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PART I: HEALTH PROFESSIONAL INFORMATION
1 INDICATIONS

pms-PERINDOPRIL-INDAPAMIDE 2 mg / 0.625 mg (perindopril erbumine / indapamide) is indicated for
the initial treatment of mild to moderate essential hypertension.

pms-PERINDOPRIL-INDAPAMIDE 4 mg / 1.25 mg and 8 mg / 2.5 mg (perindopril erbumine / indapamide)
are indicated in the treatment of mild to moderate essential hypertension in patients for whom
combination therapy is appropriate.

pms-PERINDOPRIL-INDAPAMIDE 4 mg / 1.25 mg and 8 mg / 2.5 mg are not indicated for initial therapy.
Patients in whom perindopril and indapamide are initiated simultaneously can develop symptomatic
hypotension (see 9 DRUG INTERACTIONS — Drug-Drug Interactions -Concomitant ACE Inhibitor and
Diuretic Therapy).

Patients should be titrated on the individual drugs. If the fixed combination represents the dosage
determined by this titration, the use of pms-PERINDOPRIL-INDAPAMIDE 4 mg / 1.25 mg and 8 mg /

2.5 mg may prove to be more convenient in the management of patients. If during maintenance therapy
dosage adjustment is necessary, it is advisable to use individual drugs (see 4 DOSAGE AND
ADMINISTRATION).

The safety and efficacy of perindopril erbumine / indapamide in renovascular hypertension and in
congestive heart failure have not been established and therefore, their use in this condition is not
recommended.

1.1 Pediatrics (<18 years of age)

The safety and effectiveness of perindopril erbumine / indapamide in children have not been
established. Its use in this age group, therefore, is not recommended.

1.2 Geriatrics (> 65 years of age)

Although the blood pressure response and safety profile of perindopril erbumine / indapamide in
patients >65 years old were comparable to those of the younger adult patients, greater sensitivity of
some elderly patients cannot be ruled out.

2 CONTRAINDICATIONS

pms-PERINDOPRIL-INDAPAMIDE 8 mg / 2.5 mg (perindopril erbumine / indapamide) is contraindicated
in patients with moderate renal impairment (GFR = 30-59 mL/min/1.73m?).

pms-PERINDOPRIL-INDAPAMIDE (perindopril erbumine / indapamide) is contraindicated in:

e Patients who are hypersensitive to this drug or to any ingredient in the formulation. For a
complete listing, see the 6 DOSAGE FORMS, STRENGTHS, COMPOSITION AND PACKAGING of the
product monograph.

e Patients who are hypersensitive to other sulfonamide derivatives.
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e Patients with hereditary/idiopathic angioedema or a history of angioedema related to previous
treatment with an angiotensin converting enzyme (ACE) inhibitor (see 7 WARNINGS AND
PRECAUTIONS, General).

e Women who are pregnant, intend to become pregnant, or of childbearing potential who are not
using adequate contraception (see 7 WARNINGS AND PRECAUTIONS, Special Populations,
Pregnant Women).

e Nursing women (see 7 WARNINGS AND PRECAUTIONS, Special Populations, Breast-feeding).

e Patients with severe renal impairment (GFR <30 mL/min/1.73m?).

e Patients with hypokalemia.

e Patients with severe hepatic impairment.

e Patients with hepatic encephalopathy.

e Combination with anti-arrhythmic agents causing torsade de pointes (see 9 DRUG
INTERACTIONS — Drug-Drug Interactions).

e Patients with hereditary problems of galactose intolerance, glucose-galactose malabsorption, or
the total lactase deficiency as pms-PERINDOPRIL-INDAPAMIDE contains lactose (see 7_
WARNINGS AND PRECAUTIONS, Sensitivity/Resistance).

e Combination with sacubitril/valsartan due to an increased risk of angioedema. pms-
PERINDOPRIL-INDAPAMIDE must not be initiated earlier than 36 hours after the last dose of
sacubitril/valsartan

e Combination with aliskiren-containing drugs in patients with diabetes mellitus (type 1 or type 2)
or moderate to severe renal impairment (GFR <60 mL/min/1.73m?) (see 7 WARNINGS AND
PRECAUTIONS, Dual Blockade of the Renin-Angiotensin-System (RAS) and Renal, and 9 DRUG
INTERACTIONS, Drug-Drug Interactions, Dual Blockade of the Renin-Angiotensin-System (RAS)
with ACE inhibitors, ARBs or aliskiren-containing drugs).

e Patients with extracorporeal treatments leading to contact of blood with negatively charged
surfaces (see 9 DRUG INTERACTIONS),

e Patients with bilateral renal artery stenosis or renal artery stenosis in a single functioning kidney
(see 7 WARNINGS AND PRECAUTIONS, Renal).

3 SERIOUS WARNINGS AND PRECAUTIONS BOX
Serious Warnings and Precautions
e When used in pregnancy, angiotensin converting enzyme (ACE) inhibitors can cause injury
or even death of the developing fetus.
e  When pregnancy is detected, pms-PERINDOPRIL-INDAPAMIDE should be discontinued as
soon as possible.
4 DOSAGE AND ADMINISTRATION

4.1 Dosing Considerations

Dosage of pms-PERINDOPRIL-INDAPAMIDE (perindopril erbumine / indapamide) must be
individualized and adjustment is required in the elderly, and in case of renal impairment.
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pms-PERINDOPRIL-INDAPAMIDE 4 mg / 1.25 mg and 8 mg / 2.5 mg are not for initial therapy and the
dose should be determined by titration of the individual components.

4.2 Recommended Dose and Dosage Adjustment

Initiation of therapy requires consideration of recent antihypertensive drug treatment, the extent of
blood pressure elevation and salt restriction. The dosage of other antihypertensive agents being used
with pms-PERINDOPRIL-INDAPAMIDE may need to be adjusted. The presence of food in the

gastrointestinal tract reduces the bioavailability of perindoprilat.

Pediatrics (<18 years)
Health Canada has not authorized an indication for pediatric use.

4.4 Administration

pms-PERINDOPRIL-INDAPAMIDE should be taken once daily, preferably in the morning before a meal
(see 9 DRUG INTERACTIONS — Drug-Food Interactions).

pms-PERINDOPRIL-INDAPAMIDE 2 mg / 0.625 mg: 1 tablet per day as a single dose. In case of
uncontrolled blood pressure, the dose may be increased to 2 tablets of pms-PERINDOPRIL-INDAPAMIDE
2 mg/0.625 mg as a single dose or 1 tablet of pms-PERINDOPRIL-INDAPAMIDE 4 mg / 1.25 mg.

pms-PERINDOPRIL-INDAPAMIDE 4 mg / 1.25 mg and 8 mg / 2.5 mg: Once the patient has been
successfully titrated with the individual components, 1 tablet per day of pms-PERINDOPRIL-INDAPAMIDE
4 mg / 1.25 mg or pms-PERINDOPRIL-INDAPAMIDE 8 mg / 2.5 mg may be substituted if the titrated
doses and dosing schedule can be achieved by the fixed combination (see 1 INDICATIONS and 7
WARNINGS AND PRECAUTIONS).

The elderly
Treatment should be initiated after considering blood pressure response and renal function.

Renal impairment
The use of pms-PERINDOPRIL-INDAPAMIDE is contraindicated in patients with severe renal impairment
(GFR <30 mL/min/1.73m?) (see 2 CONTRAINDICATIONS).

pms-PERINDOPRIL-INDAPAMIDE 8 mg / 2.5 mg is contraindicated in patients with moderate renal
impairment (GFR = 30-59 mL/min/1.73m?) (see 2 CONTRAINDICATIONS). Treatment with pms-
PERINDOPRIL-INDAPAMIDE 2 mg / 0.625 mg or 4 mg / 1.25 mg should start with the adequate dosage of
the combination of the individual components. Caution should be exercised especially in the elderly
patients as greater sensitivity in the elderly cannot be ruled out.

In patients with GFR =60 mL/min/1.73m?, no dose modification is required. Usual medical follow-up will
include frequent monitoring of creatinine and potassium levels.

4.5 Missed Dose

If a dose is missed, a double dose should not be taken; the patient should just carry on with the next
dose at the normal time.
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5 OVERDOSAGE

The most likely adverse event in case of pms-PERINDOPRIL-INDAPAMIDE overdose is hypotension with
nausea, vomiting, cramps, dizziness, sleepiness, mental confusion, polyuria or oliguria which may
progress to anuria. Electrolytes and water disturbances may occur.

The first measure is to rapidly eliminate ingested pms-PERINDOPRIL-INDAPAMIDE by gastric lavage
and/or administration of activated charcoal. Fluid and electrolyte balance should then be restored.

If marked hypotension is produced, place the patient in a supine position with the head lower than the
rest of the body. If necessary, give an IV infusion of 0.9% sodium chloride or use any other method of
volume expansion.

Perindoprilat, the active form of perindopril, can be dialysed (see 10 CLINICAL PHARMACOLOGY,
Pharmacokinetics).

For management of a suspected drug overdose, contact your regional poison control centre.

6 DOSAGE FORMS, STRENGTHS, COMPOSITION AND PACKAGING

Table 1 - Dosage Forms, Strengths, Composition and Packaging

Route of Dosage Form /
Administration Strength/Composition Non-medicinal Ingredients
Tablet
Oral 2mg/0.625 mg Colloidal silicon dioxide, Lactose, Magnesium
4mg/1.25mg stearate, Microcrystalline cellulose.
8mg/2.5mg

Dosage forms
pms-PERINDOPRIL-INDAPAMIDE 2 mg / 0.625 mg (perindopril erbumine / indapamide) tablets:

Each white, rod-shaped uncoated tablet, scored on both sides, debossed with “PI” and “2” dived by the
score line on one side and not debossed on the other side, contains:

e 2 mg of perindopril erbumine

e 0.625 mg of indapamide

pms-PERINDOPRIL-INDAPAMIDE 4 mg / 1.25 mg (perindopril erbumine/ indapamide) tablets:
Each white, rod-shaped uncoated tablet, debossed with “Pl 4” on one side and plain on the other side,
contains:

e 4 mg of perindopril erbumine

e 1.25 mg of indapamide

pms-PERINDOPRIL-INDAPAMIDE 8 mg / 2.5 mg (perindopril erbumine/ indapamide) tablets:
Each white, round uncoated tablet, debossed with “PI 8” on one side and plain on the other side,
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contains:
e 8 mg of perindopril erbumine
e 2.5 mg of indapamide

Composition
In addition to the medicinal ingredients, perindopril erbumine and indapamide, each tablet contains the

following non-medicinal ingredients: Colloidal silicon dioxide, Lactose, Magnesium stearate,
Microcrystalline cellulose.

Packaging
pms-PERINDOPRIL-INDAPAMIDE 2 mg / 0.625 mg are supplied in bottles of 100 tablets and blister packs
of 30 tablets.

pms-PERINDOPRIL-INDAPAMIDE 4 mg / 1.25 mg are supplied in bottles of 100 tablets and blister packs
of 30 tablets.

pms-PERINDOPRIL-INDAPAMIDE 8 mg / 2.5 mg are supplied in bottles of 100 tablets and blister packs of
30 tablets.
7 WARNINGS AND PRECAUTIONS

Please see 3 SERIOUS WARNINGS AND PRECAUTIONS BOX.

General

Head and neck angioedema

Life-threatening angioedema has been reported with ACE inhibitors. The overall incidence is
approximately 0.1-0.2%. The aetiology is thought to be non-immunogenic and may be related to
accentuated bradykinin activity. Usually, the angioedema is non-pitting edema of the skin mucous
membrane and subcutaneous tissue.

Angioedema involving the face, extremities, lips, tongue, glottis and /or larynx has been reported in
patients treated with ACE inhibitors, including perindopril. Angioedema associated with laryngeal
involvement may be fatal. If laryngeal stridor or angioedema of the face, tongue, or glottis occurs, pms-
PERINDOPRIL-INDAPAMIDE should be discontinued immediately, the patient treated appropriately in
accordance with accepted medical care, and carefully observed until the swelling disappears. In
instances where swelling is confined to the face and lips, the condition generally resolves without
treatment, although antihistamines may be useful in relieving symptoms.

Where there is involvement of the tongue, glottis or larynx, angioedema may be fatal due to airway
obstruction, appropriate therapy (including but not limited to 0.3-0.5 mL of subcutaneous epinephrine
solution 1:1000 and oxygen) should be administered promptly (see 8 ADVERSE REACTIONS).

Treatment of progressive angioedema should be aggressive. Failing a rapid response to medical therapy,
mechanical methods to secure an airway should be undertaken before massive oedema complicates
oral or nasal intubation.
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Patients who respond to medical treatment should be observed carefully for a possible rebound
phenomenon. The onset of angioedema associated with the use of ACE inhibitors may be delayed for
weeks or months.

Patients may have multiple episodes of angioedema with long symptom-free intervals. Angioedema may
occur with or without urticaria. The incidence of angioedema during ACE inhibitor therapy has been
reported to be higher in black than in non-black patients.

There are reports that switching a patient to another ACE inhibitor could be followed by a recurrence of
angioedema. Because of the potential severity of this rare event, another ACE inhibitor should not be
used in patients with a history of angioedema (see 2 CONTRAINDICATIONS).

Patients with a history of angioedema unrelated to ACE inhibitor therapy may be at increased risk of
angioedema while receiving an ACE inhibitor (see 2 CONTRAINDICATIONS).

Concomitant use of mTOR inhibitors, DPP-1V inhibitors and NEP inhibitors

Patients taking a concomitant mTOR inhibitor (e.g. sirolimus, everolimus, temsirolimus), DPP-1V inhibitor
(e.g. sitagliptin, linagliptin, saxagliptin) or neutral endopeptidase (NEP) inhibitor may be at increased risk
for angioedema (e.g. swelling of the airways or tongue, with or without respiratory impairment).
Caution should be used when initiating ACE inhibitor therapy in patients already taking a mTOR, DPP-IV
or NEP inhibitor or vice versa (see 9 DRUG INTERACTIONS).

Intestinal Angioedema

Intestinal angioedema has been reported in patients treated with ACE inhibitors. These patients
presented with abdominal pain (with or without nausea or vomiting); in some cases, there was no prior
history of facial angioedema and C-1 esterase levels were normal.

Angioedema was diagnosed by procedures including abdominal CT scan or ultrasound, or at surgery, and
symptoms resolved after stopping the ACE inhibitor. Intestinal angioedema should be included in the
differential diagnosis of patients on ACE inhibitors presenting with abdominal pain.

Choroidal effusion, acute myopia and secondary angle-closure glaucoma

Sulfonamide or sulfonamide derivative drugs can cause an idiosyncratic reaction resulting in choroidal
effusion with visual field defect, transient myopia and acute angle-closure glaucoma. Symptoms include
acute onset of decreased visual acuity or ocular pain and typically occur within hours to weeks of drug
initiation. Untreated acute angle-closure glaucoma can lead to permanent vision loss. The primary
treatment is to discontinue drug intake as rapidly as possible. Prompt medical or surgical treatments
may need to be considered if the intraocular pressure remains uncontrolled. Risk factors for developing
acute angle-closure glaucoma may include a history of sulfonamide or penicillin allergy.

Cardiovascular

Hypotension
Perindopril can cause symptomatic hypotension. Perindopril has been associated with hypotension in

0.3% of uncomplicated hypertensive patients in U.S. placebo-controlled trials. Symptoms related to
orthostatic hypotension were reported in another 0.8% of patients. It is more likely to occur after the
first or second dose or when the dose was increased and in patients who are volume depleted by
diuretic therapy, dietary salt restriction, dialysis, diarrhoea, vomiting or with impaired renal function.
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Volume and /or salt depletion should be corrected before initiation of therapy with perindopril (see 4
DOSAGE AND ADMINISTRATION). In patients with ischemic heart or cerebrovascular disease and /or
severe congestive heart failure, with or without associated renal insufficiency, ACE inhibitors may cause
an excessive fall in blood pressure which could result in syncope, myocardial infarction, neurological
deficits, oliguria and/or progressive azotemia and, rarely, in acute renal failure and/or death (see 8
ADVERSE REACTIONS).

Because of the potential fall in blood pressure in these patients, therapy with pms PERINDOPRIL-
INDAPAMIDE should be started under very close medical supervision. Such patients should be followed
closely for the first 2 weeks of treatment.

If hypotension occurs, the patient should be placed in a supine position and, if necessary, receive an
intravenous infusion of 0.9% sodium chloride. A transient hypotensive response is not a contraindication
to further doses which usually can be given without difficulty once the blood pressure has increased
after volume expansion. If hypotension recurs, treatment with pms PERINDOPRIL-INDAPAMIDE should
be discontinued.

Aortic or Mitral Valve Stenosis / Hypertrophic Cardiomyopathy

As with other ACE inhibitors, pms PERINDOPRIL-INDAPAMIDE should be given with caution to patients
with mitral valve stenosis and obstruction in the outflow of the left ventricle such as aortic stenosis or
hypertrophic cardiomyopathy. There is concern on theoretical grounds that patients with aortic stenosis
might be at particular risk of decreased coronary perfusion when treated with vasodilators including ACE
inhibitors because they do not develop as much afterload reduction. Vasodilators may tend to drop
diastolic pressure, and hence coronary pressure, without producing the concomitant reduction in
myocardial oxygen demand that normally accompanies vasodilation.

Dual blockade of the Renin-Angiotensin System (RAS)

There is evidence that co-administration of angiotensin converting enzyme (ACE) inhibitors, such as the
perindopril erbumine component of pms PERINDOPRIL-INDAPAMIDE, or of angiotensin receptor
antagonists (ARBs) with aliskiren increases the risk of hypotension, syncope, stroke, hyperkalemia and
deterioration of renal function, including renal failure, in patients with diabetes mellitus (type 1 or type
2) and/or moderate to severe renal impairment (GFR < 60 mL/min/1.73m?). Therefore, the use of pms
PERINDOPRIL-INDAPAMIDE in combination with aliskiren-containing drugs is contraindicated in these
patients (see 2 CONTRAINDICATIONS).

Further, co-administration of ACE inhibitors, including the perindopril component of pms PERINDOPRIL-
INDAPAMIDE, with other agents blocking the RAS, such as ARBs or aliskiren-containing drugs, is
generally not recommended in other patients, since such treatment has been associated with an
increased incidence of severe hypotension, renal failure, and hyperkalemia.

Primary aldosteronism

Patients with primary aldosteronism generally will not respond to anti-hypertensive drugs acting
through inhibition of the RAS. Therefore, the use of pms PERINDOPRIL-INDAPAMIDE is not
recommended in these patients.

Driving and Operating Machinery
Perindopril can have minor or moderate influence on the ability to drive and use machines. If patients
suffer from dizziness, headache, fatigue, weariness or nausea, the ability to react may be impaired.
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Caution is recommended with pms PERINDOPRIL-INDAPAMIDE especially at the start of treatment.
Hematologic

Neutropenia / Agranulocytosis / Thrombocytopenia / Anaemia

Neutropenia / agranulocytosis, thrombocytopenia and anaemia have been reported in patients receiving
ACE inhibitors. In patients with normal renal function and no other complicating factors, neutropenia
occurs rarely. Perindopril should be used with extreme caution in patients with collagen vascular disease
such as systemic lupus erythematosus or scleroderma, and those on multiple drug therapy with agents
known to be nephrotoxic or myelosuppressive (immunosuppressant therapy, treatment with allopurinol
or procainamide), or a combination of these complicating factors, especially if there is pre-existing
impaired renal function.

Some of these patients developed serious infections, which in a few instances did not respond to
intensive antibiotic therapy. If perindopril is used in such patients, periodic monitoring of white blood
cell counts is advised and patients should be instructed to report any sign of infection (see 7 WARNINGS
AND PRECAUTIONS, Monitoring and Laboratory Tests, Hematological Monitoring and 9 DRUG
INTERACTIONS, Drug-Drug Interactions).

Hepatic/Biliary/Pancreatic

Hepatic failure
Rarely, ACE inhibitors have been associated with a syndrome that starts with cholestatic jaundice and

progresses to fulminant hepatic necrosis and (sometimes) death. The mechanism of this syndrome is not
understood. Patients receiving ACE inhibitors who develop jaundice or marked elevations of hepatic
enzymes should discontinue the ACE inhibitor and receive appropriate medical follow-up.

Immune

Anaphylactoid Reactions during Membrane Exposure (hemodialysis patients)

Anaphylactoid reactions have been reported in patients dialyzed with high-flux membranes (e.g.
polyacrylonitrile (PAN)) and treated concomitantly with an ACE inhibitor. Dialysis should be stopped
immediately if symptoms such as nausea, abdominal cramps, burning, angioedema, shortness of breath
and severe hypotension occur. Symptoms are not relieved by antihistamines. In these patients,
consideration should be given to using a different type of dialysis membrane or a different class of
antihypertensive agent.

Anaphylactoid Reactions during LDL Apheresis

Rarely, patients receiving ACE inhibitors during low density lipoprotein apheresis with dextran sulphate
absorption have experienced life-threatening anaphylactoid reactions. These reactions were avoided by
temporarily withholding the ACE inhibitor therapy prior to each apheresis.

Anaphylactoid Reactions during Desensitization

There have been isolated reports of patients experiencing sustained, life-threatening anaphylactoid
reactions while receiving ACE inhibitors during desensitization treatment with hymenoptera (bees,
wasps) venom. In the same patients, these reactions have been avoided when ACE inhibitors were
temporarily withheld for at least 24 hours, but they reappeared upon inadvertent rechallenge.
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Nitritoid Reactions - Gold

Nitritoid reactions (symptoms include facial flushing, nausea, vomiting and symptomatic hypotension)
have been reported rarely in patients on therapy with injectable gold (sodium aurothiomalate) and
concomitant ACE inhibitor therapy including perindopril erbumine / indapamide (see 9 DRUG
INTERACTIONS).

Metabolism

Calcium excretion is decreased by diuretics pharmacologically related to indapamide. However, after 6-
8 weeks of indapamide 1.25 mg treatment and in long-term studies of hypertensive patients with higher
doses of indapamide, serum concentrations of calcium increased only slightly with indapamide.

Prolonged treatment with drugs pharmacologically related to indapamide may in rare instances be
associated with hypercalcemia and hypophosphatemia secondary to physiologic changes in the
parathyroid gland; however, the common complications of hyperparathyroidism, such as renal lithiasis,
bone resorption, and peptic ulcer, have not been seen. Treatment should be discontinued before tests
for parathyroid function are performed. Like the thiazides, indapamide may decrease serum PBI levels
without signs of thyroid disturbance. The antihypertensive effect of the drug may be enhanced in the
patient post-sympathectomy.

Other metabolic parameters

Blood urea nitrogen (BUN), uric acid, and glucose levels should also be assessed during therapy.
Hyperuricemia may occur during administration of indapamide. Rarely gout has been reported. Blood
uric acid levels should be monitored, particularly in patients with a history of gout who should continue
to receive appropriate treatment.

Monitoring and Laboratory Tests

Hematological Monitoring

Perindopril should be used with extreme caution and periodic monitoring of white blood cell counts is
advised in patients with collagen vascular disease such as systemic lupus erythematosus or scleroderma,
and those on multiple drug therapy with agents known to be nephrotoxic or myelosuppressive
(immunosuppressant therapy, treatment with allopurinol or procainamide), or a combination of these
complicating factors, especially if there is pre-existing impaired renal function (see 7 WARNINGS AND
PRECAUTIONS, Hematologic, Neutropenia/ Agranulocytosis / Thrombocytopenia/ Anemia and 9 DRUG
INTERACTIONS, Drug-Drug Interactions).

Renal Function Monitoring

Routine monitoring of potassium and creatinine is part of normal medical practice for renal impairment
patients (GFR = 30-59 mL/min/1.73m?). Particularly careful monitoring is required in hypertensive
patients with renal artery stenosis. In such patients, renal function should be monitored during the first
few weeks of therapy.

Potassium Monitoring

If concomitant use of potassium-sparing diuretics, potassium supplements, potassium-containing salt
substitutes, drugs associated with increase in serum potassium, or other RAAS inhibitors is deemed
appropriate, regular monitoring of serum potassium and urea is recommended.
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Sodium Monitoring

Sodium levels should be tested before treatment is started, then at regular intervals. All diuretic
treatment can cause a reduction in sodium levels, which may have serious consequences. Reduction in
sodium levels can be initially asymptomatic and regular testing is therefore essential. Testing should be
more frequent in elderly and cirrhotic patients (see 8 ADVERSE REACTIONS and 5 OVERDOSAGE).

Doping tests
Athletes should note that this product contains indapamide which may cause a positive reaction in

doping tests.
Peri-Operative Considerations

ACE inhibitors may augment the hypotensive effects of anaesthetics and analgesics. In patients
undergoing major surgery or during anaesthesia with agents that produce hypotension, perindopril may
block the angiotensin Il formation that could otherwise occur secondary to compensatory renin release.
The treatment should be discontinued 1 day prior to the surgery. If hypotension occurs and is
considered to be due to this mechanism, it can be corrected by volume expansion (see 9 DRUG
INTERACTIONS, Drug-Drug Interactions).

Renal

Impaired Renal Function
As a consequence of inhibiting the renin-angiotensin-aldosterone system (RAAS), changes in renal
function may be anticipated in susceptible individuals.

Use of pms-PERINDOPRIL-INDAPAMIDE should include appropriate assessment of renal function.

The use of ACE inhibitors, including the perindopril erbumine component of pms-PERINDOPRIL-
INDAPAMIDE, or ARBs with aliskiren-containing drugs is contraindicated in patients with moderate to
severe renal impairment (GFR < 60 mL/min/1.73m?). (See 2 CONTRAINDICATIONS and 9 DRUG
INTERACTIONS, Dual Blockade of the Renin-Angiotensin System (RAS) with ACE inhibitors, ARBs or
aliskiren-containing drugs).

In patients with severe renal impairment (GFR <30 mL/min/1.73m?), all dosages are contraindicated (see
2 CONTRAINDICATIONS).

In patients with moderate renal impairment (GFR = 30-59 mL/min/1.73m?), pms-PERINDOPRIL-
INDAPAMIDE 8 mg / 2.5 mg is contraindicated (see 2 CONTRAINDICATIONS), and the initial dosage of
pms-PERINDOPRIL-INDAPAMIDE 2 mg / 0.625 mg and 4 mg / 1.25 mg should be adjusted according to
the patient’s creatinine clearance and then as a function of the patient’s response to treatment. Routine
monitoring of potassium and creatinine are part of normal medical practice for these patients.

In patients whose renal function may depend on the activity of the RAAS, such as patients with bilateral
renal artery stenosis, unilateral renal artery stenosis to a solitary kidney, or severe congestive heart
failure, treatment with agents that inhibit this system has been associated with oliguria, progressive
azotemia, and rarely, acute renal failure and/or death. In susceptible patients, concomitant diuretic use
may further increase risk.
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Hypertensive Patients with Renal Artery Stenosis

In clinical trials in hypertensive patients with unilateral or bilateral renal artery stenosis, increases in
blood urea nitrogen (BUN) and serum creatinine were observed in 20% of patients. Experience with ACE
inhibitors suggests that these increases are usually reversible upon discontinuation of the drug. In such
patients, renal function should be monitored during the first few weeks of therapy. ACE inhibitors
should be avoided in patients with known or suspected renal artery stenosis.

When an ACE inhibitor is given to a patient with stenosis of the renal artery supplying a solitary kidney,
or bilateral artery stenosis, acute renal insufficiency may occur. ACE inhibition may also cause a decrease
in renal function in patients with stenosis of the artery supplying a transplanted kidney. It is believed
that renal artery stenosis reduces the pressure in the afferent glomerular arteriole, and transglomerular
hydrostatic pressure is then maintained by angiotensin ll-induced constriction of the efferent arteriole.
When an ACE inhibitor is given, the efferent arteriole relaxes, glomerular filtration falls, and renal failure
may result. The thrombotic occlusion of a stenosed renal artery can be precipitated by ACE inhibitors.

Some hypertensive patients without apparent pre-existing renal vascular disease have developed
increases in BUN and serum creatinine, usually minor and transient. These increases are more likely to
occur in patients treated concomitantly with a diuretic and in patients with pre-existing renal
impairment. Reduction of dosages of perindopril, the diuretic or both may be required. In some cases,
discontinuation of either or both drugs may be necessary. Evaluation of hypertensive patients should
always include an assessment of renal function (see 4 DOSAGE AND ADMINISTRATION). If deterioration
in renal function has occurred after treatment with one ACE inhibitor, then it is likely to be precipitated
by another and in these patient’s usage of another class of antihypertensive agent would be preferable.
Patients with unilateral renal artery disease present a special problem as deterioration of function may
not be apparent from measurement of blood urea and serum creatinine.

Proteinuria

Some ACE inhibitors have been associated with the occurrence (up to 0.7%) of proteinuria

(<1 gram/ 24 hours) and/or decline in renal function in patients with one or more of the following
characteristics: old age, pre-existing renal disease, concomitant treatment with potassium-sparing
diuretics or high doses of other diuretics, limited cardiac reserve, or treatment with a non-steroidal anti-
inflammatory drug. Perindoprilat, the active form of perindopril, is dialysable with a clearance of 70
mL/min.

Fluid and Electrolyte Imbalance
Electrolyte changes observed with indapamide may be severe. The recommended maximum daily dose
of 2.5 mg/day should not be exceeded.

Hypokalemia may occur with consequent weakness, cramps and cardiac dysrhythmias. Hypokalemia is a
particular hazard in digitalized patients; dangerous or fatal cardiac arrhythmias may be precipitated.
Hypokalemia occurs commonly with diuretics; electrolyte monitoring is essential particularly in patients
who would be at increased risk from hypokalemia, such as patients with cardiac arrhythmias or those
who are receiving concomitant cardiac glycosides.

Subjects presenting with a long QT interval are als