ENAP-CO
SCHEDULING STATUS [S3]

1. NAME OF THE MEDICINE
ENAP-CO0 20,0/12,5 mg tablets

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Each ENAP-CO tablet contains enalapril maleate 20 mg and hydrochlorothiazide

12,5 mg.

Each ta%let contains sugar (lactose monohydrate 122,16 mg).
Essentially ‘sodium free’.

For the full list of excipients, see section 6.1.

:Ti. PHARMACEUTICAL FORM
ablets.
Round, white, flat tablets scored on one side with beveled edges.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

ENAP-CO is indicated for the treatment of hypertension in patients stabilised on the
individual components administered at the same dosages.

4.2 Posology and method of administration

Posology

errtensmn
The usual dosage is one tablet, once a day. The dosage may be increased to a
maximum of two tablets, administered once daily, if necessary.

Special populations

Dosage in renal insufficiency:

Do not use ENAP-CO as initial therapy in any patient with renal insufficiency (see
section 4.3).

In patients with renal impairment, thiazides (including hydrochlorothiazide as

in ENAP- CO? may not be the apé)roprlate diuretic for use and are ineffective at
creatinine clearance values of 30 mL/min or below (i.e. moderate or severe renal
insufficiency).

ENAP-CO may however be used in patients with creatinine clearance greater
than 30 mL/minutes and less than 80 mL/minutes, but only after the individual
components have been successfully titrated.

Paediatric population
No data are available.

Method of administration
For oral use.

Missed dose

Medical practitioners should advise patients who forget to take ENAP-CO 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

ENAP-CO is contraindicated in:

* hypersensitivity to enalapril maleate, hydrochlorothiazide, other sulphonamide-
derived medicines or to any of the |ngred|ents of ENAP-CO (see section 6.1)

a history of angioedema related to previous therapy with an&lotensm converting
enzyme (ACE) inhibitors or angiotensin receptor blockers (ARBs): such patients
must never again be given these medicines

hereditary or idiopathic angioedema

hypertrophic obstructive cardiomyopathy (HOCM)

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

bilateral renal artery stenosis

patients with severe hepatic impairment

renal artery stenosis in patients with a single kidney or aortic stenosis
concomitant therapy with potassium sparing diuretics such as eplerenone,
spironolactone, triamterene and amiloride (see section 4.5)

patients with Addison’s disease

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

the concomitant use of ENAP-CO with aliskiren-containing products in patients
with diabetes mellitus or renal impairment (glomerular filtration rate (GFR)

< 60 mL/min/1,73 m?) is contraindicated (see sections 4.4 and 4.5)
concomitant use of fluoroquinolone with ACE inhibitors, such as ENAP-CO is
contraindicated in patients with moderate renal |mpa|rment (creatine clearance
<30 mL/min) and in elderly patients

combination with sacubitril/valsartan due to the increased risk of angioedema.
Do not administer ENAP-CO within 36 hours of switching to or from sacubitril/
valsartan, a medicine containing a neprilysin inhibitor (see sections 4.4 and 4.5)
patients with a history of previous and/or current basal cell carcinomas and/or
squamous cell carcinomas of the skin and lip

pregnancy and lactation (see section 4.6)

e porphyria.
4.4 Special warnings and p for use
Safetr in pregnancy and lactation has not been established.
Should a woman while ENAP- e
treatment must be stopped promptly and switched to a different class of
antihypertensive (see 4.3 and 4.6).

ACE inhibitors, such as enalapril, including ENAP-CO, should not be initiated during
pregnancy. Uniess continued ACE inhibitor therapy is considered essential, patients
planning pregnancy should be changed to alternative antihypertensive treatments
which have an established safety profile for use in pregnancy.

Hypersensitivity/angioedema:
Angioedema of the face, extremities, lips, tongue, glottis and/or larynx has been
reported in patients treated with enalapnl mal eate as contained in ENAP-CO.
This may occur at any time during treatment. In such cases, ENAP-CO should be
discontinued promptly, and appropriate monitoring should be instituted to ensure
complete resolution of symptoms prior to dismissing the patient. The condition
may resolve without treatment where swelling has been confined to the face and
lips, although antihistamines have been useful in relieving symptoms. Even in
those instances where swelling of only the tongue is involved, without respiratory
distress, patients may require prolonged observation since treatment with
antihistamines and corticosteroids may not be sufficient.
Very rarely, fatalities have been reported due to angioedema associated with
laryngeal oedema or tongue oedema. Patients with involvement of the tongue,
glottis or larynx are likely to experience airway obstruction, especially those with
a history of airway surgery. Where there is involvement of the tongue, glottis or
Iargnx likely to cause airway obstruction, apgropnate theraE which may include
cutaneous epinephrine solution 1:1000 (0,3 mL - 0,5 m Yandlor measures to
ensure a patent airway, should be admlmstered promptly

Black patients receiving ENAP-CO have been reported to have a higher incidence
of angioedema compared to non-black patients. However, it appears that black
patients have an increased risk of angioedema in general.

Ahistory of an 3|oedema unrelated to ACE-inhibitor therapy may expose patients
toan me‘r%e)xse risk of developing angioedema while receiving ENAP-CO (see
section

Patients taking concomitant mammalian target of rapamycin (mTOR) inhibitors
(e.g. sirolimus, everolimus, temsirolimus) therapy may be at increased risk for
angioedema (e g. swelling of the airways or tongue, with or without respiratory
impairment) (see section 4.5).

ngersensitm’t{

i eraﬁy with ENAP-CO may cause sensitivity reactions in certain patients, with
or without a history of allergy or bronchial asthma. Reports of exacerbation or
gﬁt;i\‘gt(l%] of systemic lupus erythematosus have been associated with the use of

Anaphylactoid reactions:

Rarely, patients receiving ENAP-CO during desensitisation with hymenoptera
venom or during low density lipoprotein (LDL)-apheresis with dextran sulphate,
have experienced life-threatening anaphylactoid reactions. These reactions may
be '?vm led by temporarily withholding ENAP-CO prior to each desensitisation/
apheresis.

Dual of the renin i 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 decreases renal function (including acute renal failure). Dual
blockade of RAAS through the combined use of ENAP-CO and aliskiren is therefore
contraindicated (see section 4.3).

ENAP-CO should not be used concomitantly with aliskiren (see section 4.3).
ACE-inhibitors and ARBs should not be used concomitantly in patients with diabetic
nephropathy.

Hypotension and electrolyte fluid imbalance:

After administration of the initial dose of ENAP-CO, symptomatic hypotension may
occur. Hypotension is more likely in patients who are volume depleted, e.g. by
diarrhoea or vomiting, diuretic therapy or dietary salt restriction.

Discontinue diuretic therapy for 2 - 3 days before therapy with ENAP-CO is initiated.
In patients with i ic heart or cerebre disease, therapy should be
administered with extreme caution because an excessive fall in blood pressure
could result in a myocardial infarction or cerebrovascular accident.

Such patients should be monitored for clinical signs of fluid or electrolyte
imbalance, e.g. volume depletion, hyponatraemia, hypochloraemic alkalosis,
hypomagnesaemia or hypokalaemia which may occur during intercurrent

diarrhoea or vomiting, dietary salt restriction or due to diuretic therapy including
hydrochlorothiazide ?as in ENAP-CO). Serum electrolytes should be periodically
determined at appropriate intervals when treating these patients.

ENAP-CO can cause electrolyte or fluid imbalance (e. ? hypochloraemic alkalosis,
hypokalaemia and hyponatraemia). Warning signs of fluid or electrolyte imbalance
are xerostomia, thirst, weakness, lethargy, somnolence, restlessness, muscle pain
or cramps, muscular fat|gue hypotensmn oliguria, tachycard|a and gastromteshnal
disturbances such as nausea and vomiting.

Although hyﬂokalaemla may develop during treatment with hydrochlorothiazide’s,
concurrent therapy with enalapril, as contained in ENAP-CO, may reduce diuretic-
induced hypokalaemia. The risk of hypokalaemia is greatest in patients with
cirrhosis of the liver, patients experiencing brisk diuresis, patients with inadequate
oral intake of electrolytes and in patients receiving concomitant therapy with
corticosteroids or adrenocorticotropic hormone (ACTH) (see section 4.5).

Hyponatraemia may occur in oedematous patients in hot weather. Chloride deficit
is generally mild and does not usually require treatment. Hydrochlorothiazide, as
contained in ENAP-CO, may increase the urinary excretion of magnesium, which
may result in hypomagnesemla

In hypertensive patients with heart failure, with or without associated renal
insufficiency, symptomatic hypotension has been observed. This is most likely

to occur in those patients with more severe degrees of heart failure, as reflected
by the use of h|%h doses of loop diuretics, hyponatraemia or functional renal
impairment. In these patients, ENAP-CO therapy should be started under medical
supervision and the patients should be followed closely whenever the dose of
ENAP-CO and/or diuretic is adjusted. Similar considerations may apply to patients
with ischaemic heart or cerebrovascular disease in whom an excessive fall in blood
pressure could result in a myocardial infarction or cerebrovascular accident.

Renovascular hypertension:

There is an increased risk of hypotension and renal insufficiency when patients
with bilateral renal artery stenosis or stenosis of the artery to a solitary kidney are
treated with ENAP-CO and loss of renal function may occur with only mild changes
in serum creatinine (see section 4.3).

The patient should be placed in the supine position and, if necessary, should
recelve an intravenous infusion of normal saling if hyj otension occurs. A transient
hypotensive response is not a contraindication to further doses. Following the
restoration of effective blood volume and pressure, reinstitution of therapy at
reduced dosage may be possible; or either of the components may be used
appropriately alone.

In some patients with heart failure who have normal or low blood pressure,
additional lowering of systemic blood pressure may occur with ENAP-CO. This
effect is anticipated and usually is not a reason to discontinue treatment. If
hypotension becomes symptomatic, a reduction of dose and/or discontinuation of
the diuretic and/or ENAP-CO may be necessary.

Aortic stenosis/hypertrophic cardiomyopathy:

ENAP-CO should not be given to patients with Ieﬂ ventricular valvular and outflow
tract obstruction, and avoided in cases of cardiogenic shock and haemodynamically
significant obstruction (see section 4.3).

Renal function impairment:

There is an increased risk of hypotension and renal insufficiency when patients
with bilateral renal artery stenosis or stenosis of the artery to a solitary kidney are
treated with ENAP-CO (see section 4.3). Loss of renal function may occur with only
mild changes in serum creatinine. In these patients, therapy should be initiated
?nder close supervision with low doses, careful titration and monitoring of renal
unction.

Increases in blood urea and serum creatinine have developed in some hypertensive
patients with no apparent pre-existing renal disease when enalapril maleate has
been given concomitantly with a diuretic. Should this occur during therapy with
ENAP-CO, the combination should be discontinued.

Renal failure has been associated with ENAP-CO mainly in patients with severe
heart fallure or underlying renal disease, including renal artery stenosis (see section
J P- CO associated renal failure is usually reversible if recognised promptly
and treated appropriately.

ENAP-CO may not be appropriate for use in patients with renal impairment.
Hydrochlorothiazides are ineffective at creatinine clearance values of 30 mL/min or
below (i.e. moderate or severe renal insufficiency) (see section 4.3).

ENAP-CO should not be administered to patients with renal insufficiency (creatinine
clearance < 80 mL/min) until titration of the individual components has shown the
need for the doses present in ENAP-CO.

The use of ENAP-CO is not indicated in patients requiring dialysis for renal failure
(see section 4.2).

Anaphylactoid reactions have been reported in patients dialysed with high-flux
membranes (e.g. AN6I®) receiving concomitant ENAP-CO freatment. A different
type of dialysis membrane or a different class of antihypertensive medicine, should
be considered when treating such patients.

Since there is no experience of therapy with enalaj grll maleate in patients with
recent kldngydtransplantatmn treatment with ENAP-CO in this patient group is not
recommende

Concomitant use of fluoroguinolones and ACE inhibitors, such as ENAP-CO, may
precipitate acute kidney injury in patients, especially those with moderate to severe
renal impairment and elderly patients (see section 4.3). Renal function should

be assessed before initiating treatment and monitored during treatment, with
fluoroquinolones or ACE inhibitors, such as ENAP-CO, whether used separately and/
or concomltantly

erkalaemla

8OSSIbI|Ity of hyperkalaemia occurrence cannot be excluded with the
com ination of enalagnl maleate and a low dose of hydrochlorothiazide, as
contained in ENAP-CI
ENAP-CO increases serum potassium. Risk factors which may lead to the
development of hyperkalaemia include those patients with renal insufficiency,
worsening of renal function, age (> 70 years), diabetes mellitus, intercurrent events
(in particular dehydration), acute cardiac decompensation, metabolic acidosis and
concomitant use of potassium-sparing diuretics (e.g. spironolactone, eplerenone,
triamterene or amiloride), potassium supplements or potassium-containing salt
substitutes; or those patients taking other medicines associated with increases in
serum potassmm (e.g. heparin). The use of potassium supplements, potassium-
sparing diuretics or potassium-containing salt substitutes, particularly in patients
with impaired renal function, may lead to a significant increase in serum potassium.
Hyperkalaemia can cause serious, sometimes fatal, dysrhythmias.
Concomitant treatment of ENAP-CO and any of the above mentioned medicines is
therefore contraindicated (see section 4.3).

Hepatic disease:

Minor alterations of fluid and electrolyte balance may precipitate hepatic
encephalopathy and coma; therefore, ENAP-CO should be used with caution in
patients with impaired hepatic function or progressive liver disease.

Rarel! 3' ENAP-CO has been associated with a syndrome that starts with cholestatic
jaundice or hepatitis and progresses to fulminant hepatic necrosis and sometimes
death. The mechanism of this syndrome is not understood. Patients receiving
ENAP-CO who develop jaundice or marked elevations of hepatic enzymes should
discontinue treatment with ENAP- CO and receive appropriate medical follow-up.

Surgery/anaesthesia:

ENAP-CO is known to block angiotensin Il formation secondary to compensatory
renin release in patients undergoing major surgery or during anaesthesia with
medicines 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.

E6066

Metabolic and endocrine effects: o L ENAP-CO Passes through the placenta and can be presumed to cause disturbance  Hydrochlorothiazide:
Adjustment to the dosa é;e of antidiabetic medicines, including insulin, may be in foetal blood pressure regulatory mechanisms. .
required since ENAP-CO may impair glucose tolerance. Oligohydramnios, as well as hypotension, oliguria and anuria in new-borns have System Organ Class | Frequency Side effects
Diabetic patients treated with insulin or oral diabetic medicines should be closely been reported after administration of ENAP-CO durmt}; the second and third Infections and Frequency Sialadenitis
monitored for hypoglycaemia, especially during the first month of combined used trimester and may result in limb contractures, craniofacial deformations and H i P
with ENAP-CO. hypoplastic lung development. Cases of defective skull ossification have been
ENAP-CO may also decrease levels of serum magnesium, potassium and sodium. gzsefl‘éed- P'e’""“t“”ty al"d lT\: birth mass g?“ 003‘]" (see SZCI'O" 4-t3)- f ;‘:3%":.{3:;’:1"'9" Frequency ygrnc-mmoerlna:osrgg skin cancer (basa rﬁgl)l
In some cases, ENAP-CO may be associated with increases in cholesterol and e o T b g Sl o Tocom e (including cysts '
triglyceride levels. However, at the 12,5 mg dose of hydrochlorothiazide, minimal or ~ Pregnancy, ultrasound check of renal function and skull is recommended (see and polyps
no effect has been documented. section 4.3 and 4.4). polyps) - -
In the absence of known disorders of calcium metabolism, ENAP-CO may cause an Hygrrr?cclm)%?rtrg;éggmsses the placental barrier and appears in cord blood. Flr?luigﬂg system Less frequent | Agranulocylosis, tiombocytopaenia
mg&n;éﬁﬁ;‘sggggﬁ;;%m; snﬁ’:;rgggl‘ﬁ'é’gr]]Cae"gf?ggﬁfas;;gggtf]@'%%T;r%x%rﬁggnco ngards include foetal and neonaptal jaundice, thromboc’y)/lt)opaema and possibly gisoprders 4 Frekquency ”eutm?aenla ap|aS“|C ah(aemla b
should be discontinued before parathyroid function is tested. other adverse reactions which ocour in the adult. unown maaer%?/vygg;re]gglr{)]na euopaenia, bone
A dose-related effect of hydrochlorothiazide may cause hyperuricaemia and/or gnﬁr]eg|sh|énf1||t§tdtﬁﬁ:sr{:nclaea\;vétg(;:y%gcg}l]%rr%rygéllge g;rgggggggﬁ%yf action of Immune system Frequency Anaphylactic reaction
goutin some patients. Enalapril maleate, as in ENAP-CO, may increase urinary uric qrochiorothiazide, ts use during the second and third trimester may compromise | disorders unknown
acid, therefore further increasing the hyperurlcaemlc effect of hydrochlorothiazide. foetal-placental perfusion and may cause foetal and neonatal effects like icterus,
Determination of serum electrolytes should be performed at regular intervals. disturbance of electrolyte balance and thrombocytopaenia. Me‘tqgolisdm an‘;j Frequent Electrolyte imbalar&cte (inilufjing- )
Cough: nutrition disorders yponatraemia and hypokalaemia
Cough has been reported with the use of ENAP-CO. Characteristically, the cough is Idnegeesetéggnalgg%d:mu%%s;a[thonla;&yﬁg;tﬁns(|)one[%glllerecﬁnp}gﬁl{(zadggntgf;tgglrgflf(egft .
non-productive, persistent and resolves after discontinuation of therapy. ENAP-CO- courge of the disease, EI\FI’AP ) shgl?ldpnot be administered. Less frequent | Anorexia
induced cough should be considered as part of the differential diagnosis of cough. N - Frequency Hyperglycaemia, hyperuricaemia
Neutropaenéil?, agralrulocytosiﬁ: , ; ave . EyéEEO ghuuld not be used for essential hypertension in pregnant woman (see unknown ’
leutropaenia/agranulocytosis, thrombocytopaenia and anaemia have been reporte Infants whose mothers have taken ENAP-CO should be closel
- y observed for
in patients receiving ENAP-CO. potension, oliguria and hyperkalaemia. There is no experience with the removal :,"-e e system Frelguency Restlessness
In patients with normalfrenal fulnctlon and no other complicating factors, ¥the combination product, ENAP €0, from the neonatal circulation. isorders unknown
neutropaenia occurs infrequently. - - —
ENAP-CO should be used with extreme caution in patients with collagen Elr:gllﬁg{:gryvplcheﬁrt%s%%sl HI]; pslf’scm,}ﬁ S%ﬁé)gﬁgléglmb"evﬁgﬂ{mm the neonatal Eye disorders Frequent Transient blurred vision
vascular disease, immunosuppressant treatment, treatment with aIIopurlnoI y p v Frequency Xanthopsia, choroidal effusion
or procainamide, or a combination of these coméJhcatmg factors, especially if unknown ’
prfe etX|st|ng r:mﬁalredfrenal f;mchon d|sd pretsent oan? pahents develgpetd s“e1r|ous i Motthers4b£ea§tfﬁ19dmgl the;r |nf|antts sh%ulr? got lﬁ tret?]ted nwth ENAP-C(r)] (see ik
infections which in a few instances did not respond to intensive antibiotic therapy. If -~ section oth enalapril maleate and hydrochlorothiazide appear in human milk. | vascular disorders | Frequenc Hypotension, Necrotising angiitis
ENAP-CO is used in such patients, periodic monitoring of white blood cell counts'is  If use of ENAP-CO is deemed essential, the patient should stop nursing. ,,,,,Z,owny (V}gpscunﬁs) g ang
advised, and patients should be instructed to report any sign of infection. Hydrochlorothiazide, as in ENAP-CO, in high doses causing intense diuresis can
Ethnic differences: inhibit the milk production. R 7 R d (includ
i iratory, requency espiratory distress (including

ENAP-CO i less effective in lowering blood pressure in black patients than in non-  Fertility espira ry
Elacknpatlents pnslskbly due to a higher prevalence of low-renin states in the black  There is no fertility data for ENAP-CO. mg"i?:;‘t’i:;d unknown pneumonitis and pulmonary oedema)
ypertensive population. 1
Non-melanoma skin cancer: 4.7 Effects on ability to drive and use machines disorders
An increased risk of non-melanoma skin cancer (NMSC) [basal cell carcinoma E'r\faf\g(:\?eﬁﬁ:?e?gg%r;g?altlﬂnlguﬁggh?h]etrryitagrltlrl)txléob%r%ignl?nltgzggmltn?rtsat\,v hen Gastrointestinal Less frequent | Pancreatitis, gastric irritation
(BCC) and squamous cell carcinoma (SCCE with increasing cumulative dose of dizziness, drowsiness and blurred vision may occur whilst taking ENAP-CO. disorders
hydrochlorothiazide (HCTZ) exposure has been observed in two epidemiological Patients should not drive, use machinery or perform any tasks that require Hepatobiliar Frequenc, ol d trahenati
's\‘t'\l;l%lgs Photosensmsmg actions of HCTZ could act as a possible mechanism for  ¢on centration, until they are certain that ENAP-CO does not adversely affect their dfs%eders v unk%wny chﬁg:g{i fﬁb‘ﬂd.'ggy('" rahepatic
Patients taking ENAP-CO should be informed of the risk of NMSC and advised to ability to do so (see section 4.8). - -
regularly check their skin for any new lesions and promptly report any suspicious 4.8 Undesirable effects glll(ll:::gtna?leous Less frequent | Photosensitivity, urticaria
skin leslons. . Summary of the safety profile tissue disorders | Frequency | Purpura, toxic epidermal necrolysis
Possible preventive measures such as limited exposure to sunlight and UV rays a v P unknown (TEN)
and, in case of exposure, adequate protection should be advised to the patients b. Tabulated list of adverse reactions
in order to minimise the risk of skin cancer. Suspicious skin lesions should be Hydrochlorothiazide + enalapril maleate combination: Musculoskeletal, Less frequent | Gout, arthralgia
promptly examined potentially including histological examinations of biopsies. ive tissue
ENAP-CO should not be used by patients who have had previous and/or current System Organ Class | Frequency Side effects and bone disorders | Frequency Muscle spasm
basal cell carcmomas and/or squamous cell carcinomas of the skin and/or lip (see - - unknown
section 4.3 and 4 Neoplasms benign | Frequency Non-melanoma skin cancer (basal - — — -
Lithium: and malignant unknown cell carcinoma and squamous cell E?sr:)eliglrlsd urinary F:I']ek%enfc]‘y Interstitial nephritis, glycosuria

- i i i i ul wi
The combination of lithium with enalapril and diuretic medicines, including g:gl:gwgst):ysts carcinoma)
hydrochlorothiazide (as in ENAP-CO), is generally not recommended (see sections General disorders Less frequent | Fever
4.3and 4.5 Blood and Less frequent | Decreases in haemoglobin, decreases and administrative
Anti-doping test: lymphatic system in haematocrit, decrease in platelets site conditions
Hydrochlorothiazide can produce a positive analytic result in an anti-doping test. isorders :gija‘s"tlrhcngn%eH::#tg}yﬁg)a%@hétrggcagﬁgg c iption of o .
Choroidal effusion, acute m Jopm and secondary angle-closure glaucoma: thrombocytopaenia, agranulocytosis, Eye disorders: Cases of choroidal effusion with visual field defect have been
Sulfonamide orj sulfonamide derivative n}edlcmesh sucg als Pfydrochlorr(])thlazulje " bone marrow depression, leukopaenia, reported after the use of thiazide and thiazide-like diuretics.
can cause an idiosyncratic reaction resulting in choroidal effusion with visual fie ancytopaenia, lymphadenopath ? ”
defect, transient myopia and acute angle-closure glaucoma. Symptoms include gutoiﬁrﬁune disgas%s paihy. Heportrng of suspected adverse reect/ons L L
acute onset of decreased visual acuity or ocular pain and typically occur within Reporting sus%lected adverse reactions after authorisation of the medicine is
hours to weeks of drug initiation. Immune system Less frequent Avpersensmwty/ang|0edema important. It allows continued monitoring of the benefit/risk balance of the
Untreated acute angle-closure glaucoma can lead to permanent vision loss. The disorders ngioedema of the face, extremities, medicine. Healthcare grofesslonals are requested to report any suspected adverse
primary treatment is to discontinue medicine intake as rapidly as possible. |Ips tongue, glottis and/or larynx) drug reactions to SAHPRA via the Med Safety APP (Medsafety X SAHPRA) and
Prompt medical or surgical treatments may need to be considered if the intraocular - - eReporting platform (who-umc.org) found on the SAHPRA website.
pressure remains uncontrolled. Risk factors for developlnF acute angle-closure Endocrine disorders | Frequency Syndrome of mapproprlate antidiuretic An email can be sent directly to the company, pharmacovigilance@
glaucoma may include a history of sulfonamide or penicillin allergy. unknown hormone secretion (SIADH) pharmadynamics.co.za, to ensure safety of the product.
Information on excipients of ENAP-CO: Metabolism and Frequent Hypokalaemia, cholesterol increase, 4.9 Overdose
ENAP-CO contains lactose. Patients with the rare hereditary problems of galactose nutrition disorders triglycerides increase Signs and symptoms:
r(ntfleée’mf (;t(o)tal lactase deficiency or glucose-galactose malabsorption should not Less ¢ | ' h t Enalapril Maleate:
ake ess frequent | Hyperglycaemia, hyperuricaemia, gou
ENAP-CO contains lactose which may have an effect on the glycaemic control of hypog?ycaemla hyponatraemia %Sg%srﬁg?efr g&rﬂgﬂlrys gtft‘taerralt:]tggssggnbgfh ﬁRFe%%O?eﬁT{%Zcf?é?nmﬁgﬁﬁide of the
pat|ent€OW|th e co Psychiatric Less frequent | Decreased libido renin-angiotensin system, and stupor.

NAP-CO contains sodium. ENAP-CO contains less than 1 mmol (23 mg) sodium disorder: Symptoms associated with an overdose of enalapril, include anxiety, bradycardia,
per tablet, that is to say essentially ‘sodium-free’. sorcers circulatory shock, cough, dizziness, electrolyte disturbances, hyperventilation,
Elderly Use: Nervous system Frequent Dizziness, insomnia, paraesthesia, palpitations, renal failure and tachycardia.

No significant differences in efficacy and tolerability were identified in elderly or disorders headache, depression, syncope, taste Hydrochlorothiazide:
younger hypertensive patients when enalapril maleate and hydrochlorothiazide alteration Overdosage with ENAP-CO is commonly associated with signs and symptoms
were administered concomitantly. Less frequent | Nervousness, somnolence, vertiao caused by electrolyte depletion (hypokalaemia, hypochloraemia, hyponatraemia)
Paediatric population q! paresis due toh pokalaernla cogm‘hslon and dehydration resulting from excessive diuresis. Hypokalaemia may accentuate
The safety and efficacy of ENAP-CO in children have not been established. dream abnorma?’ty sleep disorders cardiac dysrhythmias if digitalis has also been administered.
451 ion with other medicines and other forms of interaction " — Management of overdose:
Other antihypertensive therapy: Eye disorders Frequent Blurred vision Treatment is symptomatic and supportive. The following measures have been
When other antihypertensive medicines are taken concomitantly with ENAP-CO the Frequency Choroidal effusion suggested: induction of emesis and/or correction of dehydration, electrolyte
hypotensive effects of enalapril maleate and hydrochlorothiazide may be increased. unknown imbalance and hypotension using established procedures which should be
Blood pressure may be further reduced if ENAP-CO is combined with nitroglycerine introduced within 2 hours after ingestion. Haemodialysis can be used to remove
and other nitrates, or other vasodilators. Ear and labyrinth Less frequent | Tinnitus enalaprilat from the general circulation.
The combination of ENAP-CO with gan(};homc blocking or adrenergic blocking disorders
medicines, should only be considered if the patient can be kept under careful 5. PHARMACOLOGICAL PROPERTIES
observation. Cardiac disorders | Frequent Chest pain, palpitations, tachycardia, 5.1 Pharmacodynamic properties
Lithium: rhythm disturbances, angina pectoris ir&%rmlcmgaggumtltﬁ r?;ggﬁsfgents acting on the renin-angiotensin system and
The combinaﬁon of lithium and diuretics should be avoided. Renal clearance of Less frequent | Flushing, myocardial infarction, ATC code: CO9BA02
lithium is reduced by diuretic medicines and ACE-inhibitors, exposing patients to a cerebro%’/ascular accident, possibly Pharmacological classification: A 7.1.3 Vascular medicines — Other hypotensives
high risk of lithium toxicity (see section 4.3). due to non-orthostatic hypotensmn in Mechanism of action
Nonsteroidal anti-zil}g%?n;)am{]yl:i{ugs (NSAIDs) including selective high-risk patients The combination tablet of an angiotensin-converting enzyme (ACE) inhibitor
cyclooxygenase- inhibitors: \
Nonstaroidl annfammlorydrugs NSADS)incuding sletve frequency | Raynaud's phenomenon Lt aniyperianse eioc The aciue Moo, anaapa, s fymed by
cyaloeﬁygene;she -2 IRthI_tOI’S gX 2 |nhT|lrJ]|t0r?) malty1 redutcle theneffect of f(%lurtetlfcs unknown hydrolysation of enalapril maleate.
and other antihypertensive medicines. Therefore, the antihypertensive effect of : : : : :
ENAP-CO may be attenuated by NSAIDs including selective COX-2 inhibitors. Vascular disorders | Frequent Orthostatic effects including hypotension 5.2 Phar Kinetic properties
The coadministration of NSAIDS (including COX-2 inhibitors) and ENAP-CO exertan | Respiratory, Frequent Cough Enalapril maleate
additive effect on the increase in serum potassium and may result in a deterioration | thoracic and Absorption:
of renal function. These effects are usually reversible. Rarely, acute renal failure mediastinal Less frequent | Dyspnoea, rhinorrhoea, sore throat and | When administered orally, enalapril maleate is rapidly absorbed, and peak serum
may oceur, 93990'3”% in patients with compromised renal function (such as the disorders hoarseness, bronchospasm/asthma, concentrations are achieved within one hour. Approximately 60 % of an oral dose is
elderly or patients who are volume-depleted, including those on diuretic therapy). pulmonary infiltrates, respiratory absorbed from the gastrointestinal tract, as was shown by urinary recovery studies
Therefore, the combination should be administered with caution in patients with distress (including pneumonitis and ’
comprom|sed renal function. pulmonary oedema), rhinitis, allergic Thg1 absortptlont oftorallltenatla%nl m)z(atleatte f|s Eot |n{|uenceé1r=)yd th? pres?nce Iof folod
Dual blockade of the RAAS with ARBs, ACE inhibitors or aliskiren: alveolits/eosinophilic pneumonia I B, e X o Alarpon anC Myeroyls 07 shalapri
Clinical trial data has shown that dual blockade of the renin-angiotensin- Castromtastinal Froquant Nausea, dlanfioss, vamiing, dbdomina maleate are similar for the various doses in the recommended therapeutlc range.
aldosterone system (RAAS) through the combined use of ACE inhibitors, angiotensin | gisorders pain g ) g Distribution: .
] recteptor ﬁlockrers %r allsklrehn is aksslomated W(Ijﬂ(lja hlgherj frequle]ncy (t)f ad(verse E]nglaat%gt[sn\jlvlﬁﬁtsocrlrggls?gr}gr}fmfcctﬁ)nr}als'gaaré;egtate serum concentrations of
events such as y{)o ension, hyperkalaemia and decreased renal function (see Less frequent | Dry mouth, flatulence, dyspepsia, r r \ te serun 0
sections 4.3 and 4.4). abdominal pain, constlpatlon enalaprilat are achieved by the fourth day of administration of enalapril maleate.
Angiotensin converting enzyme (ACE) inhibitors: pancreatitis, ileus, anorexia, gastric Biotransformation: ) ) ) _ '
Concomitant use of fluoroguinolones and ACE inhibitors such as ENAP-CO may Irritations, peptic ulcer, Stomi_itltIS/ Except for conversion to enalaprilat, there is no evidence for significant metabolism
precipitate acute kidney injury (AKI). Reports indicate that AKI occurred soon after aphthous ulcerations, glossitis, of enalapril maleate.

ABE IRiD0rs and TorbaLINOIoneS 10 proGIato AKL .2 s eHectTor ol ACE. sl aigootens B RS 5 o SN TN-Cvarand SeiTHG WA P

inhibitors and fluoroquinolones to precipitate AK| is a class effect for al - P - - i I i verti zyme inhibi u
inhibitors and not just enalapril and also a class effect of all fluoroguinolones not H%%ﬁ&%lzlsllary Less frequent ?n?gatilnce ffa;{gll’)eyh'ee%%tittlicsn—egli’%se? concentrations of enalaprilat occur 3 - 4 hours after an oral dose of enalapril
lrst with ciprofloxacin. he ztocellular' of ’c)holestanc aundice, maleate. The principal components in urine are enalaprilat, accounting for about

he mechanism of the possible interaction between the different classes of the hpl it o | tient 40 % of the dose, and intact enalapril maleate. Except for conversion to enalaprilat,
medicines, over and above different mechanisms of kidney damage, is unknown e ?hecys s (t'” pahlriulethm patients there is no evidence of significant metabolism of enalapril maleate. The serum
(see section 4.3). with pre-existing cholelithiasis) concentration profile of enalaprilat exhibits a prolonged terminal phase, apparently
Enalapril maleate: Skin and Frequent Rash associated with binding to ACE.
Serum Potassium: subcutaneous , , i Elimination:
The potassium losing effect of thiazide diuretics, such as hydrochlorothiazide is tissue disorders Less frequent | Diaphoresis, pruritus, Stevens-Johnson | Excretion of enalapril maleate is primarily renal. The principal components in urine
normally diminished by the effect of enalapril. syndrome, erythema multiforme, are enalaprilat, accounting for about 40 % of the dose, and intact enalapril maleate.
Hyperkalaemia may develop in the presence of risk factors such as renal exfoliative dermatitis, toxic epldermal The effective half-life for accumulation of enalaprilat following multiple doses of
insufficiency, diabetes mellitus and concomitant use of potassium-sparing diuretics necrolysis, purpura, cutaneous oral enalapril maleate is 11 hours.
(e.g. eplerenone, spironolactone, triamterene or amiloride), potassium supplements, lué)nlisﬁrﬁugiﬂﬁgﬁ?aﬁ;yﬁgﬁderma’ Renal impairment:
or potassium contalnlng salt substltutes (see sectlon 4.3). pemphig - alop Enalaprilat may be removed from the general circulation by haemodialysis.
Diuretics (h, Frequency A symptom complex has been reported o
When startmg therapy with enalapnl (as in ENAP- C'O) prior treatment with unknown which may include some or all of the I'Ay,gm;hllgzothlazme
t[1)|gh d({se d;uretu:fsgﬂgy Iecag to arisk of hypotlensmnfamlitvotluwe delrljletéon " follo;mn fevetr Serrltrstltlsl vae}s?#hlrtr(s When administered orally, hydr iazide joavailability of 71 % = 15 %.
iscontinuation o or increasing volume of salt intake, will reduce these myalgia/myositis, arthralgia/arthritis, y
hypotenswe eﬁects a|post't'ée a%nu c)lle[ar aghbody ; :yd‘rolc)hltorothlande crosses the placental, but not the blood-brain barrier.
p p " elevated erythrocyte sedimentation istribution:
te, eosinophilia and leucocytosis, When plasma levels of hydrochlorothiazide have been followed for at least 24
Taklng certain anaesthetics, antlpsychotlcs or tricyclic antidepressants concurrently ra i
with enalapril (as in ENAP- CO) may further reduce blood pressure (see sections &'?Jﬁii?:{ﬁ%'ﬁy ne;ot()fl:g[]?e({jrfr:]atologm heurs, the plasm.a half-life has been observed to vary between 5,6 and 14,8 hours.
43.and4.) Fash withcasinopiia an systemic oo s not metabalised but s eiminated rapily by the kidne
Sympathomimetics: symptoms (DRESS) syndrome). v pidly by Y-
The antihypertensive effect of ENAP-CO may be reduced by sympathomimetics. Elimination:
Musculoskeletal, Frequent Muscle cramps Hydrochlorothiazide is not metabolised but is eliminated rapidly by the kidney. At
Gold: connective tissue least 61 % of the oral dose is eliminated unchanged within 24 hours.
In patients on theraﬁy with injectable gold (sodium aurothiomalate) and and bone disorders | Less frequent | Arthralgia
concomitant ACE inhibitor therapy with ENAP-CO, nitritoid reactions (with 5.3 Preclinical safety data
symptoms including facial flushing, nausea, vomiting and hypertension) have been | Renal and urinary | Less frequent | Renal dysfunction, renal failure, Not applicable.
reported. disorders proteinuria, oliguria, interstitial nephrltls .
Alcohol: " 6. PHARMACEUTICAL PARTICULARS
The hypotensive effect of enalapril maleate, as in ENAP-CO, is enhanced by alcohol. Eegt?n("lu:;g’greast Less frequent | Impotence, gynagcomastia 6.1 List of excipients
Y Lactose monohydrate
gnﬂdlabeﬂgsb I(ar(ajl Tedlcn:es and '"ff"”{') it risk of hyodls b disorders Magnesium stearate
n increased blood-glucose lowering effect with risk of hypoglycaemia may e n - -
E?\IILAS;% gy concurert gdtmlnlstaatlon 0{ ACE inhibiors, |nc|ud?n3 enalapril (i okl in gﬁs‘;’gr‘"‘}:lsig{g;ﬁe Frequent Fatigue, asthenia M%'Z&;mgd starch
and antidiabetic medicines (oral hypoglycaemic medicines, insulins). T ni ;
This increase appears more likely to occur during the first weeks of combined site conditions Less frequent | Malaise, fever Sodium hydrogen carbonate
treatment, and in patients with impaired renal function. Investigations Less frequent | Increases in blood urea, increases in o
Acetylsalicylic acid (e.g. aspirin), thrombolytics and B-blockers: serum creatinine, elevations of liver 6.2 Incompatibilities
Enalapril can be safely administered concomitantly with acetylsalicylic acid (at enzymes, elevations of serum bilirubin, Not applicable.
cardiologic doses), thrombolytics and B-blockers. hyperkalaemia .
N 6.3 Shelf life
Allopurinol: 3 years
The concurrent use of ACE inhibitors, such as enalapril and allopurinol might Enalapril maleate:
increase the risk of neutropaenia/a j;ranulocytosrs and serious infection especially in 6.4 Special precautions for storage
renal impairment (section 4.3 and System Organ Class | Frequency | Side effects l§totre %tfor bellohwt 30d Cin a dry place.
Other that ma) the risk of rotect from light and moisture.
Mammalian target of rap}.;mycin (mTOR) inhibitors: Blood and Less frequent | Decreases in haemoglobin and Keep blisters in carton until required for use.
Patients taking concomitant mTOR inhibitor (e.g. temsirolimus, sirolimus, lymphatic system hﬁematocrlt neutropaenia,
everolimus) therapy may be at increased risk for angioedema (see section 4.3 disorders thrombocytopaenia, bone marrow 6.5 Nature and contents of container
and 4.4) ?ne%n%zsloﬂr :Snsag;ﬂlaaré:g%lggﬁyéosls Available in cold formed OPA/AI/PVC film and aluminium foil blisters of 30 tablets
Uf | I
Neprilysin inhibitors: Iyryrlphadg?topathy p: P packed into a printed outer carton.
Patients receiving concomitant ACE inhibitor and neprilysin inhibitor therapy (e.g. — - - 6.6 Special precautions for disposal
sacubitril, racecadotril) may be at increased risk for angioedema (see section 4.4). Immune system Frequent Hypersensitivity/angioedema, which i i
! e No special requirements.
The concomitant use of enalapril with sacubitril/valsartan is contraindicated, as the | disorders may be fatal, of the face, extremities,
concomitant inhibition of neprilysin and ACE may increase the risk of angioedema. lips, tongue, glottis and/or larynx 7. HOLDER OF THE CERTIFICATE OF REGISTRATION
Sacubitril/valsartan must not be started until 36 hours after taking the last dose of . . . . Pharma Dynamics (Pty) Lt
enalapril therapy. Enalapril therapy must not be started until 36 hours after the last Less frequent | Autoimmune diseases, intestinal 14 Floor Gral evine&touse Steenberg Office Park
dose of sacubitril/valsartan (see sections 4.3 and 4.4). angioedema Silverwood Close !
Co-tri £ Endocrine disorders | Frequency | Syndrome of inappropriate antidiuretic | Westiake, 7945
Patients taking concomitant co-trimoxazole (trimethoprim/sulfamethoxazole) may unknown hormone secretion (SIADH) Cape Town, South Africa
be at increased risk for hyperkalaemia (see section 4.4). - - - Tel: +27 21 707 7000
Metabolism and Less frequent | Anorexia, hypoglycaemia or 0860-PHARMA (742 762)
Hydrochlorothiazide: nutrition disorders
Non-depolarising muscle relaxants: 8. REGISTRATION NUMBER
Responsiveness to tubocurarine may be increased during ENAP-CO. Psychiatric Frequent Depression A34/7.1.3/0088
Antidiabetic medicines (oral and i disorders '
The dosage of the antidiabetic medicine (|nsu||n and ora medicines) may have to Less frequent | Confusion 9. DATE OF FIRST AUTHORISATION
be adjusted. al_erv%us system Frequent Headache 30 November 2000
Treatment with a thiazide may influence glucose tolerance. Metformin should isorders ; ; 10. DATE OF REVISION OF THE TEXT
be used with caution because of the risk of lactic acidosis induced by possible Less frequent | Abnormal dreams, insomna, 1? Octobe(r’2024 SI0
functional renal failure linked to hydrochlorothiazide. ggggglse':%:' splge%egisgrsdlg'rs vertigo
Alcohol, barbiturates or narcotics: - — :
Hydrochloroth|a2|de (as in ENAP-CO) may potentiate orthostatic hypotension. Eye disorders Frequent Blurred vision
Cholestyramine and colestipol resins: Ear and labyrinth | Less frequent | Tinnitus
The presence of anionic exchange-resins impairs the absorption of disorders
hydrochlorothiazide, as contained in ENAP-CO. Cholestyramine and colestipol ZAMBIA:[POM]051/011
resins, in single doses, bind the hydrochlorothiazide and reduce its absorption from | Cardiac disorders Frequent Myocardial infarction, cerebrovascular !
the gastrointestinal tract by up to 85 % and 43 %, respectively. accident (secondary o excessive MOZAMBIQUE: 4500
Im,;r7alsmg of the QT interval (e.g. quinidine, procainamide, amiodarone, Bglr?tggrs&?anclrh'ylt?ll:'n r:ﬁ&ﬁ?gfgct:s ), chest
50!
Increased risk of torsade de pointes. angina pectoris, tachycardia
lf'lrr]gaxm fthe h n " i ( § I Less frequent | Palpitations
e response of the heart to the toxic effects of digoxin (e.g. increased ventricular " — — -
irritability) can be sensitized or exaggerated by hypokalaemia. Vascular disorders | Frequent Egﬁ:)';‘t’g%hhgygéfgﬁs'?gng'”:#gg?e
Corticosteroids, ACTH:
Increased electrolyte ion, particularly hypc may occur. Less frequent | Orthostatic hypotension, Raynaud’s
Kaliuretic diuretics (e.g. f . or ive abuse: phenomenon, flushing
The loss of magnesium and/or potassium may be increased by hydrochlorothiazide Respiratory, Frequent Cough, dyspnoea
(as in ENAP-CO). thoracic and Less ¢ | Bronch Jasth |
Pressor amines - adrenaline (epinephrine): mediastinal 6 Irequent | Broncnospasmy/asthma, puimonary
A decreased response to pressor amines may occur, but this is generally not disorders Htflltrates rhu;]orrthoea”sore thlroatl ?”?
sufficient to preclude their use. eggﬁg;ﬁﬁfc Ln'gblﬁoﬁ.;frg'c alveolitisy
Cy ics (.g. cy hamide, ): ) —
The renal excretion of cytotoxic medicines may be reduced and their Gastrointestinal Frequent Abdominal pain, diarrhoea, nausea,
myelosuppressive effects increased by hydrochlorothiazide (as in ENAP-CO) disorders taste alteration
Medicines used to treat gout (p id, sulfir and Less frequent | Constipation, dyspepsia, glossitis, ileus,
A dose adjustment of uricosuric agents may be necessary, as hydrochloroth|a1|de intestinal angioedema, pancreatitis,
may increase the level of serum uric acid. An increase in the dose of probenecid or stomatitis, vomiting, dry mouth, peptic/
sulfinpyrazone may be necessary. Co-administration of a thiazide may increase the aphthous ulcer, flatulence
|nc|dence of hypersensitivity reactlons to aIIopurlnoI — — —
gic agents (e.g. Hepatobiliary Less frequent | Hepatic failure, hepatitis — either
Increase the bluavanablllty of thla2|de diuretics by decreasing gastrointestinal disorders hepatocellular or cholestatic, jaundice
motility and stomach emptying rate. Skin and Frequent Rash
Salicylates: subcutaneous
Hydrochlorothiazide may enhance the toxic effect of high dose salicylates on the tissue disorders Less frequent a‘gﬁﬁg:,?ng'%%‘;zgg'\fe %g:%%’{l‘ﬁs
central nervous system. pruritus, pemphlgus Stevens-Jofinson
Methyldopa: ) . . ) ) syndrome, toxic epidermal necrolysis,
Isolated cases of haemolytic anaemia occurring during concomitant use of urticaria
hydrochlorothiazide and methyldopa have been reported.
Frequency Photosensitivity, a symptom complex,
Cyclosporin: unknown which may include fever, serositis,
Concomitant treatment with cyclosporin may increase the risk of hyperuricaemia vasculitis, myalgia, myositis, arthralgla/
and gout- type complications. arthritis, a positive antinuclear antibody,
Carbamazepine: elevated erythrocyte sedimentation rate,
Risk of symptomatic hyponatraemia. Clinical and laboratory monitoring is required. eosinophilia and leukocytosis, has been
reported. Dermatologic manifestations,
lodinated contrast media: stich as rash or photosensitivity may
In case of dehydration caused by diuretics, the risk of acute renal failure is ocour
increased, especially when using large doses of iodinated contrast media.
Patients should be rehydrated before use. Musculoskeletal, Frequent Asthenia
. . connective tissue
4.6 Fertility, pregnancy and lactation and bone disorders | Less frequent | Muscle cramps
Enalapril maleate .
Pregn Frequency Gout, arthralgia
ghe usetoe’ ENAP- Ct? |sI é:%ntra}ndma‘tjedf(zgnng tpret nlarncy 5 1o the ot § unknown
regnant women should be informed of the potential hazards to the foetus an -
must not take ENAP-CO during pregnancy (see section 4.3). Patients planning E_enaldand urinary Less frequent Rer{al dysfunction, renal failure, oliguria,
gregnancy tsatgnlulﬁ %e crftatr;’ged ft(IJ aflternatlve antlhypertel‘;vsrllve tr which isorders proteinuria
ave an established safety profile for use in pregnancy. When pregnancy is i i
diagnosed, treatment with ENAP CO should be stopped immediately and if Eigtg’rgu:r::}'%reast Less frequent | Impotence, gynaccomastia
appropriate, alternative therapy should be started. disorders
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 General disorders Frequent Fatigue
cardiovascular (atrial and/or ventricular septal defect, pulmonic stenosis, patent and administrative
ductus arteriosus) and central nervous system (mlcrocephaly spina bmda) and of site conditions
kidney malformations.
Investigations Frequent Serum creatinine increases,
hyperkalaemia
Less frequent | Increases in blood urea, hyponatraemia,
raised liver enzymes and/or serum
‘ bilirubin levels
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PATIENT INFORMATION LEAFLET
SCHEDULING STATUS
ENAP co 20,0/12,5  mg tablets
I and h

ENAP-CO contains sugar (Iactose monohydrate 122,16 mg)
Essentially ‘sodium free’.

Read all of this leaflet carefully before you start taking ENAP-CO

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

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

* ENAP-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 ENAP-CO is and what it is used for

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

4. Possible side effects

5. How to store ENAP-CO

6. Contents of the pack and other information

1. What ENAP-CO is and what it is used for

ENAP-CO contains two active substances: enalapril maleate and
hydrochlorothiazide and belongs to a group of medicines called antihypertensives
(medicines that lower your blood pressure).

ENAP-CO is used to treat hypertension (high blood pressure). Your doctor will
usually prescribe ENAP-CO when your blood pressure has already been controlled
after taking both the individual active ingredients of this medicine separately.

2. What you need to know before you take ENAP-CO

Do not take ENAP-CO:

« if you are hypersensitive (allergic) to enalapril, hydrochlorothiazide, or to any of
the ingredients of ENAP-CO (see section 6)

 if you have previously been treated with medicines of the same type as

ENAP-CO and have experienced allergic reactions with difficulties in 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-CO, again

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)

if you have severe kidney problems (e.g. you are not passing urine)

if you have a narrowing of the blood vessels to both kidneys or to a single kidney

if you have aortic stenosis, a narrowing of the aortic valve opening between the

left ventricle (large pumping chamber of the heart) and the aorta (the main artery

leading away from the heart)

if you have liver problems or disease

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)

if you have Addison’s disease (a disorder in which the adrenal glands situated on

top of your kidney do not produce enough hormones)

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

if you are taking aliskiren-containing products (to treat high blood pressure)

if you have kidney problems and/or are elderly, and you are taking

fluoroquinolones (type of antibiotic) such as ciprofloxacin or levofloxacin with

ENAP-CO, contact your doctor to re-evaluate your treatment

if you are being treated with sacubitril/valsartan, a medicine for heart failure

if you have previously had or currently have cancer of the skin and/or lip

if you are pregnant, think you may be pregnant, plan to become pregnant or

are breastfeeding. A different medicine should be taken if you are planning a

pregnancy

e if you suffer from porphyria (a rare blood disorder).

Warnings and precautions

Take special care with ENAP-CO:

Before you take ENAP-CO you must inform your pharmacist or doctor:

« if you are pregnant or think you may be pregnant. You must not take ENAP-CO
(see Pregnancy and breastfeeding)

« if you have a history of angioedema (a severe allergic reaction) to medicines. The

signs may be itching, rash, wheezing or swelling of your hands, throat, mouth or

eyelids

if you are taking either of the following medicines used to treat high blood

pressure:

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

«+ aliskiren

if you are about to undergo desensitization therapy due to allergy against bee or

wasp stings

if you are about to receive a treatment called low-density lipoprotein (LDL)

apheresis, which removes cholesterol from your blood using a machine

tell your doctor if you are taking an mammalian target of rapamycin (mTOR)

inhibitor (e.g. temsirolimus, sirolimus, everolimus: medicines used to treat

certain types of cancer or to prevent the body’s immune system from rejecting a

transplanted organ), you may be at increased risk for an allergic reaction called

angioedema

if you suffer from low blood pressure. You may notice this as feeling dizzy or

light-headed, especially when standing up

if your body lacks salt due to a low salt diet, or you have recently lost a lot of

body fluids through taking strong water tablets (diuretics), or due to vomiting or

diarrhoea

if you have heart problems

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

having kidney dialysis

if you have fluid or electrolyte imbalances. The electrolyte imbalance must be

corrected before you start treatment with ENAP-CO. Warning signs of fluid or

electrolyte imbalance are dry mouth, thirst, weakness, tiredness, sleepiness,
restlessness, muscle pain or cramps, muscle tiredness, low blood pressure,
reduced frequency of urination, fast heartbeat, nausea and vomiting. Your doctor
may want to monitor the different levels of salt or electrolytes in your blood,
especially if you have kidney problems

if you are taking fluoroquinolones (type of antibiotic) such as ciprofloxacin or

levofloxacin with ENAP-CO, contact your doctor to re-evaluate your treatment

if you are taking potassium supplements, potassium containing salt substitutes,

or other medicines that may increase potassium in your blood (e.g. medicines

used to prevent blood clots such as heparin, medicines used to treat infections
such as trimethoprim, water tablets called potassium-sparing diuretics such as
spironolactone, eplerenone, triamterene or amiloride)

if you have liver problems

if you are going to have surgery or be given an anaesthetic. You must tell your

doctor before surgery that you take ENAP-CO since you may experience a

sudden drop in blood pressure

if you have diabetes or if you have gout, your need for insulin and other
treatment against diabetes may be altered. You should monitor your blood for
low blood glucose levels, especially during the first month of treatment

if you experience coughing

if you have collagen vascular disease (a disease which affects the connective
tissue which forms the support system for your body)

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

if you are taking allopurinol (used for the treatment of gout), or procainamide
(used to treat abnormal heart rhythms)

if you develop an infection (symptoms may be high temperature or fever), you
should let your doctor know immediately. Your doctor may take a blood sample
from time to time to check your white blood cell count

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

if you have had skin cancer or if you develop an unexpected skin lesion (unusual
growth of skin) during the treatment. Treatment with hydrochlorothiazide,
particularly long-term use with high doses, may increase the risk of some types
of skin and lip cancer (non-melanoma skin cancer). Protect your skin from sun
exposure and UV rays while taking ENAP-CO

if you are taking lithium, used for the treatment of some psychiatric illnesses

if you experience a decrease in vision or eye pain. These could be symptoms

of fluid accumulation in the vascular layer of the eye (choroidal effusion) or an
increase of pressure in your eye and can happen within hours to weeks of taking
ENAP-CO. This can lead to permanent vision loss, if not treated. If you have had
ahpenicillin or sulfonamide allergy earlier, you can be at higher risk of developing
this.

Routine tests

When you first start to take ENAP-CO, your doctor will monitor your blood pressure
frequently to ensure you have been given the correct dose. In addition, for some
patients the doctor may want to do some tests to measure your potassium, sodium,
magnesium, creatinine and liver enzyme levels. Your doctor may also check your
kidney function.

Tell your doctor if you have or will take an anti-doping test since this medication
can produce a positive result.

Children and adolescents
DO NOT give ENAP-CO to adolescents and children younger than 18 years as safety
and efficacy have not been established.

Other medicines and ENAP-CO

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

* other angiotensin-converting enzyme (ACE) inhibitors or aliskiren (used to treat
high blood pressure) or angiotensin Il receptor blockers (ARBs) also known as
sartans e.g. valsartan, telmisartan, irbesartan, etc

other medicines used to treat high blood pressure such as medicine containing
aliskiren nitroglycerine, nitrates and vasodilators, as they may add to the blood
pressure lowering effects of ENAP-CO and increase the frequency of side effects
lithium used to treat depression or mood disorders (see Do not take ENAP-CO)
nonsteroidal anti-inflammatory drugs (NSAIDs) including aspirin (used to treat
pain and inflammation)

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

* potassium sparing water tablets (diuretics) such as eplerenone, spironolactone,
triamterene or amiloride), potassium supplements or potassium-containing salt
substitutes

water tablets (diuretics) e.g. thiazides, furosemide, bumetanide

tricyclic antidepressants used for depression, antipsychotics used for severe
anxiety or anaesthetics may further reduce your blood pressure

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

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

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

allopurinol, probenecid or sulfinpyrazone (medicines used for the treatment of
gout

mammalian target of rapamycin inhibitors (e.g. temsirolimus, sirolimus,
everolimus): medicine used to treat cancer or for the prevention of the rejection
of an organ after an organ transplant. The risk of angioedema (swelling of the
face, lips, tongue or throat with difficulty in swallowing or breathing) may be
increased

* a medicine containing a neprilysin inhibitor such as sacubitril (available as
fixed- dose combination with valsartan) and racecadotril. The risk of angioedema
(swelling of the face, lips, tongue or throat, with difficulty in swallowing or
breathing) may be increased

co-trimoxazole, used to treat certain bacterial infections, such as pneumonia
(a lung infection), bronchitis (infection of the tubes leading to the lungs), and
infections of the urinary tract, ears, and intestines

muscle relaxants (e.g. tubocurarine used to relax muscles during operations)
barbiturates (sedatives used for sleepiness or epilepsy), alcohol or opioid
analgesics (medicine used to treat pain e.g. tramadol, pethidine, codeine)
cholestyramine and colestipol (used to help control cholesterol levels)
quinidine, procainamide, amiodarone or sotalol (used to treat abnormal heart
rhythms)

digoxin (used to treat heart rhythm problems)

corticosteroids (therapy for certain conditions such as rheumatism, arthritis,
allergies, asthma or certain blood disorders)

adrenocorticotropic hormone (ACTH) (to test whether your adrenal glands are
working properly)

carbenoxolone (used to treat stomach ulcers)

excessive use of laxatives

medicines for the treatment of cancer (e.g. methotrexate, cyclophosphamide)
atropine (used during anaesthesia)

biperiden (used alone or together with other medicines to treat Parkinson’s
disease)

methyldopa (used to treat high blood pressure) due to the risk of a condition
called haemolytic anaemia

cyclosporin (used to prevent transplant rejection)

carbamazepine (used to prevent and control seizures)

medicines containing iodine that are given to patients to enhance the ability to
see blood vessels and organs on medical images such as X-rays or computed
tomography (CT) scans.

ENAP-CO with food and drink

ENAP-CO taken together with alcohol may cause dizziness or light-headedness.
ENAP-CO can be taken at any time of the day, with or without food.

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-CO.

DO NOT take ENAP-CO if you are pregnant, plan to become pregnant, or think that
you are pregnant. Contact your healthcare provider immediately.

DO NOT take ENAP-CO during breastfeeding.

Driving and using machines

Medicines which lower blood pressure may cause dizziness, drowsiness or blurred
vision. Please make sure you know how ENAP-CO affects you before driving or
using machinery. It is not always possible to predict to what extent ENAP-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
ENAP-CO affects them.

ENAP-CO contains lactose
ENAP-CO contains lactose. If you have been told by your doctor that you have an
intolerance to some sugars, contact your doctor before taking ENAP-CO.

ENAP-CO contains sodium
ENAP-CO contains less than 1 mmol (23 mg) sodium per tablet, that is to say
essentially ‘sodium-free’.

3. How to take ENAP-CO

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

Adults:
The usual dose is one tablet taken once a day. Your doctor may increase the dose
to two tablets taken once a day.

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

In any patient with kidney problems ENAP- CO must not be used as initial therapy.

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

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

If you take more ENAP-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:

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

If you forget to take ENAP-CO

If you forget to take ENAP-CO, 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-CO

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-CO can have side effects.

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

If any of the following happens, stop using ENAP-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

e fainting.

These are all very serious side effects. If you have them, you may have had a
serious allergic reaction to ENAP-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:

e changes to your heart function, signs of which may include the following: chest
pain, irregular or rapid heart rate, heart attack or stroke (in high risk patients)
inflammation of the liver (hepatitis) including death of liver tissue or failure of the
liver, blockage of flow of bile from the liver (cholestasis) with symptoms such as
severe pain in the stomach and back, nausea, vomiting and yellow pigmentation
of skin and eyes (jaundice)

inflammation of the pancreas (pancreatitis)

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

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

severe allergic reaction that has numerous symptoms including skin rash,

fever, increased sensitivity to sunlight, swelling of glands, inflammation of blood
vessels (vasculitis) and of the tissues lining the lungs, heart and stomach (with
symptoms such as pain in the stomach, chest, joints or muscles) and abnormal
blood results.

This type of allergic reaction is known as drug reaction with eosinophilia and
systemic symptoms (DRESS)

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

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

pemphigus, a skin disease in which watery blisters form on the skin

macular eruption or ‘butterfly rash’ (erythema and oedema of cheeks, sparing
nasolabial folds) lasting hours to days, as well as erythematous papular rash

on arms, sometimes forming large plaques and spreading widely. This may be
cutaneous lupus erythematosus

Less frequent side effects:

* you may feel unwell due to changes to the content of your blood; your doctor will
usually detect these changes in a blood test

increased blood sugar levels (hyperglycaemia), or decrease in blood sugar

levels (hypoglycaemia) which could include symptoms such as thirst, increased
urination, blurred vision, ion, anxiety and shakiness, increased levels of
uric acid in the blood that causes attacks of gout in some patients

gout (a type of arthritis, which often starts in the big toe)

decreased sex drive, impotence

problems sleeping, pins and needles, headache, nervousness, sleepiness, vertigo
(spinning sensation), confusion, abnormal dreams, restlessness

ringing in the ears (tinnitus)

low blood flow to your fingers and toes causing redness and pain (Raynaud’s
phenomenon)

shortness of breath, difficulty breathing or asthma, accumulation of fluid or other
substances in the lungs (seen on X-rays), runny or sore throat and hoarseness
dry mouth, wind, indigestion, pain around your stomach area, constipation,
swollen and tender stomach, changes in taste, inflammation of the tongue, a
blockage in the intestine, pain, swelling or ulcers in the mouth, anorexia

rash, excessive sweating, excessive itchiness or redness of your skin with loss
of skin and hair or baldness (alopecia) small fluid-filled bumps on the skin,
sensitivity of the skin to sunlight

muscle or joint pain

autoimmune diseases (diseases in which the body’s immune system attacks
healthy cells)

swelling of the breast tissue in males (gynaecomastia)

general feeling of discomfort, illness, or unease, fever

confusion

flushing

gout (a type of arthritis, which often starts in the big toe).

The following side effects have been reported but the frequency for them to occur
is not known:

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

infection of salivary glands (sialadenitis) with symptoms such as pain,
tenderness, redness and swelling in the affected area

yellow vision (xanthopsia)

decrease in vision or pain in your eyes due to high pressure (possible signs of
fluid accumulation in the vascular layer of the eye (choroidal effusion) or acute
angle-closure glaucoma)

presence of glucose in the urine (glycosuria) after a urine test.

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 the SAHPRA website.

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

By repoégng side effects, you can help provide more information on the safety of
ENAP-

5. How to store ENAP-CO

Store all medicines out of reach of children.

Store at or below 30 °C in a dry place.

Protect from light and moisture.

Keep blisters in carton until required for use.

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

Return all unused medicine to your pharmacist.

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

6. Contents of the pack and other information

What ENAP-CO contains:

The active ingredients are enalapril maleate and hydrochlorothiazide.

ENAP-CO contains enalapril maleate 20,0 mg and hydrochlorothiazide 12,5 mg.

The other ingredients are:
Lactose monohydrate, magnesium stearate, maize starch, pregelatinised starch,
sodium hydrogen carbonate, talc.

What ENAP-CO looks like and contents of the pack
Round, white, flat tablets scored on one side with beveled edges.

ENAP-CO tablets are available in cold formed OPA/AI/PVC film and aluminium foil
blisters of 30 tablets, packed into a printed outer carton.
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blood disorders which can make the skin pale and cause bl 1ess,
weakness, bruising, increase 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)

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.

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:

 increase in cholesterol and triglycerides in the body (body fats)

 dizziness, insomnia, headache, depression, changes in taste, numbness, tingling,
pins and needles, cold, warmth, tingling pressure of the skin (paraesthesia),
feeling light-headed, low blood pressure (which may make you feel dizzy when
you stand up)

* blurred vision

e cough

 feeling or being sick, diarrhoea, change in taste, vomiting, abdominal pain

e muscle cramps

e feeling extremely tired or weak.
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PASIENTINLIGTINGSBLAD * u aan diabetes of jig ly, mag u behoefte aan insulien en ander behandeling teen  Bestuur en die hantering van masjiene Minder algemene newe-effekte:

diabetes aangepas word. U moet u bloed vir lae glukosevlakke, veral tydens die  Medisyne wat bloeddruk verlaag, mag duiseligheid, lomerigheid, of wasige sig e u mag ongesteld voel, weens veranderinge in u bloedinhoud; u dokter sal hierdie
SKEDULERINGSTATUS eerste maand van behandeling, monitor veroorsaak. Maak asseblief seker, dat u weet hoe ENAP-CO u beinvloed, voordat veranderinge gewoonlik deur 'n bloedtoets bepaal

ENAP-CO0 20,0/12,5 mg tablette
Enalaprilmaleaat en hidrochloortiasied
ENAP-CO bevat suiker (laktosemonohidraat 122,16 mg)
Wesenlik 'natriumvry’.

Lees hierdie hele inligtingsblad deeglik deur, voordat u begin om ENAP-CO

te neem.

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

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

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

Inhoud van hierdie inligtingsblad

1. Wat ENAP-CO is en waarvoor dit gebruik word

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

4. Moontlike newe-effekte

5. Hoe om ENAP-CO te bewaar

6. Verpakkingsinhoud en ander inligting

1. Wat ENAP-CO is en waarvoor dit gebruik word

ENAP-CO bevat twee aktiewe bestanddele: enalaprilmaleaat en hidrochloortiasied
en behoort aan 'n groep medisyne wat antihipertensiewe middels genoem word
(medisyne wat u bloeddruk verlaag).

ENAP-CO word gebruik om hipertensie (hoé bloeddruk), te behandel. U dokter sal
gewoonlik ENAP-CO voorskryf, wanneer u bloeddruk reeds beheer was, nadat die
individuele aktiewe bestanddele van hierdie medisyne, afsonderlik gebruik was.

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

Moet nie ENAP-CO neem:

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

indien u voorheen met medisyne van dieselfde tipe as ENAP-CO behandel

was en allergiese reaksies, wat sluk en asemhaling bemoeilik, swelling van

die hande, voete, of enkels, veroorsaak het nie, of indien u of u familie hierdie
reaksie weens ander redes ondervind het nie. U moet nooit weer hierdie
medisyne, insluitend ENAP-CO, neem nie

indien u oorerflike angio-edeem het nie ('n toestand wat u meer geneig maak tot
die swelling, soos bo beskryf)

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

indien u erge nierprobleme het nie (bv. u urineer nie)

indien u ’n vernouing van die bloedvate na beide niere, of na 'n enkelnier, het nie
indien u aortiese stenose het nie ('n vernouing van die aortiese klep-opening
tussen die linkerventrikel (groot, pompkamer van die hart) en die aorta (die
hoofarterie wat vanuit die hart lei)

indien u lewerprobleme, of -siekte het nie

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

indien u Addison se siekte het nie ('n versteuring waar die adrenale kliere, bo-op
die nier, nie genoeg hormone vervaardig nie)

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

u aliskiren-bevattende produkte neem nie (om hoé bloeddruk te behandel)
indien u nierprobleme het en/of bejaard is en u neem fluoorkinolone (tipe
antibiotika), soos siprofloksasien of levofloksasien saam met ENAP-CO nie.
Raadpleeg u dokter om u behandeling te herevalueer

indien u met sakubutril/valsartan behandel word nie ('n medisyne vir
hartversaking)

indien u voorheen, of tans, kanker van die vel en/of lip gehad/het nie

indien u swanger is, vermoed dat u swanger mag wees, swangerskap beplan,
of borsvoed nie. 'n Alternatiewe medisyne moet geneem word indien u
swangerskap beplan

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

Waarskuwings en voorsorgmaatreéls

Neem spesiale sorg met ENAP-CO:

Voordat u ENAP-CO neem, moet u u apteker of dokter inlig:

 indien u swanger is, of vermoed dat u swanger mag wees. U moet nie ENAP-CO

neem nie (sien Swangerskap en borsvoeding)

indien u 'n geskiedenis van angio-edeem ('n erge allergiese reaksie) met

medisyne het. Tekens mag jeuk, uitslag, hyging, of swelling van u hande, keel,

mond, of ooglede, insluit

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

behandel:

+ 'n angiotensien Il-reseptorblokker (ARB) (ook bekend as sartans — bv.
valsartan, telmisartan, irbesartan ens.), veral indien u diabetes-verwante
nierprobleme het

+ aliskiren

u binnekort desensitisering behandeling, weens allergieé teen by-, of

perdebysteke ondergaan

u binnekort behandeling, wat laedigtheidslipoproteien (LDL)-aferese genoem

word gaan ontvang, wat cholesterol deur 'n masjien, vanuit u bloed verwyder

vertel u dokter indien u ’n soogdierteiken van rapamisieninhibitors (mTOR-
inhibitors) neem (bv. temsirolimus, sirolimus, everolimus: medisyne wat gebruik
word om sekere tipes kanker te behandel, of om die liggaam se immuunstelsel

verhoed om 'n orgaan wat oorgeplant is, te verwerp). U mag 'n risiko toon vir 'n

allergiese reaksie, wat angio-edeem, genoem word

indien u aan lae bloeddruk ly. U mag opmerk dat u duiselig of lighoofdig voel

wanneer U opstaan

indien u liggaam 'n tekort aan sout het, weens 'n soutbeperkende dieet, of

indien u onlangs baie liggaamsvloeistowwe verloor het, as gevolg van sterk

watertablette (diuretika) wat u geneem het, of weens braking of diarree

indien u hartprobleme het

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

ondergaan

indien u 'n vloeistof- of elektrolietwanbalans het. Die elektrolietwanbalans

moet reggestel word, voordat u behandeling met ENAP-CO begin.

Waarskuwingstekens van vloeistof-, of elektrolietwanbalans is droé mond, dors,

swakheid, moegheid, slaperigheid, rusteloosheid, spierpyne, of -krampe, lae

bloeddruk, urineer minder gereeld, vinnige hartklop, naarheid en braking. Dit

mag nodig wees vir u dokter om die verskillende viakke sout of elektroliete in u

bloed te monitor, veral indien u nierprobleme het

indien u fluoorkinolone ('n tipe antibiotikum), soos siprofloksasien, of

levofloksasien, saam met ENAP-CO neem, kontak u dokter, om u behandeling te

herevalueer

indien u kaliumaanvullings, kaliumbevattende soutvervangers, of ander

medisyne wat die kaliumvlakke in u bloed mag verhoog, neem (bv. medisyne

wat gebruik word om bloedklonte te verhoed, soos heparien, medisyne wat
gebruik word om infeksies te behandel, soos trimetoprim, watertablette wat
kaliumsparende diuretika genoem word, soos spironolaktoon, eplerenoon,
triamtereen, of amiloried)

indien u lewerprobleme het

indien u 'n operasie beplan, of 'n narkosemiddel toegedien gaan word. U moet

u dokter vertel, voordat u ENAP-CO neem, aangesien u 'n skielike afname in

bloeddruk, mag ervaar
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indien u hoes

indien u vaskulére kollageensiekte het ('n siekte wat die bindweefsel, wat 'n
ondersteuningstelsel vir u liggaam vorm, beinvioed)

indien u immuunonderdrukkende behandeling neem (gebruik om rumatoiede
artritis te behandel, of na 'n oorplantingsoperasie)

indien u allopurinol neem (gebruik vir die behandeling van jig), of prokaienamied
(gebruik om abnormale hartritme te behandel)

indien u ’n infeksie opdoen (simptome mag hoé liggaamstemperatuur, of koors,
insluit). U moet u dokter onmiddellik verwittig. U dokter mag 'n bloedmonster van
tyd tot tyd aanvra, om u witbloedseltelling te bepaal

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

indien u velkanker gehad het, of indien u 'n onverwagte velletsel (ongewone
velgroei) tydens die behandeling, ontwikkel. Behandeling met hidrochloortiasied,
veral langtermyn gebruik teen hoé doserings, mag die risiko vir sommige

tipes vel- en lipkanker (nie-melanoomvelkanker), verhoog. Beskerm u vel teen
sonligblootstelling en UV-strale, terwyl u ENAP-CO gebruik

indien u litium neem wat gebruik word vir die behandeling van sommige
psigiatriese siektes

indien u sigverlies of oogpyn ervaar. Dit kan tekens van vogopeenhoping in die
vaskulére laag van die oog (choroidale effusie), of 'n verhoging in u oogdruk
wees en kan binne etlike ure tot weke nadat ENAP-CO geneem was, plaasvind.
Dit mag lei tot permanente sigverlies, indien dit nie behandel word nie. Indien

u voorheen 'n penisillien, of sulfoonamied allergie ondervind het, mag u 'n hoér
risiko toon om hierdie te ontwikkel.

Roetinetoetse:

Wanneer u vir die eerste keer begin om ENAP-CO te neem, sal u dokter u
bloeddruk gereeld monitor, om te verseker dat u die gepaste dosis, ontvang. Vir
sekere pasiénte, mag u dokter bykomende toetse uitvoer, om u kalium-, natrium-,
magnesium-, kreatinien- en lewerensiemvlakke te bepaal. U dokter mag ook u
nierfunksie bepaal.

Vertel u dokter indien u 'n anti-dwelmtoets geneem het, of gaan neem, aangesien
hierdie medikasie 'n vals positiewe resultaat mag lewer.

Kinders en adolessente
Moet nie ENAP-CO aan adolessente en kinders jonger as 18 jaar oud gee nie,
aangesien veiligheid en doeltreffendheid nog nie vasgestel is nie.

Ander medisyne en ENAP-CO

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

* ander angiotensien- omsettingsensiem inhibitors (AOE), of aliskiren (gebruik
om hoé bloeddruk te behandel), of angiotensien Il-reseptorblokkers (ARBs), ook
bekend as sartans, bv. valsartan, telmisartan, irbesartan, ens

ander medisyne om hoé bloeddruk te behandel, soos medisyne wat aliskiren,
nitrogliserien, nitrate en vatverwyders bevat, aangesien dit mag bydra tot die
bloeddruk-verlagende effek van ENAP-CO en die teenwoordigheid van newe-
effekte mag laat toeneem

litium, gebruik om depressie en gemoedsteurings te behandel (sien Moet nie
ENAP-CO neem)

niesteroidale anti-inflammatoriese middels (NSAIM), insluitent aspirien (gebruik
om pyn en inflammasie te behandel)

fluoorkinolone (tipe antibiotikum), soos siprofloksasien of levofloksasien mag lei
tot akute nierbesering. Kontak u dokter om u behandeling te herevalueer
kaliumsparende watertablette (diuretika), soos eplerenoon, spironolaktoon,
triamtereen, of amiloried), kaliumaanvullings, of kaliumbevattende
soutvervangers

watertablette (diuretika) bv. tiasiede, furosemied, bumetanied

trisikliese antidepressante, wat gebruik word vir depressie, antipsigotika wat
geblruik word vir erge angstigheid, of narkosemiddels, mag u bloeddruk verder
verlaag

medisyne soos adrenalien (epinefrien), wat voorkom in sekere hoes- en
verkouemiddels, of noradrenalien en adrenalien, wat gebruik word vir lae
bloeddruk, skok, hartversaking, asma, of allergieé

inspuitbare goud (natriumourotiomalaat), 'n inspuitbare medisyne, wat gebruik
word om styfheid en inflammasie van spiere, bene en gewrigte, te behandel
medisyne wat gebruik word om diabetes te behandel (bv. insulien en
metformien)

allupurinol, probenesied, of sulfienpirasoon (medisyne wat gebruik word vir die
behandeling van jig)

soogdierteiken van rapamisien inhibitors (bv. temsirolimus, sirolimus,
everolimus): medisyne wat gebruik word om kanker te behandel, of vir die
voorkoming van orgaanverwerping na 'n orgaanoorplanting. Die risiko vir
angio-edeem (swelling van die gesig, lippe, tong of keel, wat sluk en asemhaling
bemoeilik), mag verhoog

’n medisyne wat 'n neprilisien inhibitor, soos sakubutril bevat (beskikbaar

as’n vaste-dosis kombinasie met valsartan) en rasekadotril. Die risiko vir
angio-edeem (swelling van die gesig, lippe, tong of keel, wat sluk en asemhaling
bemoeilik), mag verhoog

kotrimoksasool wat gebruik word vir die behandeling van sekere infeksies, soos
pneumonie ('n longinfeksie), brongitis (infeksie van buise wat na die longe lei) en
infeksies van die urienweg, ore en derms

spierverslappers (bv. tubokurarien wat gebruik word om spiere te verslap tydens
operasies)

barbiturate (sedeermiddels, wat gebruik word vir slaperigheid, of epilepsie),
alkohol of opioied analgetika (medisyne wat gebruik word om pyn te behandel
bv. tramadol, petidien, kodeien)

cholestiramien en kolestipol (gebruik om cholesterolviakke te help beheer)
kinidien, prokaienamied, amiodaroon, of sotalol (gebruik om abnormale
hartritmes te behandel)

digoksien (gebruik om hartritmeprobleme te behandel)

kortikosteroiede (behandeling vir sekere toestande soos rumatiek, artritis,
allergieé, asma, of sekere bloedversteurings)

adre(nokortikotrofiese hormoon (AKTH) (om te toets of u adrenale kliere, behoorlik
werk)

karbenoksoloon (gebruik om maagsere te behandel)

uitermatige gebruik van lakseermiddels

medisyne vir die behandeling van kanker (bv. metotreksaat, siklofosfamied)
atropien (gebruik tydens narkose)

biperidien (word alleen, of saam met ander medisyne gebruik om Parkinson se
siekte te behandel)

metieldopa (gebruik om hoé bloeddruk te behandel), weens die risiko vir 'n
toestand wat hemolitiese anemie genoem word

siklosporien (gebruik om die verwerping na 'n orgaanoorplanting, te verhoed)
karbamasepien (gebruik om aanvalle te verhoed en te beheer)

medisyne wat jodium bevat en aan pasiénte toegedien word, om die vermoé om
bloedvate en organe op mediese beelde soos X-strale, of rekenaartomografie
(CT) skanderings, beter te sien.

ENAP-CO saam met kos en drinkgoed

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

ENAP-CO kan op enige tydstip van die dag, saam met, of sonder kos geneem word.
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-CO neem.

MOET NIE ENAP-CO neem indien u swanger is, swangerskap beplan, of vermoed
dat u swanger is nie. Kontak u gesondheidsorgverskaffer onmiddellik.

MOET NIE ENAP-CO tydens borsvoeding neem nie.

u bestuur, of masjinerie hanteer. Dit is nie altyd moontlik om te voorspel tot watter
mate ENAP-CO met die daaglikse aktiwiteite van ’n pasiént inmeng nie. Pasiénte
moet verseker dat hulle nie by bogenoemde aktiwiteite betrokke raak, totdat hulle
bewus is tot watter mate ENAP-CO hulle aantas nie.

ENAP-CO bevat laktose

ENAP-CO bevat laktose. Indien u dokter aangedui het dat u 'n onverdraagsaamheid
teenoor sekere suikers toon, kontak u dokter, voordat u ENAP-CO gebruik.

ENAP-CO bevat natrium
ENAP-CO bevat minder as 1 mmol (23 mg) natrium per tablet, dit wil sé wesenlik
"natriumvry’.

3. Hoe om ENAP-CO te neem

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

Volwassenes:
Die gewone dosis is een tablet, wat een keer per dag geneem word. U dokter mag
die dosis na twee tablette, een keer per dag, verhoog.

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

Enige pasiént met nierprobleme, moet nie ENAP-CO as aanvangsterapie gebruik nie.

U dokter sal u vertel vir hoe lank u behandeling met ENAP-CO sal duur. Moet nie
behandeling vroegtydig staak nie, aangesien u hoé bloeddruk, mag terugkeer.
Indien u onder die indruk is, dat die uitwerking van ENAP-CO té sterk, of té swak is,
vertel u dokter, of apteker.

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

Simptome van oordosering, mag die volgende insluit:

 stupor ('n toestand van amper algehele bewussynsverlies), lighoofdigheid,
of duiseligheid, baie stadige, vinnige, of onreélmatige hartklop en polsslag,
angstigheid, hoes en asemnood.

Indien u vergeet om ENAP-CO te neem

Indien u vergeet om 'n ENAP-CO tablet 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
normale dosering, die volgende dag. Moet nie 'n dubbeldosis neem, om op te maak
vir die vergete dosis nie.

Indien u die gebruik van ENAP-CO staak

Hierdie medisyne help om hoé bloeddruk te beheer. U mag lewenslank
bloeddrukmedisyne benodig. Indien u bloeddruk nie behandel word nie, kan dit
ernstige probleme, soos hartversaking, bloedvatsiekte, beroerte, of niersiekte tot
gevolg he.

4. Moontlike newe-effekte

ENAP CO kan newe-effekte hé.

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

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

e uitslag, of gejeuk

o floute.

Hierdie is alles baie ernstige newe-effekte. Indien u dit ondervind, kon u ’n ernstige,

allergiese reaksie teenoor ENAP CO ondervind het. U mag dringende mediese

aandag, of hospitalisasie benodig.

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

 veranderinge in u hartfunksie, waarvan tekens die volgende mag insluit; borspyn.
onreélmatige, of vinnige hartklop, hartaanval, of beroerte (by hoé risiko pasiénte)
lewerinflammasie (hepatitis), insluitend lewerweefsel wat afsterf, of
lewerversaking, blokkade van galvloei vanaf die lewer (cholestase), met
simptome soo0s erge maag- en rugpyn, naarheid, braking en geel pigmentasie
van die vel en 0é (geelsug)

pankreasinflammasie (pankreatitis)

Stevens-Johnson sindroom en toksiese epidermale nekrolise (erge veltoestande,
met rooi, skubberige vel en blaasvorming)

uitbarsting van letsels op die vel en mond, bekend as erythema multiforme, wat
’n pienk-rooi kern het en omring is met 'n bleek ring en ’n buitenste pienk-rooi
ring. Die letsels kan somtyds pynlik of jeukerig voorkom

erge allergiese reaksie wat verskeie simptome tot gevolg het, insluitend,
veluitslag, koors, verhoogde sensitiwiteit vir sonlig, swelling van Kliere,
inflammasie van bloedvate (vaskulitis) en van die weefsel van die long-, hart-

en maagwand (met simptome soos maag-, bors-, gewrigs-, of spierpyn) en
abnormale bloedtoetsresultate.

Hierdie tipe allergiese reaksie staan bekend as geneesmiddeluitslag met
eosinofilie en sistemiese simptome (DRESS)

nierprobleme, soos lae rugpyn en afname in u urienvolume, nierversaking
inflammasie van die longe (allergiese alveolitis, of eosinofiliese pneumonie),
weens 'n allergiese reaksie wat uitermatige vogopgaring in die longe veroorsaak
(pulmoneére infiltrate), met simptome soos asemnood, gehyg, hoes, sametrekking
van die bors en problematiese asemhaling

pemfigus ('n velsiekte waar waterige blasies op die vel vorm)

makulére uitbarsting, of “skoenlapperuitslag” (eriteem en edeem van die wange,
met uitsondering van die nasolabiale voue), wat vir ure tot dae duur, asook
papulére erythemateuse uitslag op die arms, wat somtyds groot plakette vorm
en wyd versprei. Dit mag kutane lupus erythematosus wees

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

elektrolietwanbalanse, insluitend lae natriumbloedvlakke (hiponatremie), of lae
of hoé kaliumvlakke (hiperkalemie) in die bloed, wat moegheid, verwarring en
stuipe (konvulsie) tot gevolg mag hé

vel- en lipkanker (nie-melanoomvelkanker), met abnormale velgroei en knoppe
of sere op die lippe wat vir 'n lang tydperk hardnekkig voortduur.

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:

 verhoging in cholesterol en trigliseriede in die liggaam (liggaamsvette)
 duiseligheid, insomnie, hoofpyn, depressie, smaaksteurnis, gevoelloosheid,
tinteling, spelde en naalde, koue, hitte, prikkelende druk op die vel (parestesie),
voel lighoofdig, lae bloeddruk (wat u duiselig mag laat voel wanneer u opstaan)
versteurde visie

hoes

voel naar, of gooi op, diarree, smaaksteurnis, braking, buikpyn

spierkrampe

voel uiters moeg, of swak.

verhoging in bloedsuikervlakke (hiperglisemie), of afname in bloedsuikerviakke
(hipoglisemie), wat die volgende simptome mag insluit: dors, toename in
urinering, wasige sig, verwarring, angstigheid en bewerigheid, verhoging in
uriensuurvlakke in die bloed, wat jigaanvalle by sommige pasiénte tot gevolg
mag hé

jig (n tipe artritis, wat dikwels in die groottoon begin)

afname in seksdrang, impotensie

slaapprobleme, spelde en naalde, hoofpyn, senuweeagtigheid, slaperigheid,
vertigo (draaigevoel), verwarring, abnormale drome, rusteloosheid

suising in die ore (tinnitus)

verminderde bloedvloei na u vingers en tone, wat rooiheid en pyn veroorsaak
(Raynaud se fenomeen)

kortasemheid, moeilike asemhaling, of asma, opeenhoping van vloeistof, of
ander substanse in die longe (soos gesien op X-strale), loopneus of seer keel en
heesheid

droé mond, winderigheid, slegte spysvertering, pyn rondom die maagarea,
konstipasie, geswelde en gevoelige maag, smaaksteurnis, inflammasie van die
tong, 'n blokkade in die derms, pyn, swelling of sere in die mond, anoreksie
uitslag, oormatige gesweet, oormatige gejeuk, of rooiheid van die vel, met vel-
en haarverlies, bleswording (alopesie), klein vioeistof-gevulde knoppies op die
vel, velsensitiwiteit vir sonlig

spier- en gewrigspyn

outo-immuunsiekte (siekte waar die liggaam se immuunstelsel, gesonde selle
aanval)

swelling van die weefsel in borste by mans (ginekomastie)

algemene gevoel van ongesteldheid, siekte of ongemak, koors

verwarring

blosvorming

jig (n tipe artritis, wat dikwels by die groottoon begin).

Die volgende newe-effekte is aangemeld, maar die frekwensie van voorkoms, is
onbekend:

o oorproduksie van die antidiuretiese hormoon, wat vloeistofretensie veroorsaak
en swakheid, moegheid, of verwarring veroorsaak (sindroom van ontoepaslike
antidiuretiese hormoonafskeiding (SOADH) genoem)

infeksie van die speekselkliere (sialadenitis), met simptome soos pyn,
gevoeligheid, rooiheid en swelling van die aangetaste area

geel sig (xantopsie)

afname in sig, of pyn in u 0é weens hoé druk (moontlike tekens van
vloeistofopgaring in die vaskulére laag van die oog (choroidale effusie), of akute
geslote-hoek gloukoom)

teenwoordigheid van glukose in die urine (glikosurie), na 'n urinetoets.

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

Aanmelding van newe-effekte

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

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

’n E-pos kan direk aan die maatskappy gestuur word, pharmacovigilance@
pharmadynamics.co.za, om die veiligheid van die medisyne te verseker. U kan help
om meer inligting aangaande die veiligheid van ENAP-CO in te win, deur newe-
effekte aan te meld.

5. Hoe om ENAP-CO te bewaar

Bewaar alle medisyne buite die bereik van kinders.

Bewaar teen of benede 30 °C in 'n droé plek.

Beskerm teen lig en vog.

Hou die 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 afvoerpype, of rioolstelsels (bv. toilette), weggooi nie.

6. Verpakkingsinhoud en ander inligting

Wat ENAP-CO bevat:

Die aktiewe bestanddele is enalaprilmaleaat en hidrochloortiasied.
ENAP-CO bevat enalaprilmaleaat 20,0 mg en hidrochloortiasied 12,5 mg.

Die ander bestanddele is:
L """Ilulddl, Mdg
talkum, en voorafgegelatineerde stysel

Hoe ENAP-CO lyk en die verpakkingsinhoud
Ronde, plat, wit tablette, wat aan een kant gegroef is, met afgeskuinste kante.

ENAP-CO tablette is beskikbaar in koud-gevormde OPA/AI/PVC film en
aluminiumfoelie stulpstroke van 30 tablette, wat in 'n buitenste kartonhouer verpak
word.
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