u dokter mag

I dit nodig ag om hierdie vlakke te

I monitor

I indien u lae natriumvlakke in u

I bloed het (met of sonder simptome

| s00s, naarheid, disoriéntasie, verlies

| aan belangstelling, entoesiasme,

| of bekommernis). U dokter mag dit

| nodig ag, om hierdie vlakke gereeld te

| monitor ' .

* indien u lae kaliumvlakke in u bloed

| het, mag u ongewenste newe-effekte

| envaar. dokter mag dit nodig
ag, om u kaliumbloedviakke reg

I" e stel, voordat behandeling met

! /AL CO begin word

' indien u magnesiumtablette neem.

I REGOVAL CO mag magnesiumvlakke

I inu bloed verlaag en die gebruik van

I kalsium saam met REGOVAL CO, mag

| kalsiumvlakke in u bloed verhoog (sien

| Ander medisyne en REGOVAL CO%

|* indien u ’n nierversteuring het

| indien u ’n lewerversteuring het

* indien u'n hartsiekte het, of 'n

| hartaanval gehad het

«© indien u diabetes het, of daarvoor
behandel word

's indien u jig het. REGOVAL CO mag u

""" Jig vererger

le indien u hoé cholesterol het

leindien u sistemiese lupus

I erythematosus het (ook “lupus” of

I “SLE” genoem). Simptome sluit pyn in

I die gewrigte, of spierswakheid in

1 indien u uitputting of spierswakheid

| ervaar, aangesien hierdie simptome

| van’n toestand wat hiperkalemie

| genoem word, mag wees

\* indien u aan primére _

| hiperaldosteronisme ly ('n sindroom
wat verband hou met verhoogde

! afskeiding van die hormoon

" aldosteroon, deur die adrenale klier,

" veroorsaak deur 'n abnormaliteit in die

I Klier)

|

|

en dosermgsaanpassin?s
benodigtydens die behandeling me
REGOVAL CO

siklosporien (gebruik tydens
orgaanoorplantings), mag die risiko vir
newe-effekte soos jig, verhoog
kortikosteroiede, kaliuretiese
diuretika, amfoterasien, penisillien G
en salisielsuurderivate (gebruik om
infeksies en inflammasie te behandel),
aangResmn hierdie middels die manier
hoe REGOVAL CO werk, mag beinvioed
sommur;e lakseermiddels, mag u
elektrolietbalans beinvioed
pressor-amiene bv. adrenalien
i)epinefrien) gebruik vir die

ehandeling van lae bloeddruk, skok,
hartversaking, asma, of allergieé
aliskiren en soortgelyke medisyne,
aangesien hierdie middels
ongewenste newe-effekte soos lae
bloeddruk, verhoogde kaliumviakke (in
die bloed) en nierprobleme (insluitend
nierversaking), mag laat toeneem
(sien Moet nie REGOVAL CO neem en
Waarskuwings en voorsorgmaatrels)
med|§¥ne wat torsade de pointes
(onreéimatige hartklop) mag
veroorsaak, soos antidisritmiese
middels (medisyne wat gebruik word
om hartprobleme te behandel, soos
disopiramied, prokaienamied, kinidien
en sotalol) en sommige antipsigotika,
soos haloperidol, tioridasien en
pimosied
sommige antibiotika (rifampisien),
medisyne wat gebruik word om
beskerming teen verwerping
na orgaanoorplantings te bied
(siklosporien), of 'n antiretrovirale
medisyne wat gebruik word om MIV/
VIGS infeksie te behandel (ritonavir).
Hierdie medisyne mag die effek van
REGOVAL CO versterk
medisyne soos antidepressante,
antipsigotika (gemoedstabiliseerders),
anti-epileptiese middels, aangesien
hierdie die natriumviakke in u bloed
mag beinvioed.

Lig asseblief ook u dokter in as

u VAL CO neem, indien u’n
radiografiese prosedure moet ondergaan
en 'n jodium kontrasmedium toegedien
gaan word.

REGOVAL CO mag met
skildklierfunksietoetse inmeng.

Kontak u dokter om u behandeling te
herevalueer, indien u met AOE-remmers/
ARBs, saam met fluoorkinoloon
antibiotika soos siprofloksasien,
gemifloksasien, levofloksasien,
moksifloksasien en norfloksasien,
behandel word.

swangerskap en borsvoeding, aangesien
dit u ongebore baba skade mag
berokken.

Veiligheid tydens swangerskap en
borsvoeding is nog nie vasgestel nie
(sien Moet nie REGOVAL CO neem).

Indien swangerskap beplan word, of
bevestig word, moet u die gebruik van
REGOVAL CO staak.

Indien u REGOVAL CO neem, moet u
voorbehoedmaatregls toepas.

Indien u REGOVAL CO neem, moet u nie
u baba borsvoed nie.

Bestuur en die hantering van masjiene
REGOVAL CO magf( veroorsaak dat
sommige mense lighoofdig, of moeg
word. . .
Moet nie 'n voertuig bestuur, of enige
masgnerle hanteer, voordat u weet hoe
REGOVAL CO u aantas nie.

Dit is nie altyd moontlik om te voorspel
tot watter mate REGOVAL CO met die
daaglikse aktiwiteite van 'n pasiént
inmeng nie. Pasiénte moet verseker dat
hulle nie by bogenoemde aktiwiteite
betrokke raak, voordat hulle weet hoe
REGOVAL CO hulle beinvioed nie.

REGOVAL CO bevat laktose
REGOVAL CO bevat laktose.
Pasiénte met die skaars oorerflike
toestande van laktose, of galaktose
onverdraagsaamheid, moet nie
REGOVAL CO neem nie.

REGOVAL CO bevat 9,25 mg sorbitol in
’n 80/12,5 mg tablet en 18,5 mg in elke
160/12,5 en 160/25 mg tablet.

3. Hoe om REGOVAL CO te gebruik
Moet nie medisyne wat vir u voorgeskryf
is, met eniEge ander persoon deel nie.
Gebruik REGOVAL CO altyd presies soos
deur u dokter aanbeveel word. U moet

u dokter of apteker raadpleeg, indien u
onseker is.

Die tablette moet met 'n glas water of
sap, gesluk word.

Daar word aanbeveel dat die tablette op
dieselfde tydstip elke dag geneem word.
REGOVAL CO tablette kan saam met, of
sonder kos geneem word.

Volwassenes; .

Die gewone dosis REGOVAL CO is 1
tablet een keer daagliks. Die maksimum
effek van REGOVAL CO word gewoonlik
waargeneem binne 2 - 4 weke.

Kinders:
REGOVAL CO word nie aangedui vir
gebruik deur kinders nie.

U dokter sal u vertel vir hoe lank u
behandeling met REGOVAL CO sal
duur. Moet nie behandeling vroegtydig
staak nie, aangesien u hoé bloeddruk
sal vererger.

Indien u onder die indruk is dat die effek
van REGOVAL CO té sterk, of té swak s,
vertel u doker, of apteker.

Indien u meer REGOVAL CO neem as
wat u behoort

In die geval van oordosgring, raadpleeg
u dokter of apteker. Indien beide nie
beskikbaar is nie, kontak u naaste
hospitaal, of gifbeheersentrum.

Simptome van oordosering mag die
volgende insluit:
 erge duiseligheid en/of floute.

I‘gdien u vergeet om REGOVAL CO

neem
Neem die vergete dosis so gou as
moontlik. Indien dit egter amper tyd is vir
die u volgende dosis, neem die volgende
tablet lﬁ) die gewone tydstip. Moet nie 'n
dubbeldosis neem, om op te maak vir die
vergete, individuele doserings nie.
Indien u die gebruik van
REGOVAL CO staak
U dokter sal u vertel vir hoe lank u
behandeling met REGOVAL CO sal duur.
Dit is belangrik dat u die
behandelingskursus volhou. Moet nie

ophou om REGOVAL CO te neem, tensy u
dokter so aanbeveel nie.

4. Moontlike newe-effekte

REGOVAL CO kan newe-effekte hé.

Nie alle newe-effekte wat vir

REGOVAL CO aan?emeld is, word in
hierdie inligtingsblad ingesluit nie. Sou u
algemene gesondheid versleg, of indien
u emge ongewenste effekte ervaar,

terwyl u RI GOVAI.JQQ neem, raadpleeg

hoofpyn, duiseligheid, tinteling, of
prikkeling in die hande, voete, of Iippe‘
(gevoel van “spelde of naalde’?
vertigo (balansverlies en duisel igheid),
(r;elu! of Eggons indieore !
longinfeksie, oormaat waterige !
viogistof in die longe (simptome sluit !
asemnood, gevoel van versmoring, |
koors, koue rillings, %(ehyg, in) |
maa%pyn of ongemak, |
opgeblasenheid, konstipasie, diarree, |
naarheid, braking, inflammasie van |
die speekselklier (simptome sluit |
koors, koue rillings en pyn in, wanneer,
die mond oopgemaak word) |
Ii?sensitiwiteit, droé vel, blaasvorming‘
of afskilfering van die vel, gejeuk,
rugpyn, gewrigspyn, spierpyn,
verstuiting en spierstres !
algemene moegheid of swakheid, !
energietekort, vloeistofretensie !
|
|
|

abnormale bloedtoetsresultate,
hemolitiese anemie ('n skaars
bloedversteuring waar

rooibloedselle vmniﬁ vernietig word), |
beenmurgonderdrukking, (simptome
sluit swakheid, kneusing, gereelde
infeksies in). |

Die volgende newe-effekte is aangemeld)
maar die frekwensie van voorkoms, is |
onbekend: |
* bloedtoetse wat 'n afname of I
veranderin?e inu bloedselinhoud
aandui, insfuitend 'n afname in yster in
u rooibloedselle |
aplastiese anemie ('n skaars, maar |
ernstige bloedtoestand wat voorkom |
wanneer u beenmurg nie voldoende
nuwe bloedselle vervaardig‘; nie) !
bloedtoetse of urientoetse toon !
verhoogde kalium, kalsium, suiker of !
lae viakke chloriedioon !
rusteloosheid, koors !
wasige sig, verergering van sig, sien |
dinge in 'n geel skynsel, erge oogpyn, |
waterige 0é |
inflammasie van die vel, uitslag, |
rooiheid van die vel, haarverlies |
vel- en lipkanker nie- |
|
|
|
|
|
|
|
|
|
|
|
|

melanoonvelkanker, met abnormale
veltt]roei, knoppe of sere op die lippe
wat voortduur vir 'n lang tydperk
hog koors, gesweet, koue rillings

e spierspasma.

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

Aanmelding met newe-effekte

Indien u newe-effekte ervaar, praat met u
dokter, apteker of verpleegkundige, Ukan
ook newe-effekte aanmeld tl)\X 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
uhelp om meer inligting aangaande die '
veiligheid van REGOVAL 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. 1

5. Hoe om REGOVAL CO te bewaar
Bewaar alle medisyne buite die bereik
van kinders.
Bewaar teen of benede 25 °C. |
Hou stulpstroke in die kartonhouer, totdat,
dit benodig word vir gebruik. !
Moet nie gebruik na die vervaldatum wat,
ﬁr die kartonhouer aangedui word nie. |
leem alle ongebruikte medisyne na u
apteker terug. !
oet nie ongebruikte medisyne in dreine'
of rioolstelsels (bv. toilette), weggooi nie. :

6. Verpakkingsinhoud en ander
inligtin

Wat REGOVAL CO bevat:
Die aktiewe bestanddele is valsartan en |
hidrochloortiasied. |

REGOVAL CO 80/12,5 mg: Elke !
filmbedekte tablet bevat 80 mg valsartan!
en 12,5 mg hidrochloortiasied. |
REGOVAL CO 160/12,5 mg: Elke I
filmbedekte tablet bevat 160 mg
valsartan en 12,5 mg hidrochloortiasied.
REGOVAL CO 160/25 mg: Elke
filmbedekte tablet bevat 160 m
valsartan en 25 mg hidrochloortiasied.

Die ander bestanddele is:
Tabletkerne: kolloidale silikondioksied,
kruisgekoppelde povidoon,

asseblief u vir
advies.

Indien enige van die volgende gebeur,

staak die gebruik van REGOVAL 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

« uitslag of gejeuk

o floute (sinkopee).

Hierdie is alles baie ernstige

newe-effekte. Indien u dit ervaar,

konu’n ernst{?e allergiese reaksie

teenoor REGOVAL CO gehad het. U

mag dringende mediese aandag, of

hospitalisasie benodig.

Vertel u dokter onmiddellik, of gaan
na die ongevalle-afdeling by u naaste
hospitaal, indien u enige van die
voI?ende opmerk:

* lae bloeddruk, of floute, wanneer u
opstaan vanuit 'n Iéende of sittende
posisie (ortostatiese hipotensie/
duiseligheid) ) X

. uitputting, lies,

4!

magnesiumkarbonaat, mikrokristallyne
sellulose, natriumlourielsulfaat,
natriumstearielfumaraat, povidoon,
sorbitol, vooraf-ge%elatineerde stysel,
watervrye, kolloidale silika.
Filbedekking: opadry wit (hipromellose,
laktosemonohidraat, makrogol 4000,
titaandioksied,

Kleurmiddels: ysteroksied bruin
(160/12,5 mg en 160/25 mg tablette),
ysteroksied geel (160/25 mg tablette),
ysteroksied rooi ﬁ 0/12,5 mg en
160/12,5 mg tablette.

Hoe REGOVAL CO lyk en die
ve akkinLgsinhoud
REGOVAL CO 80/12,5 mg: Silindriese,
bikonvekse, pienk, filmbedekte tablette.
REGOVAL CO 160/12,5 mg: Silindriese,
bikont\t/ekse, rooierige filmbedekte

e

ette.
REGOVAL CO 160/25 mg: Silindriese,
bikonvekse, bruin filmbedekte tablette.

REGOVAL CO tablette is

beskikbaar in helder PVC/PE/

PVDC/aluminiumstulpstroke.
kkingsh |hede van 14, 28, 30, !

hoofpyn, (simptome van 'n toestand
wat vaskulitis genoem word)
Stevens-Johnson-sindroom ('n
lewensbedreigende velversteuring
met simptome s00s 'n rooi-pers
uitslag en blase) o

100i vel, blaasvormm_ﬁ op die lippe,
08, of mond, velafskilfering, koors
(moontlike tekens van toksiese
epidermale nekrolise, of erythema
multiforme)

nierprobleme (urineer minder as
wat normaal is vir u), abnormale
nierfunksie, insluitend inflammasie
van die niere, urinére infeksie, suiker
in die urine

pankreatitis (inflammasie van die
pankreas, met simptome soos
maagpyn, verhoogde hartklop en
koors)

hepatitis (lewerinflammasie, met
simptome soos naarheid, ligte
koors, abdominale pyn), abnormale
lewerfunksie

56, 98 of 280 tablette word verpak in’n 1
edrukte buitenste kartonhouer. |
ie alle verpakkingshoeveelhedes word |

bemark nie. |

Eienaar van die Registrasiesertifikaat '

Pharma Dynamics (Edms.) Bpk. !

1 Vloer Grapevine House

Steenberg Office Park, Silverwood Close |

Westlake, 7945 I

Kaapstad, Suid-Afrika

Tel: + 27 21 707 7000

Hierdie inligtingsblad was voorheen
hersien

11 Oktober 2023
Registrasienommers

REGOVAL CO 80/12,5 mg:
A44/7.1.3/0018

REGOVAL CO 160/12,5 mg:
A44/7.1.3/0019

REGOVAL CO 160/25 mg:
A44/7.1.3/0020

donker urine, gejeuk, aptytverlies,
geelgl)])g (geel verkleuring van die vel
en o)

rabdomiolise ('n toestand wat

die spiere aantas, met simptome
500 spierpyn, swakheid, braking

en verwarring, donker uring en
onreglmatige hartklop

onreélmatige, of abnormale hartritme
agranulositose (ernstige toestand
wat voorkom wanneer die liggaam
nie genoeg witbloedselle vervaardig
nie en dit dus moeiliker maak vir die
liggaam om infeksie te beveg).
Hierdie is alles ernstige newe-effekte. U
mag dringende mediese aandag benodig.

Vertel u dokter indien u enige van die
volgende opmerk:

Algemene newe-effekte:

bloedtoetse wat 'n lae hoeveelheid
witbloedselle aandui en vatbaarheid
vir infeksies mag veroorsaak
bloedtoetse toon ’n afname in
natrium-, kalium-, magnesiumvlakke
en ander chemiese stowwe in

die Ii?gaam, wat 'n onreélmatige
hartklop, verhoogde cholesterol,
spierkrampe, swakheid, tremors,
uitputting, verwarring, en aanvalle
mag veroorsaak

oormaat uriensuur in die bloed, jig,
wat pyn in die gewrigte veroorsaak
(hiperurisemie)

0es
aptytverlies, naarheid, braking
gallmm

probleme met seksuele prestasie.

NAMIBIE:
REGOVAL CO 80/12,5 mg:

|

|

|

|

|

|

|

|

|

|

|

|

|

|

|

|
[NS2]14/7.1.3/0061 I
REGOVAL CO 160/12,5 mg: |
[NS2]14/7.1.3/0062 |
REGOVAL CO 160/25 mg: I
[NS2]14/7.1.3/0063 ;
MOSAMBIEK: !
REGOVAL CO 80/12,5 mg: 4817 I
|

|

|

|

|

|

|

|

|

|

|

|

|

|

|

|

|

|

|

REGOVAL CO 160/12,5 mg: 4818
REGOVAL CO 160/25 mg: 4819

|
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