ENAP
SCHEDULING STATUS

1. NAME OF THE MEDICINE
ENAP 5 mg tablets

ENAP 10 mg tablets

ENAP 20 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION

ENAP 5 mg: Each tablet contains 5 mg enalapril maleate.
ENAP 10 mg: Each tablet contains 10 mg enalapril maleate.
ENAP 20 mg: Each tablet contains 20 mg enalapril maleate.

ENAP contains sugar (lactose monohydrate 129,80 mg, 124,60 mg and 117,80 mg in
ENAP 5 mg, 10 mg and 20 mg respectively).
For the full list of excipients, see section 6.1.

3. PHARMACEUTICAL FORM

Tablets.

ENAP 5 mg: Round, flat, white tablets, bevel-edged scored on one side.

ENAP 10 mg: Round, flat, red-brown tablets, bevel-edged, scored on one side, with individual
white spots.

ENAP 20 mg: Round, flat, light orange tablets, bevel-edged, scored on one side, with individual
white spots.

4. CLINICAL PARTICULARS

4.1 Therapeutic indications
ENAP is indicated for:
Hypertension

Essential hypertension — all grades.
Renovascular hypertension.

Heart failure

Treatment of symptomatic congestive heart failure, usually in combination with diuretics and
digitalis. In these patients, symptom improvement, survival increase, and decrease frequency
of hospitalization were observed (see section 5).

Asymptomatic Left Ventricular Dysfunction
In asymptomatic patients, with left ventricular dysfunction (ejection fraction < 35 %), who are
clinically stable, the rate of development of overt heart failure and incidence of hospitalization
for heart failure are decreased (see section 5).

4.2 Posology and method of administration
ENAP may be administered before, during or after meals as its absorption is not affected by
food intake.

Essential Hypertension:

Depending on the degree of hypertension, an initial dose of 10 to 20 mg is given once daily.
The recommended initial dose in mild hypertension is 10 mg daily. An initial dose of 20 mg
daily should be used for other degrees of hypertension. The usual maintenance dose is one
20 mg tablet taken once daily. Dosage should be adjusted to the patient’s needs.

Renovascular Hypertension:

Blood pressure and renal function in patients with renovascular hypertension may be
particularly sensitive to ACE-inhibition, therefore, a lower starting dose (e.g. 5 mg or less)
should be used to initiate therapy. Dosage adjustment should be made according to the needs
of the patient. The majority of patients may be expected to respond to one 20 mg tablet, taken
once daily. Caution is recommended in patients with hypertension who have been treated
recently with diuretics. (See paragraph below).

Concomitant Diuretic Therapy in Hypertension:

Following the initial dose of ENAP, symptomatic hypotension may occur; such reactions are
more likely to occur in patients receiving concomitant diuretic treatment.

As these patients may be volume or salt depleted, caution is recommended during
administration of ENAP. Diuretic therapy should be discontinued for 2 - 3 days prior to initiation
of therapy with ENAP. If this is not possible, a low initial dose (5 mg or less) should be used

to assess the initial effect on the patient’s blood pressure. Dosage should then be adjusted
according to the patient’s needs.

Heart Failure/Asymptomatic Left Ventricular Dysfunction:

In patients with symptomatic heart failure or asymptomatic left ventricular dysfunction, an
initial dose of 2,5 mg should be used. Close medical supervision is necessary to determine the
initial effect on blood pressure. After initiation of therapy with ENAP in heart failure, provided
symptomatic hypotension is absent, or has been effectively managed, the dose should be
increased gradually to the usual maintenance dose of 20 mg, given in a single dose or two
divided doses, depending on patient tolerance.

This dose titration should be carried out over a 2 - 4 week period, or more rapidly if residual
signs and symptoms of heart failure are present. This dosage regimen is effective in reducing
mortality in patients with symptomatic heart failure.

Care must be taken to monitor blood pressure and renal function closely before and after
starting treatment with ENAP (see section 4.4), because hypotension followed by renal failure
has been reported. In patients receiving treatment with diuretics, the dosage of the diuretic
should, if possible, be reduced before treatment with ENAP is initiated. If hypotension should
occur after the initial dose of ENAP, it does not imply that hypotension will recur during chronic
ENAP therapy, nor preclude continued use of ENAP.

Serum potassium levels should also be monitored (see section 4.5).

Special populations

Dosage in Renal Insufficiency:

In general, the intervals between ENAP administration should be prolonged and/or a reduced
dosage should be administered.

Renal status Creatinine Initial Dose
Clearance mL/min mg/day
Mild impairment <80>30 5
Moderate impairment <30>10 2,5
Severe impairment <10 2,5 mg on dialysis
Normally these patients will be on dialysis* days **

*See section 4.4 — Haemodialysis Patients
** Enalaprilat is dialysable. Dosage on non-dialysis days should be adjusted depending on the
blood pressure response.

Paediatric population
The safety and efficacy of ENAP in children have not been established yet.

Method of administration
Oral use.

Missed dose:

Doctors should advise patients who forget to take ENAP to take a dose as soon as possible
and then continue with the normal dose. Patients should not take a double dose to
compensate for the missed dose.

4.3 Contraindications

 hypersensitivity to enalapril maleate or to any of the ingredients of ENAP (see section 6.1)

o concomitant use of fluoroquinolones with ACE inhibitors, such as ENAP is contraindicated in
patients with moderate to severe renal impairment (Creatinine Clearance less than or equal
to 30 mL/min) and in elderly patients

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

e hereditary or idiopathic angioedema

 hypertrophic obstructive cardiomyopathy (HOCM)

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

e bilateral renal artery stenosis

e renal artery stenosis in patients with a single kidney

o gortic stenosis

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

e porphyria

® anuria

o severe hepatic impairment

o |ithium therapy: Concomitant administration with ENAP may lead to toxic blood
concentrations of lithium

 pregnancy and lactation (see sections 4.4 and 4.6)

 the concomitant use of ENAP with aliskiren-containing products is contraindicated (see
sections 4.4 and 4.5).

4.4 Special warnings and precautions for use

Should a woman either become pregnant, or contemplate pregnancy, while receiving
ENAP, the treatment should be stopped promptly and switched to a different class of

antihypertensive medicine (see sections 4.3 and 4.6).

Safety in pregnancy and lactation has not been established (see section 4.3).
ENAP can cause foetal and neonatal morbidity and mortality when administered to pregnant
women during the 2nd and 3rd trimesters (see sections 4.3 and 4.6).

Concomitant use of fluoroquinolones and ACE inhibitors, such as ENAP, 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 fluroquinolones or ACE inhibitors, such as
ENAP, whether used separately and/or concomitantly.

Dual blockade of the renin-angiotensin-aldosterone system (RAAS)

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

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

Aortic stenosis/hypertrophic cardiomyopathy:

ENAP should not be given to patients with obstruction in the outflow tract of the left ventricle
and avoided in cases of haemodynamically significant obstruction and cardiogenic shock (see
section 4.3).

Renal function impairment:

Where appropriate, assessment of renal function prior to initiation of, and during treatment
with ENAP should be included in the evaluation of the patient.

Enalapril, as contained in ENAP, has been associated with renal failure mainly in patients with
severe heart failure or underlying renal disease, including renal artery stenosis (see section
4.3). This renal failure is usually reversible, if recognized promptly and immediately treated.
Reduced and/or less frequent doses of ENAP may be required for patients with renal
insufficiency (see section 4.2). Renal function should be monitored before and during therapy
in those patients with renal insufficiency.

Increases of blood urea and serum creatinine have been observed in some patients with
bilateral renal artery stenosis or stenosis of the artery to a solitary kidney (see section 4.3).
Patients with renal insufficiency are more likely to develop these symptoms.

Minor and usually transient increases in blood urea and serum creatinine have been observed
in some patients with no apparent pre-existing renal disease when ENAP has been given
concomitantly with a diuretic. Dosage reduction of ENAP and/or discontinuation of the diuretic
may be required.

Kidney transplantation:
Since there is no experience of therapy with ENAP in patients with recent kidney
transplantation, treatment with ENAP in this patient group is not recommended.

Renovascular hypertension:
ENAP is contraindicated in renovascular hypertension (see section 4.3).

Neutropenia, agranulocytosis:

Anaemia, neutropenia/agranulocytosis and thrombocytopenia have been reported in patients
receiving ACE inhibitors. Neutropenia occurs rarely in patients with normal renal function and
no other complications.

In patients with collagen vascular disease, immunosuppressant treatment, treatment with
allopurinol or procainamide, or a combination of these complicating factors, especially pre-
existing impaired renal function, ENAP should be used with extreme caution.

Serious infections which, in a few instances, did not respond to intensive antibiotic therapy,
have been reported in some of these patients.

If these patients are treated with ENAP, periodic monitoring of white blood cells is
recommended, and patients are advised to report any signs of infection.

Hyperkalaemia:

In patients treated with ACE inhibitors, including enalapril as contained in ENAP, increases

in serum potassium have been reported. Risk factors which may lead to the development of
hyperkalaemia include: age (> 70 years old), worsening of renal function, renal insufficiency,
diabetes mellitus, dehydration, acute cardiac decompensation and metabolic acidosis.
Concomitant use of ENAP with the following may also cause an elevation in serum potassium:
potassium-sparing diuretics (e.g. spironolactone, eplerenone, triamterene or amiloride),
potassium supplements, potassium-containing salt substitutes or other medicines associated
with increases in serum potassium (e.g. heparin, co-trimoxazole). Serious arrhythmias,
sometimes fatal, can occur as a result of hyperkalaemia.

Concomitant treatment of ENAP and any of the above mentioned medicines should be given
with caution, and serum potassium levels frequently monitored (see section 4.5). Patients with
impaired renal function are particularly prone to a significant increase in serum potassium.

Diabetics:

When starting with an ACE inhibitor, such as enalapril contained in ENAP, diabetic patients
treated with insulin or oral diabetic agents should closely monitor for hypoglycaemia,
especially during the first month of combined used.

Hypersensitivity/angioneurotic oedema:

Patients may be at increased risk of angioedema while receiving an ACE inhibitors, such as ENAP,
if they have a history of angioedema unrelated to ACE inhibitors therapy (see section 4.3).

In some patients treated with ACE inhibitors, including ENAP, angioneurotic oedema of the face,
extremities, lips, tongue, glottis and/or larynx has been reported. In such cases, ENAP should

be discontinued promptly and appropriate monitoring should be instituted to ensure complete
resolution of symptoms before patients are discharged. In cases where swelling has been
confined to the face and lips the condition generally resolves without treatment, although
antihistamines have been useful in relieving symptoms.
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Angioneurotic oedema associated with laryngeal oedema may be fatal. Where airway obstruction
could occur due to involvement of the tongue, glottis or larynx, prompt administration of
appropriate therapy such as subcutaneous adrenaline (epinephrine) solution 1:1 000 (0,3 mL -
0,5 mL) is indicated.

A higher incidence of angioedema has been reported in black patients receiving ENAP
compared to non-black patients.

Anaphylactoid reactions:

Less frequently, patients receiving ACE inhibitors during desensitisation with Hymenoptera
venom (e.g. bee or wasp venom) or during low density lipoprotein (LDL)-apheresis with
dextran sulphate, have experienced life-threatening anaphylactoid reactions. These reactions
were avoided by temporarily withholding ACE inhibitors therapy prior to each desensitization.

Haemodialysis patients:

Anaphylactoid reactions have been observed in patients dialysed with high-flux membranes
(e.g. AN 69°) concomitantly receiving an ACE inhibitors. Consideration should be given to using
a different type of dialysis membrane or a different class of antihypertensive medicine in these
patients.

Cough:

Cough has been reported with the use of ACE inhibitors, such as enalapril contained in ENAP.
Characteristically, the cough is non-productive, persistent and resolves after discontinuation
of therapy. ACE inhibitors-induced cough should be considered as part of the differential
diagnosis of cough.

Hepatic failure:

ACE inhibitors, such as enalapril contained in ENAP, have been linked to a syndrome which
starts with hepatitis or cholestatic jaundice and progresses to fulminant hepatic necrosis
and sometimes death. Patients should discontinue treatment with ENAP and receive medical
follow-up if they develop jaundice or marked elevations of hepatic enzymes.

Serum potassium:
See section 4.5.

Surgery/anaesthesia:

Enalapril, as contained in ENAP, is known to block angiotensin Il formation secondary to
compensatory renin release in patients undergoing major surgery or during anaesthesia with
agents that produce hypotension. Should hypotension occur and be considered to be due to
this mechanism, volume expansion can be used to correct the fall in blood pressure.

Symptomatic hypotension:

Symptomatic hypotension has been observed in uncomplicated hypertensive patients.
Hypotension is more likely to occur in hypertensive patients receiving ENAP if the patient has
been volume-depleted, e.g. by diuretic therapy, dietary salt restriction, dialysis, diarrhoea or
vomiting (see sections 4.5 and 4.8). Symptomatic hypotension has been recorded in patients
with heart failure, with or without associated renal insufficiency. It is more likely to develop
in patients with more severe degrees of heart failure, reflected by the use of high doses of
loop diuretics, hyponatremia or functional renal impairment. In these patients, therapy should
be initiated under medical supervision and whenever the dose of ENAP and/or diuretic is
adjusted, these patients should be carefully monitored. In patients with ischaemic heart or
cerebrovascular disease in whom an excessive decrease in blood pressure could cause
myocardial infarction or cerebrovascular accident, similar precautions should be applied.

If hypotension occurs, the patient should be made to lie down and, if necessary, an
intravenous infusion of normal saline should be administered. A transient hypotensive
response is not a contraindication to further doses which can be given usually without further
problems, once the blood pressure has improved by volume expansion.

In some congestive heart failure patients who have normal or low blood pressure, use of ENAP
may result in additional lowering of systemic blood pressure. This effect should be anticipated
and is usually not a reason to discontinue treatment. In cases where hypotension becomes
symptomatic, it may become necessary to reduce or discontinue treatment with ENAP (see
section 4.2).

Ethnic differences:
Possibly due to a higher prevalence of low-renin state in the black hypertensive population,
ENAP is less effective in lowering blood pressure in black people than in non-black people.

ENAP contains lactose

Patients with the rare hereditary conditions of galactose intolerance e.g. galactosaemia, Lapp
lactase deficiency, glucose-galactose malabsorption or fructose intolerance should not take
ENAP.

Paediatric population
No studies with ENAP have been carried out with children.

4.5 Interaction with other medicines and other forms of interaction

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

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

Fluoroquinolones:

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

Medicines increasing the risk of angioedema:

Concomitant use of ACE inhibitors with sacubitril/valsartan is contraindicated as this increases
the risk of angioedema.

Concomitant use of ACE inhibitors with antidiarrheal (e.g. racecadotril), mTOR inhibitors

(e.g. sirolimus, everolimus, temsirolimus) and vildagliptin may lead to an increase risk of
angioedema.

Serum Lithium:
Lithium elimination may be reduced (see section 4.3). Therefore if lithium salts are to be
administered with ENAP, serum lithium levels should be carefully monitored.

Antihypertensive Therapy:

The combination of ENAP with other antihypertensive medicines, particularly diuretics, may
increase the antihypertensive effect.

The hypotensive effects of ENAP are potentiated by combination with beta adrenergic blocking
agents and methyldopa or calcium entry blockers.

If ganglionic blocking agents or adrenergic blocking agents are combined with ENAP, the
patient should be carefully observed.

No experience of the concomitant use of ENAP with calcium antagonists is currently available;
therefore this combination is not recommended.

Concomitant use with nitroglycerine and other nitrates, or other vasodilators, may increase the
risk of hypotension.

Serum Potassium:

Hyperkalaemia may develop in the presence of risk factors such as renal insufficiency,
diabetes mellitus and concomitant use of potassium-sparing diuretics (e.g. eplerenone,
spironolactone, triamterene or amiloride), potassium supplements, or potassium-containing
salt substitutes.

The administration of ENAP to patients with renal failure, may lead to elevation of serum
potassium. A significant increase in serum potassium can occur with the use of potassium
supplements, potassium-sparing diuretics, or potassium-containing salt substitutes,
particularly in patients with impaired renal function (see section 4.3).

Care should also be taken when ENAP is co-administered with other medicines that increase
serum potassium, such as trimethoprim and co-trimoxazole (trimethoprim/sulfamethoxazole),
as trimethoprim is known to act as a potassium-sparing diuretic like amiloride.

If concomitant use of the medicines mentioned above is deemed necessary, they should be
used with caution and serum potassium should be monitored frequently.

Diuretics (hydrochlorothiazide or loop diuretics):

When starting therapy with enalapril, as contained in ENAP, prior treatment with high dose
diuretics may lead to a risk of hypotension and volume depletion. Discontinuation of ENAP, or
increasing volume or salt intake, will reduce these hypotensive effects.

Tricyclic antidepressants/antipsychotics/anaesthetics:
Taking certain anaesthetics, antipsychotics and tricyclic antidepressants concurrently with
ENAP may further reduce blood pressure (see section 4.4).

Gold:

In patients on therapy with injectable gold (sodium aurothiomalate) and concomitant ACE
inhibitor therapy with enalapril, as contained in ENAP, nitritoid reactions (with symptoms
including facial flushing, nausea, vomiting and hypertension) have been reported rarely.

Sympathomimetics:
The antihypertensive effect of ENAP may be reduced by sympathomimetics. Careful
monitoring of blood pressure should occur during concomitant use.

Alcohol:
The hypotensive effect of ENAP is enhanced by alcohol.

Antidiabetics:

An increased blood-glucose lowering effect with risk of hypoglycaemia may be caused by
concurrent administration of ENAP and antidiabetic medicines (oral hypoglycaemic medicines,
insulins). This increase appears more likely to occur during the first weeks of combined
treatment, and in patients with impaired renal function.

Nonsteroidal anti-inflammatory medicines (NSAIDs) including selective
cyclooxygenase-2 inhibitors:

Nonsteroidal anti-inflammatory medicines (NSAIDs) including selective cyclooxygenase-2
inhibitors (COX-2 inhibitors), may reduce the antihypertensive effect of ENAP.

The co-administration of ENAP with NSAIDs (COX-2 inhibitors) exerts an additive effect on
the increase in serum potassium in patients with renal insufficiency and may result in further
deterioration of renal function. The effects are normally reversible.

Rarely, acute renal failure may occur, especially in patients with compromised renal function
(such as the elderly or patients who are volume-depleted, including those on diuretic therapy).
Therefore, the combination should be administered with caution in patients with compromised
renal function. Patients should be adequately hydrated, and consideration should be given to
monitoring renal function after initiation of concomitant therapy and periodically thereafter.

Other interactions:

Concomitant administration of allopurinol, cytostatic or immuno-suppressive agents, systemic
corticosteroids or procainamide with ENAP may increase the risk for leukopenia (see section
4.4. Neutropenia/Agranulocytosis).

Concomitantly administered cyclosporin increases the risk of hyperkalaemia with ENAP.

4.6 Fertility, pregnancy and lactation

Pregnancy

The use of ENAP is contraindicated during pregnancy. Pregnant women should be informed

of the potential hazards to the foetus and must not take ENAP during pregnancy (see section
4.3). Patients planning pregnancy should be changed to alternative antihypertensive treatment
which has been established. ENAP should be stopped immediately 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 kidney malformations.

ENAP 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 new-borns have been reported
after administration of ENAP, 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).

Breastfeeding
Enalapril and enalaprilat are secreted into the breast milk.
The use of ENAP is contraindicated whilst breastfeeding (see section 4.3).

4.7 Effects on ability to drive and use machines
When driving vehicles or operating machinery it should be taken into account that dizziness
and drowsiness may occur whilst taking ENAP.

4.8 Undesirable effects
Tabulated summary of adverse reactions

Vascular disorders Frequent Dizziness, hypotension (including orthostatic

hypotension), syncope

Less frequent | Orthostatic hypotension, palpitations, flushing,
Raynaud’s phenomenon

Respiratory, thoracic Frequent Cough, dyspnoea
and mediastinal Less frequent | Bronchospasm/asthma, pulmonary infiltrates,

disorders rhinorrhoea, sore throat, hoarseness, rhinitis,

allergic alveolitis/eosinophilia pneumonia
Gastrointestinal Frequent Abdominal pain, diarrhoea, nausea, taste
disorders disturbances

Less frequent | Anorexia, constipation, dyspepsia, glossitis,
ileus, intestinal angioedema, pancreatitis,
stomatitis/aphthous ulcerations, vomiting,
gastric irritations, dry mouth, peptic ulcer

Hepatobiliary disorders | Less frequent | Hepatic failure, hepatitis — either hepatocellular
or cholestatic, hepatitis including necrosis,
cholestasis (including jaundice)

Skin and subcutaneous | Frequent Rash

tissue disorders Less frequent | Alopecia, diaphoresis, erythema multiforme,
exfoliative dermatitis, pemphigus, pruritus,
Stevens-Johnson syndrome, toxic epidermal
necrolysis, urticaria.

A symptom complex, which may include
fever, serositis, vasculitis, myalgia, myositis,
arthralgia/arthritis, a positive anti-nuclear
antibody elevated erythrocyte sedimentation
rate, eosinophilia and leucocytosis, has been
reported.

Dermatologic manifestations, such as rash or
photosensitivity may occur.

Less frequent | Muscle cramps

Musculoskeletal,
connective tissue and
bone disorders

Renal and urinary Less frequent | Renal dysfunction, renal failure, proteinuria,
disorders oliguria

Reproductive system Less frequent | Impotence, gynecomastia
and breast disorders

General disorders and | Frequent Asthenia, fatigue

administrative site )
conditions Less frequent | Malaise, fever

Investigations Frequent Hyperkalaemia, serum creatinine increases

Less frequent | Blood urea increases, hyponatremia, raised
liver enzymes and/or serum bilirubin levels,
these findings are usually reversible upon
discontinuation of ENAP

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 the online
service for adverse drug reaction reporting by using either of the following links: https:/
www.sahpra.org.za/document/adverse-drug-reactions-and-quality-problem-reporting-form/
or https://www.sahpra.org.za/Publications/Index/8 or http://www.sahpra.org.za/document/
adverse-drug-reactions-and-quality-problem-reporting-form/

An email can be sent directly to the company, pharmacovigilance@pharmadynamics.co.za, to
ensure safety of the product.

4.9 Overdose

Data on overdosage in humans is limited. The major features of overdosage reported to date
are marked hypotension, which commences approximately six hours after ingestion of ENAP,
resulting from blockade of the renin-angiotensin system, and stupor.

Signs and symptoms:

Symptoms associated with an overdose of an ACE inhibitors, as contained in ENAP, include
circulatory shock, electrolyte disturbances, renal failure, hyperventilation, tachycardia,
palpitations, bradycardia, dizziness, anxiety and cough.

Management of overdose:

Intravenous infusion of normal saline solution is the treatment of choice for overdosage. If
hypotension occurs, the patient should be placed in the shock position. If available, treatment
with angiotensin Il infusion and/or intravenous catecholamines may also be considered.

If ingestion is recent, take measures aimed at eliminating enalapril maleate (e.g. emesis,
administration of absorbents and sodium sulphate).

Haemodialysis can be used to remove ENAP from the general circulation.

Pacemaker therapy is indicated for therapy-resistant bradycardia. Vital signs, serum
electrolytes and creatinine concentrations should be monitored continuously.

Treatment is symptomatic and supportive.

5. PHARMACOLOGICAL PROPERTIES

5.1 Pharmacodynamic properties

Pharmacotherapeutic group: Angiotensin Converting Enzyme (ACE) inhibitor

ATC code: CO09AA02

Pharmacological classification: A 7.1.3 Vascular medicines — other hypotensives.

Mechanism of action

Enalapril maleate is the maleate salt of enalapril, which is a derivative from the amino acids,
Lalanine and L-proline. After oral absorption, enalaprilat is formed by hydrolyzation of enalapril
maleate. Enalaprilat is a specific, long-acting, non-sulfhydryl angiotensin-converting enzyme
(ACE) inhibitor, which causes decreased aldosterone secretion and increased plasma renin
activity.

5.2 Pharmacokinetic properties

Absorption:

When administered orally, enalapril is rapidly absorbed. Approximately

60 % of enalapril is absorbed from oral enalapril maleate, based on urinary recovery. Enalapril
is absorbed form the gastrointestinal tract and peak serum concentrations are achieved within
one hour.

Enalapril is extensively hydrolysed to enalaprilat in the liver; peak serum concentrations of
enalaprilat are achieved 3 - 4 hours after an oral dose of enalapril maleate. In patients with
normal renal function, steady state serum concentrations of enalaprilat are achieved by the
fourth day of enalapril maleate administration.

The presence of food in the gastrointestinal tract does not influence the absorption of oral
enalapril maleate.

Distribution:

Following multiple doses of oral enalapril maleate, the effective half-life of enalaprilat is
11 hours.

Over the range of concentrations which are therapeutically relevant, enalaprilat binding to
human plasma proteins does not exceed 60 %.

Biotransformation:
There is no evidence to support the significant metabolism of enalapril, except for the
conversion to enalaprilat.

Elimination:
After an oral dose, enalapril is mainly excreted via the urine. The main components in the urine
are enalaprilat, about 40 % of the dose, and intact enalapril.

Pharmacokinetics in special patient groups

Renal impairment:

The exposure of enalapril and enalaprilat is increased in patients with renal insufficiency. In
patients with mild to moderate renal insufficiency (creatinine clearance 40 - 60 mL/min) steady
state AUC was approximately two-fold higher than in patients with normal renal function after
administration of 5 mg once daily. In severe renal impairment (creatinine clearance < 30 mL/min),
AUC was increased approximately 8-fold. The effective half-life of enalaprilat following multiple
doses of enalapril maleate is prolonged at this level of renal insufficiency and time to steady state
is delayed (see section 4.2, Dosage in Renal Insufficiency). Enalaprilat may be removed from the
general circulation by haemodialysis.

5.3 Preclinical safety data
Not applicable.

6. PHARMACEUTICAL PARTICULARS

6.1 List of excipients

Hydroxypropy! cellulose (5 mg tablet only)
Iron oxide red (10 mg and 20 mg tablets only)
Iron oxide yellow (20 mg tablets only)
Lactose monohydrate

Magnesium stearate

Maize starch

Sodium hydrogen carbonate

Talc

6.2 Incompatibilities
Not applicable.

6.3 Shelf life
36 months

6.4 Special precautions for storage

Store in a dry place at or below 25 °C.

Keep the blisters in the carton until required for use.
Protect from light.

6.5 Nature and contents of container
Blister strips of 30 tablets are packed, with a leaflet, in a printed outer carton.

6.6 Special precautions for disposal
No special requirements.

7. HOLDER OF CERTIFICATE OF REGISTRATION
Pharma Dynamics (Pty) Ltd

15! Floor Grapevine House, Steenberg Office Park
Silverwood Close

Westlake, 7945

Cape Town, South Africa

8. REGISTRATION NUMBERS
ENAP 5 mg: A34/7.1.3/0085

ENAP 10 mg: A34/7.1.3/0086
ENAP 20 mg: A34/7.1.3/0087

9. DATE OF FIRST AUTHORISATION
30 November 2000

10. DATE OF REVISION OF THE TEXT
15 September 2023

System Organ Class Frequency Side effects

Blood and lymphatic
system disorders

Less frequent | Decreases in haemoglobin and haematocrit,
anaemia (including aplastic and haemolytic),
neutropenia, thrombocytopenia, agranulocytosis,
bone marrow depression, pancytopenia,
lymphadenopathy, autoimmune diseases

Immune system
disorders

Less frequent | Angioneurotic oedema of the face extremities,
lips, tongue, glottis and/or larynx, rash

Endocrine disorders Less frequent | Syndrome of inappropriate antidiuretic hormone

secretion (SIADH).

Metabolism and
nutrition disorders

Less frequent | Hypoglycaemia

NAMIBIA:

ENAP 5 mg:{NS2|04/7.1.3/1138
ENAP 10 mg:04/7.1 .3/1137
ENAP 20 mg:04/7.1 .3/1136

BOSTWANA:

ENAP 5 mg: BOTO701085
ENAP 10 mg: BOTO801495
ENAP 20 mg: BOTO701086
MOZAMBIQUE:

ENAP 5 mg: 4273

ENAP 10 mg: 4274
ENAP 20 mg: 4275

Psychiatric disorders | Frequent Depression

Nervous system Frequent Headache, taste alteration

disorders Less frequent | Confusion, dream abnormality, insomnia,
nervousness, paraesthesia, somnolence, vertigo

Eye disorders Frequent Blurred vision

Ear and labyrinth
disorders

Less frequent | Tinnitus

Cardiac disorders Frequent Chest pain, rhythm disturbance, angina pectoris,

tachycardia

Less frequent | Myocardial infarction or cerebrovascular
accident, these reactions may be secondary to
excessive hypotension in high risk patients (see
section 4.4)

pharma (e) dynamics

PATIENT INFORMATION LEAFLET
SCHEDULING STATUS

ENAP 5 mg tablets
ENAP 10 mg tablets
ENAP 20 mg tablets
Enalapril maleate
ENAP contains sugar (lactose monohydrate 129,80 mg,
124,60 mg and 117,80 mg in ENAP 5 mg, 10 mg and 20 mg
respectively).

Read all of this leaflet carefully before you start taking ENAP

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

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

© ENAP 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 ENAP is and what it is used for

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

4.Possible side effects

5.How to store ENAP

6.Contents of the pack and other information

1. What ENAP is and what it is used for

Enalapril belongs to a class of medicines called ACE inhibitors.
ENAP is used to treat hypertension (high blood pressure) or heart
failure (weakening of heart function). ENAP is also used for the
prevention of symptomatic heart failure.

2. What you need to know before you take ENAP

Do not take ENAP:

o if you are hypersensitive (allergic) to enalapril, or to any of the
ingredients of ENAP (see section 6)

« if you are taking fluoroquinolones (type of antibiotic) such as
ciprofloxacin or levofloxacin with ENAP, contact your doctor to re-
evaluate your treatment

e if you have previously been treated with medicines of the same
type as ENAP and have experienced allergic reactions with
difficulties of breathing or swallowing, swelling of hands, feet or
ankles, or if you or your family have had this reaction due to other
reasons. You must never take these medicines (including ENAP)
again

e if you have hereditary angioedema (a condition that makes you
more prone to the swelling described above)

« if you have an increase in the thickness of the heart muscle (known
as hypertrophic cardiomyopathy)

o if you have severe kidney problems

e if you have a narrowing (stenosis) of the aorta (an artery from your
heart) or the kidney artery

« if you are already taking potassium sparing water tablets which
contain eplerenone, spironolactone, triamterene or amiloride (used
to treat fluid retention in patients with high blood pressure, heart,
liver or kidney problems)

o if you suffer from porphyria (a rare blood disorder)

e if you are not passing urine

o if you have severe liver problems

o if you are taking lithium (used to treat depression or mood
disorders)

o if you are pregnant or breastfeeding your baby (see Pregnancy and
breastfeeding)

e if you are simultaneously using aliskiren (medication used for
treatment of high blood pressure), see Other medicines with ENAP.

Warnings and precautions
Take special care with ENAP:

Should you become pregnant while receiving ENAP, this medicine
must be stopped immediately and switched to different type of
hypertension medicine. Consult your doctor if you are contemplating
pregnancy.

« if you are currently on any fluoroquinolones, such as ciprofloxacin
or levofloxacin, as the concomitant use of fluoroquinolone and
angiotensin receptor blockers such as ENAP may cause acute
kidney injury, contact your doctor to re-evaluate your treatment

o if you are taking any of the following medicines used to treat high
blood pressure:

- an angiotensin Il receptor blocker (ARBSs) (also known as sartans
for example valsartan, telmisartan, irbesartan), in particular if you
have diabetes-related kidney problems.

- aliskiren

o if you have heart problems

o if you have kidney problems, have recently had a kidney transplant
or you are having kidney dialysis

e if you are taking immunosuppressant therapy (used to treat arthritis
or following transplant surgery)

o if you are taking procainamide (for treatment of abnormal heart
rhythms) or allopurinol (for gout)

o if you have diabetes; your need for insulin and other treatments
against diabetes may be altered

e if you have a history of ‘angioedema” (a severe allergic reaction) to
medicines

« if you are about to undergo desensitization therapy due to an
allergy against bee or wasp stings

o if you are about to receive a treatment called LDL apheresis, which
removes cholesterol from your blood using a machine

e if you have upper respiratory tract infections, such as a cough

o if you have liver problems or have been told you suffer from a blood
disorder

« if you are taking potassium-sparing diuretics (water tablets such
as eplerenone, spironolactone (potassium supplements and/or
potassium-containing salt substitutes), triamterene or amiloride)
and certain other diuretics, which could result in high potassium
blood levels (common symptoms are vague feeling of discomfort/
feeling bad, palpitations and muscle weakness)

« if you are going to have surgery or be given an anaesthetic. You
must tell your doctor before you take ENAP

« if you suffer from low blood pressure. You may notice this as feeling
dizzy or lightheaded, especially when standing up

e if your ethnic group is black, as you may be at an increased risk of
having an allergic reaction to ENAP, this medicine may not work as
well for you as for other ethnic groups.

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

ENAP can interact with the following medicines:

 angiotensin Il receptor blocker (ARB) (also known as sartans — for
example valsartan, telmisartan, irbesartan) or aliskiren

« fluoroquinolones (type of antibiotic) such as ciprofloxacin or
levofloxacin may lead to acute kidney injury, contact your doctor to
re-evaluate your treatment

 sacubitril/valsartan (used to treat heart failure), antidiarrheal (e.g.
racecadotril) and mTOR inhibitors (used in the treatment of renal
cancer, e.g. sirolimus, everolimus, temsirolimus) and vildagliptin
(used to treat diabetes) may lead to an increase risk of angioedema

o |ithium used to treat depression or mood disorders (see Do not take

ENAP)

e water tablets (diuretics) or other blood pressure lowering medicines

e tricyclic antidepressants used for depression, antipsychotics used
for severe anxiety

* injectable gold (sodium aurothiomalate) an injectable medicine
used to treat stiffness and inflammation in muscles, bones and
joints

e medicines such as adrenaline (epinephrine), noradrenaline
(norepinephrine) used in some cough and cold remedies or
noradrenaline (norepinephrine) and adrenaline (epinephrine) used
for low blood pressure, shock, heart failure, asthma and allergies

* medicines used to treat diabetes (e.g. metformin, insulin and
diazoxide)

 nonsteroidal anti-inflammatory medicines (NSAIDs) including
aspirin and ibuprofen, and COX-2-inhibitors, e.g. celecoxib (used to
treat pain and inflammation)

* medicines used for arthritis or gout (allopurinol, cytostatic or
immune-suppressive agents, systemic corticosteroids)

e ciclosporin (medicine used for organ transplant, arthritis or
psoriasis).

ENAP with food, drink and alcohol

ENAP can be taken before, with or after food.

ENAP taken together with alcohol may cause dizziness or light-
headedness.

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 ENAP.

You must not take ENAP if you are pregnant or breastfeeding.

ENAP can cause harm to your unborn baby. If you are pregnant,
become pregnant or plan on becoming while taking this medicine,
stop taking the tablets and talk to your doctor immediately, who will
change you to another medicine.

Driving and using machines

Medicines which lower blood pressure may cause dizziness or
drowsiness. Please make sure you know how ENAP affects you
before driving or using machinery.

It is not always possible to predict to what extent ENAP 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 ENAP affects them.

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

3. How to take ENAP

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

Adults:

High blood pressure:

The usual starting dose is 10 mg to 20 mg taken once daily. Some
patients may need a lower starting dose.

The usual long term dose is 20 mg taken once daily.

Heart failure:

The usual starting dose is 2,5 mg taken once daily. Your doctor will
gradually increase the dose to the right amount for you. The usual
long term dose is 20 mg taken once daily.

Take special care when taking your first dose of ENAP, or if your dose
is increased. You may feel light-headed or dizzy; let your doctor know
if you experience these symptoms.

Children:
ENAP should not be given to children or adolescents under the age
of 18 years.

Your doctor will tell you how long your treatment with ENAP will last.
Do not stop treatment early because your high blood pressure may
return.

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

If you take more ENAP 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:

 stupor (a state of almost complete lack of consciousness), light-
headedness or dizziness, very slow, fast or irregular heartbeat and
pulse, anxiety and cough.

If you forget to take ENAP

If you forget to take ENAP, take as soon as you remember on the
same day. If you do not take a tablet that same day, take your normal
dose the next day. Do not take a double dose to make up for forgotten
individual doses.

If you stop taking ENAP

This medicine helps control high blood pressure. You may have to
take high blood pressure medicine for the rest of your life. If high
blood pressure is not treated, it can cause serious problems such as
heart failure, blood vessel disease, stroke or kidney disease.

4, Possible side effects

ENAP can have side effects.

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

If any of the following happens, stop using ENAP 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

e fainting.

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

have had a serious allergic reaction to ENAP. 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:

e heart attack or stroke

 chest pain, heart rhythm changes, angina

e liver failure, this may cause yellowing of the skin (jaundice),
inflammation liver (hepatitis)

 inflammation of the pancreas (pancreatitis)

o Stevens-Johnson syndrome and toxic epidermal necrolysis (severe
skin conditions with reddening, scaling and blistering of the skin)

o eruption of lesions on the skin or mouth known as erythema
multiforme that have a pink-red centre surrounded by a pale ring
border and an outer pink-red ring. The lesions can sometimes be
painful or itchy

© kidney problems such as lower back pain and reduction in the
amount of urine which you pass, kidney failure

* pemphigus, a skin disease in which watery blisters form on the
skin, skin peeling off in sheets (exfoliative dermatitis)

 blood disorders which can make the skin pale and cause
breathlessness, weakness, bruising, an increased the risk of
bleeding or make infections more likely

 electrolyte imbalances, including low blood levels of sodium
(hyponatraemia) or low or high levels of potassium (hyperkalaemia)
in the blood which can cause tiredness, confusion, and fits
(convulsion)

 inflammation of the lungs (allergic alveolitis or eosinophilic
pneumonia) due to an allergic reaction causing excessive fluid
accumulation in lungs (pulmonary infiltrates) with symptoms such
as breathlessness, wheezing, cough, chest tightness and difficulty
in breathing.

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:

 depression

e headache, changes in taste

® blurred vision

o feeling dizzy or light-headed, especially if you stand up quickly
® cough, shortness of breath

 pain around your stomach area (abdomen), diarrhoea, feeling sick
® rash

* |oss of strength and fatigue

e increased levels of creatinine in your blood (detected by a test).

Less frequent side effects:

* autoimmune diseases (diseases in which the body’s immune
system attacks healthy cells), bone marrow depression, lower-
than-normal number of red and white blood cells and platelets in
the blood, swelling of the lymph glands

e overproduction of antidiuretic hormone, which causes fluid
retention, resulting in weakness, tiredness or confusion called
syndrome of inappropriate antidiuretic hormone secretion (SIADH)

 low levels of blood sugar (hypoglycaemia)

 confusion, strange dreams, difficulty sleeping, feeling nervous,
“pins and needles”, drowsiness, spinning feeling (vertigo)

* ringing in the ears (tinnitus)

o fast heartbeat, flushing, low blood flow to your fingers and toes
causing redness and pain (Raynaud’s phenomenon)

o difficulty breathing, asthma, runny or blocked nose, sore throat and
hoarseness

© anorexia, constipation, indigestion, infection or pain and swelling
of your tongue, a blockage in your intestine (ileus), intestinal
‘angioedema’ (signs may include stomach pain, feeling sick and
vomiting), swelling or ulcers in your mouth, being sick, dry mouth,
stomach ulcer

* hair loss, excessive sweating, excessive itchiness or redness of
your skin, hives, sensitivity of the skin to sunlight

® muscle cramps

* impotence and development of breasts in males

o feeling extremely tired or weak, fever

© abnormal kidney and liver test results.

A complex side effect has been reported which may include some or

all of the following signs:

e fever, pain and inflammation of the muscle or joints, rash,
hypersensitivity to sunlight and other effects on the skin.

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 any side effects to SAHPRA via the online
service for adverse drug reaction reporting by using either of the
following links: https://www.sahpra.org.za/Publications/Index/8 or
http://www.sahpra.org.za/document/adverse-drug-reactions-and-
quality-problem-reporting-form/.

By reporting side effects, you can help provide more information
on the safety of ENAP. You can also send an email directly to the
company, pharmacovigilance@pharmadynamics.co.za to ensure
safety of the product.

5. How to store ENAP

Store all medicines out of reach of children.

Store in a dry place at or below 25 °C.

Protect from light.

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 ENAP contains:

The active ingredient is enalapril maleate.

ENAP 5 mg: Each tablet contains 5 mg enalapril maleate.
ENAP 10 mg: Each tablet contains 10 mg enalapril maleate.
ENAP 20 mg: Each tablet contains 20 mg enalapril maleate.

The other ingredients are:

Hydroxypropy! cellulose (5 mg tablet only), iron oxide red (10 mg and
20 mg tablets only), iron oxide yellow (20 mg tablets only) lactose
monohydrate, magnesium stearate, maize starch, sodium hydrogen
carbonate, talc.

What ENAP looks like and contents of the pack

ENAP 5 mg: Round, flat, white tablets, bevel-edged, scored on one
side.

ENAP 10 mg: Round, flat, red-brown tablets, bevel-edged, scored on
one side, with individual white spots.

ENAP 20 mg: Round, flat, light orange tablets, bevel-edged, scored on
one side, with individual white spots.

Blister strips of 30 tablets are packed, with a leaflet, in a printed outer
carton.
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Pharma Dynamics (Pty) Ltd
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PASIENTINLIGTINGSBLAD « indien u kaliumsparende diuretika (watertablette soos eplerenoon, Indien u meer ENAP neem as wat u behoort 'n Kompleks newe-effek is aangemeld, wat sommige, of al die
spironolaktoon, (kalium aanvullings en/of kalium-bevattende In die geval van oordosering, raadpleeg u dokter of apteker. volgende tekens insluit:
SKEDULERINGSTATUS soutvervangers), triamtereen of amiloried) en ander diuretika neem,  Indien beide nie beskikbaar is nie, kontak die naaste hospitaal, of  koors, pyn en inflammasie van die spiere of gewrigte, uitslag,
wat mag lei tot hoé kaliumbloedvlakke. Algemene simptome is 'n gifbeheersentrum. hipersensitiwiteit vir sonlig en ander effekte op die vel.
ENAP 5 mg tablette vae gevoel van ongemak/voel sleg, palpitasies en spierswakheid
ENAP 10 mg tablette « indien u 'n operasie moet ondergaan, of narkose toegedien gaan Simptome van oordosering, mag die volgende insluit: Indien u enige newe-effek opmerk, wat nie in hierdie inligtingsblad
ENAP 20 mg tablette word. U moet u dokter vertel, voordat u ENAP neem  stupor ('n toestand van amper volkome bewussynsverlies), genoem is nie, raadpleeg asseblief u dokter, of apteker.

Enalaprilmaleaat
ENAP bevat suiker (laktosemonohidraat 129,80 mg,
124,60 mg en 117,80 mg in ENAP 5 mg, 10 mg en 20 mg
onderskeidelik).

Lees hierdie hele inligtingsblad deeglik deur, voordat u begin om

ENAP te gebruik

* 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.

© ENAP 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 ENAP is en waarvoor dit gebruik word

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

4.Moontlike newe-effekte

5.Hoe om ENAP te bewaar

6.Verpakkingsinhoud en ander inligting

1. Wat ENAP is en waarvoor dit gebruik word

Enalapril behoort aan 'n klas medisyne wat AOE remmers genoem
word.

ENAP word gebruik om hipertensie (hoé bloeddruk), of hartversaking
(verswakking van die hartfunksie), te behandel. ENAP word ook
gebruik vir die voorkoming van simptomatiese hartversaking.

2. Wat u nodig het om te weet, voordat u ENAP gebruik

Moet nie ENAP neem:

* indien u hipersensitief (allergies) is vir enalapril, of vir enige van die
bestanddele van ENAP nie (sien afdeling 6)

* indien u fluoorkinolone (tipe antibiotika) soos siprofloksasien, of
levofloksasien, saam met ENAP neem nie. Kontak u dokter om u
behandeling te herevalueer

« indien u voorheen met medisyne van die dieselfde tipe as ENAP
behandel was en allergiese reaksies, soos moeisame asemhaling
en sluk, swelling van die hande, voete, of enkels, ervaar het, of u
of u familie hierdie reaksie weens ander redes ondervind het nie. U
moet nooit weer hierdie medisyne (insluitend ENAP) neem nie

« indien u aan oorerflike angio-edeem ly nie ('n toestand wat u meer
geneig maak tot die swelling soos bo beskryf is)

* indien u 'n toename in die dikte van die hartspier het nie (bekend
as hipertrofiese kardiomiopatie)

e indien u erge nierprobleme het nie

 indien u 'n vernouing (stenose), van die aorta ('n arterie van u hart),
of die nierarterie het nie

* indien u alreeds kaliumsparende watertablette, wat eplerenoon,
spironolaktoon, triamtereen, of amiloried bevat, neem nie (gebruik
om vloeistofretensie by pasiénte met hoé bloedddruk, hart-, lewer-,
of nierprobleme te behandel)

« indien u aan porfirie ly nie ('n skaars bloedversteuring)

e indien u nie urineer nie

« indien u erge lewerprobleme het nie

* indien u litium neem nie (gebruik om depressie, of
gemoedsteurings te behandel)

* indien u swanger is, of u baba borsvoed nie (sien Swangerskap en
borsvoeding)

e indien u aliskiren gelyktydig gebruik nie (medikasie vir die
behandeling van hoé bloeddruk) (sien Ander medisyne en ENAP).

Waarskuwings en voorsorgmaatreéls
Neem spesiale sorg met ENAP:

Sou u swanger raak, terwyl u ENAP ontvang, moet hierdie medisyne
onmiddellik gestaak word en oorgeskakel word na 'n ander tipe
hipertensie medikasie. Raadpleeg u dokter indien u swangerskap
oorweeg.

« indien u tans enige fluoorkinolone, soos siprofloksasien, of
levofloksasien neem, aangesien die gelyktydige gebruik van
fluoorkinoloon en angiotensien reseptorblokkers, soos ENAP,
akute nierbeskadiging mag veroorsaak. Kontak u dokter om u
behandeling te herevalueer

* indien u enige van die volgende medisyne gebruik, om hoé
bloeddruk te behandel:

- 'n angiotensien Il reseptorblokker (ARBs) (ook bekend as sartans,
byvoorbeeld valsartan, telmisartan, irbesartan), veral indien u
diabetes-verwante nierprobleme het

- aliskiren

e indien u hartprobleme het

* indien u nierprobleme het, onlangs 'n nieroorplanting gehad het, of
nierdialise ontvang

e indien u immuunonderdrukkende behandeling ontvang (gebruik om
artritis, na 'n oorplantingsoperasie te behandel)

* indien u prokaienamied neem (vir die behandeling van abnormale
hartritme), of allopurinol (vir jig)

* indien u diabetes het; u behoefte vir insulien en ander behandelings
teen diabetes, mag aangepas word

* indien u 'n geskiedenis van “angio-edeem” met medisyne het ('n
erge allergiese reaksie)

« indien u binnekort desensitisasie behandeling weens 'n allergie
teen by-, of perdebysteke moet ondergaan

* indien u binnekort behandeling wat LDL-aferese genoem word en
waar cholesterol deur 'n masjien vanuit die bloed verwyder word,
moet ondergaan

* indien u boonste lugweginfeksies, soos 'n hoes het

o indien u lewerprobleme het, of u ingelig is dat u aan 'n
bloedversteuring ly
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 indien u aan lae bloeddruk ly. U mag dit opmerk as duiseligheid, of
lighoofdigheid, veral wanneer u opstaan

* indien u etniese groep swart is, aangesien u 'n verhoogde risiko vir
'n allergiese reaksie teenoor ENAP mag toon. Hierdie medisyne mag
nie so doeltreffend vir u wees, soos vir ander etniese groepe nie.

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

ENAP mag interaksies met die volgende medisyne toon:

 angiotensien Il reseptorblokker (ARB) (0ok bekend as sartans —
byvoorbeeld valsartan, telmisartan, irbesartan) of aliskiren

« fluoorkinolone (tipe antibiotikum), soos siprofloksasien, of
levofloksasien, mag lei tot akute nierbeskadiging. Kontak u dokter
om behandeling te herevalueer

 sakubitril/valsartan (gebruik om hartversaking te behandel), anti-
diarree medikasie (bv. rasekadotril) en mTOR inhibitors (gebruik
vir die behandeling van nierkanker, bv. sirolimus, everolimus,
temsirolimus) en vildagliptin (gebruik om diabetes te behandel),
mag lei tot 'n verhoogde risiko vir angio-edeem

e |itium wat gebruik word om depressie of gemoedsteurings te
behandel (sien Moet nie ENAP neem)

o watertablette (diuretika), of ander bloeddrukverlagende medisyne

o trisikliese antidepressante wat vir depressie gebruik word,
antipsigotika (wat gebruik word vir erge angstigheid)

e inspuitbare goud (natrium-ourotiomalaat), 'n inspuitbare medisyne
wat gebruik word om styfheid en inflammasie in spiere, bene en
gewrigte, te behandel

* medisyne soos adrenalien (epinefrien), noradrenalien
(norepinefrien) wat gebruik word in sommige hoes- en
verkouepreparate, of noradrenaliien (norepinefrien) en
adrenalien (epinefrien) wat gebruik word vir lae bloeddruk, skok,
hartversaking, asma en allergieé

* medisyne wat gebruik word om diabetes te behandel (bv.
metformien, insulien en diasoksied)

* niesteroiedale anti-inflammatoriese medisyne (NSAIMs), insluitend
aspirien en ibuprofen, en COX-2-remmers, bv, selekoksib (gebruik
om pyn en inflammasie te behandel)

e medisyne wat gebruik word vir artritis, of jig (allopurinol,
sitostatiese, of immuunonderdrukkende middels, sistemiese
kortikosteroiede)

o siklosporien (medisyne wat gebruik word tydens orgaanoorplanting,
artritis, of psoriase).

ENAP saam met kos en drinkgoed en alkohol

ENAP kan voor, saam met, of na voedsel geneem word.

ENAP wat saam met alkohol geneem word, mag duiseligheid, of
lighoofdigheid veroorsaak.

Swangerskap, borsvoeding en fertiliteit

Indien u swanger is, of u baba borsvoed, vermoed dat u swanger is,
of 'n baba beplan, raadpleeg asseblief u dokter, apteker, of ander
gesondheidsorgverskaffer vir advies, voordat u ENAP gebruik.

U moet nie ENAP neem, indien u swanger is of borsvoed nie.

ENAP kan u ongebore baba skade berokken. Indien u swanger is,
swanger raak, of swangerskap beplan terwyl u hierdie medisyne
neem, staak die gebruik van die tablette en praat onmiddellik met u
dokter, wie u sal oorskakel na 'n ander medisyne.

Bestuur en die hantering van masjiene

Medisyne wat bloeddruk verlaag, mag duiseligheid of lomerigheid
veroorsaak. Maak asseblief seker dat u weet hoe ENAP u beinvloed,
voordat u bestuur, of masjinerie hanteer.

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

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

3. Hoe om ENAP te neem

Moet nie medisyne wat vir u voorgeskryf is met enige ander persoon
deel nie. Gebruik ENAP altyd presies soos deur u dokter aanbeveel
word. U moet u dokter, of apteker raadpleeg, indien u onseker is.

Volwassenes:

Hoé bloeddruk:

Die gewone aanvangsdosis is 10 mg, tot en met 20 mg een keer
daagliks. Sommige pasiénte mag 'n laer aanvangsdosis benodig.
Die gewone langtermyn dosis is 20 mg, wat een keer daagliks
geneem word.

Hartversaking:

Die gewone aanvangsdosis is 2,5 mg wat een keer daagliks geneem
word. U dokter sal die dosis geleidelik verhoog, tot en met die
gepaste dosis wat u benodig. Die gewone langtermyn dosering is

20 mg, wat een keer daagliks geneem word.

Neem spesiale sorg wanneer u die eerste dosis ENAP neem, of indien
die dosis verhoog word. U mag lighoofdig, of duiselig voel. Raadpleeg
u dokter indien u hierdie simptome ervaar.

Kinders:
ENAP moet nie aan kinders, of adolessente, jonger as 18 jaar oud
gegee word nie.

U dokter sal u vertel vir hoe lank u behandeling met ENAP sal
duur. Moet nie behandeling vroegtydig staak nie, aangesien u hoé
bloeddruk mag terugkeer.

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

lighoofdigheid, of duiseligheid, baie stadige, vinnige, of
onreélmatige hartklop en polsslag, angstigheid en hoes.

Indien u vergeet om ENAP te neem

Indien u vergeet om ENAP te neem, neem dit so gou as wat u onthou,
op dieselfde dag. Indien u nie die tablet op dieselfde dag neem nie,
neem u gewone dosis, die volgende dag. Moet nie 'n dubbeldosis
neem, om op te maak vir die vergete, individuele doserings nie.

Indien u die gebruik van ENAP staak

Hierdie medisyne help om hoé bloeddruk te beheer. Dit mag nodig
wees vir u om hoé bloeddruk medisyne vir die res van u lewe te
neem. Indien hoé bloeddruk nie behandel word nie, kan dit ernstige
probleme, soos hartversaking, bloedvatsiekte, beroerte, of niersiekte
tot gevolg hé.

4, Moontlike newe-effekte

ENAP kan newe-effekte hé.

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

Indien enige van die volgende gebeur, staak die gebruik van ENAP 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

e yitslag of gejeuk

o floute.

Hierdie is alles baie ernstige newe-effekte. Indien u dit ervaar, kon

u 'n ernstige allergiese reaksie teenoor ENAP 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:

e hartaanval, of beroerte

© horspyn, hartritmeveranderinge, angina

 lewerversaking; dit mag vergeling van die vel (geelsug),
veroorsaak, lewerinflammasie (hepatitis)

 inflammasie van die pankreas (pankreatitis)

 Stevens-Johnson-sindroom en toksiese epidermale nekrolise (erge
veltoestande met rooiwording, afskilfering en blaasvorming van die vel)

e uitbarstings van letsels op die vel, of mond, bekend as erythema
multiforme, met ’n pienk-rooi kern, omring deur 'n bleek ring en 'n
buitenste pienk-rooi ring. Die letsels kan somtyds pynlik of jeukerig
wees

 nierprobleme soos lae rugpyn en 'n afname in die volume wat u
urineer, nierversaking

e pemfigus, 'n velsiekte waar waterige blase op die vel vorm, vel
skilfer af in lae (eksfoliatiewe dermatitis)

 bloedversteurings, wat die vel bleek laat voorkom en asemnood,
swakheid, kneusing en 'n vehoging in die risiko vir bloeding
veroorsaak en infeksies meer waarskynlik maak

o glektrolietwanbalans, insluitend lae natriumbloedvlakke
(hiponatremie), of lae of hoé bloedkaliumvlakke (hiperkalemie), wat
moegheid, verwarring en stuipe (konvulsie) mag veroorsaak

« inflammasie van die longe (allergiese alveolitis of eosinofiliese
pneumonie), weens ’n allergiese reaksie wat oormatige vloeistof
akkumulasie in die longe veroorsaak (pulmonére infiltrate), met
simptome soos asemnood, gehyg, hoes, benoude bors en moeilike
asemhaling.

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:

® depressie

© hoofpyn, smaaksteurnisse

® wasige sig

« voel duiselig, of lighoofdig, veral wanneer u vinnig opstaan
* hoes, asemnood

* pyn rondom die maagarea (abdomen), diarree, voel naar

e uitslag

 kragverlies en uitputting

 verhoogde kreatinienvlakke in u bloed (deur 'n toets bepaal).

Minder algemene newe-effekte:

e outo-immuunsiektes (siektes waar die liggaam se immuunstelsel,
gesonde selle aanval), beenmurgonderdrukking, subnormale
hoeveelheid rooi- en witbloedselle en plaatjies in die bloed,
swelling van die limfkliere

 oorproduksie van die antidiuretiese hormoon, wat vloeistofretensie
veroorsaak en lei tot swakheid, moegheid of verwarring (genoem
sindroom van ontoepaslike antidiuretiese hormoonsekresie (SIADH)

 |ae bloedsuikervlakke (hipoglisemie)

 verwarring, vreemde drome, slaapprobleme, voel senuweeagtig,
“spelde en naalde”, lomerigheid, draaigevoel (vertigo)

* gelui in die ore (tinnitus)

 vinnige hartklop, blosvorming, lae bloedvloei na u vingers en tone,
wat rooiheid en pyn veroorsaak (Raynaud se fenomeen)

* moeilike asemhaling, asma, loop-, of toe neus, seer keel en
heesheid

 anoreksie, hardlywigheid, indigestie, infeksie of pyn en swelling van
u tong, 'n blokkasie in u derm (ileus), intestinale “angio-edeem”
(tekens mag maagpyn, naarheid en braking insluit), swelling of sere
in u mond, braking, droé mond, maagseer

o haarverlies, uitermatige gesweet, uitermatige jeukerigheid of
rooiheid van u vel, galbulte, sensitiwiteit van u vel vir sonlig

® spierkrampe

* impotensie en ontwikkeling van borste by mans

 voel uiters moeg of swak, koors

© abnormale nier- en lewertoetsresultate.

Aanmelding van newe-effekte

Indien u newe-effekte ervaar, praat met u dokter, apteker of
verpleegkundige. U kan ook newe-effekte by SAHPRA via die
aanlynskakel vir ongewenste geneesmiddelreaksie rapporteer:
https://www.sahpra.org.za/Publications/Index/8 of http://www.
sahpra.org.za/document/adverse-drug-reactions-and-quality-
problem-reporting-form/.

Deur die aanmelding van newe-effekte, kan u help om meer inligting
aangaande die veiligheid van ENAP 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 ENAP te bewaar

Bewaar alle medisyne buite die bereik van kinders.

Bewaar in ’n droé plek, teen of benede 25 °C.

Beskerm teen lig.

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

Moet nie gebruik na die vervaldatum, wat op die kartonhouer
aangedui word nie.

Neem alle ongebruikte medisyne na u apteker terug.

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

6. Verpakkingsinhoud en ander inligting

Wat ENAP bevat:

Die aktiewe bestanddeel is enalaprilmaleaat.

ENAP 5 mg: Elke tablet bevat 5mg enalaprilmaleaat.
ENAP 10 mg: Elke tablet bevat 10mg enalaprilmaleaat.
ENAP 20 mg: Elke tablet bevat 20mg enalaprilmaleaat.

Die ander bestanddele is:

Geel ysteroksied (alleenlik 20 mg tablette), hidroksipropielsellulose
(alleenlik 5 mg tablet), laktosemonohidraat, magnesiumstearaat,
mieliestysel, natriumwaterstofkarbonaat, rooi ysteroksied (alleenlik
10 mg en 20 mg tablette), talkum.

Hoe ENAP lyk en die verpakkingsinhoud

ENAP 5 mg: Ronde, plat, wit tablette, skuinskantig, gegroef aan een
kant.

ENAP 10 mg: Ronde, plat, rooi-bruin tablette, skuinskantig, gegroef
aan een kant, met individuele wit kolletjies.

ENAP 20 mg: Ronde, plat, lig-oranje tablette, skuinskantig, gegroef
aan een kant, met individuele wit kolletjies.

Stulpstroke van 30 tablette word verpak, saam met 'n voubiljet, in 'n
buitenste gedrukte kartonhouer.
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Registrasienommers

ENAP 5 mg: A34/7.1.3/0085
ENAP 10 mg: A34/7.1.3/0086
ENAP 20 mg: A34/7.1.3/0087

NAMIBIE:
ENAP 5 mg:|NS2]04/7.1.3/1138

ENAP 10 mg:[NS2]04/7.1.3/1137
ENAP 20 mg:[NS2]04/7.1.3/1136
BOSTWANA:

ENAP 5 mg: BOT[S2]0701085
ENAP 10 mg: BOT[S2]0801495
ENAP 20 mg: BOT[S2]0701086

MOSAMBIEK:
ENAP 5 mg: 4273
ENAP 10 mg: 4274
ENAP 20 mg: 4275
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