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Perinace

TABLET PERINDOPRIL ERBUMINE

DESCRIPTION & COMPOSITION

Perinace Tablet 4mg
An oblong shape, scored, white to off-white tablet
Each tablet contains 4 mg of perindopril erbumine.

Perinace Tablet 8mg

Awhite oval biconvex shape tablet, plain on one side and score Line on the other side.
The tablet can be divided into equal halves,

Each tablet contains 8 mg of perindopril etbumine.

PHARMACODYNAMICS
Pharmacotherapeutic group: ACE inhibitor, plain, ATC code: CO9A A4

Mechanism of action

Perindopril is an inhibitor of the enzyme that converts angiotensin | into angiotensin Il (Angiotensin Converting Enzi{me ACE). The converting
enzyme, or kinase, is an exopeptidase that allows conversion of angiotensin | into the vasoconstrictor angiotensin Il as well as causing the
degradation of the vasodilator bradykinin into an inactive heptapeptide. Inhibition of ACE results in a reduction of angiotensin Il in the plasma, which
leads to increased plasma renin activity {hy inhibition of the negative feedback of renin release) and reduced secretion of aldosterane. Since ACE
actates! hragykdmm inhibition of ACE also results in an increased activity of circulating and local kallikrein-kinin systems (and thus also activation
of the prostaglandin

It ts pz;fss\ble‘ o s mechanism contrbutes tothe blood pressure-lowering action of ACE inhibitors and is partially responsible for certain of their
side effects (eg. coug

Perindopril acts thvuugl\ its active metabolite, perindoprilat. The other metabolites show no inhibition of ACE activity in vitro

Clinical efficacy and safety

Perindopil is active in all grades of hypertension: mild, moderate, severe; a reduction in systolic and diastolic blood pressures in both supine and
standing positions is observed.

Perndoprl educesperphral vascula esitnce,eing o blood presur educion. A 3 conseqence, priphera blod low ncreeseswih o
effect on heart

Rena iood ow ireases s  ul,whie th glomenuar fitration ate (GFR) is ustaly unchanged.

Tneaniyperensive acivy i maximal between 4 and 6 hours after a single ose and is sustained for at least 24 hours: trough effects are about
87-100 % of peak effect

The decreassn lood péssure occurs rapcly. I esponding patient, normalsation i achieved within a month and perssts without the ocurrence
of tachyphylaxs,

Discontinuation of treatment does not lead to a rebound effect.

Perindopril reduces left ventricular hypertropl

I men,perindopl as been confrmed o demonsrate vasadiltory propertie. It mproves arge artery elastcty and decreasesthe medi: lumen
ratio of small arteries

An sduncive therapy with a hiadde diuretic produces an addive-ype of synery. The combination of an ACE ihiitor and a thiade lso
decreases the risk of hypokalaemia induced by the diuretic treatment.

Heart falure:
Beanpti educes cardiac work by decreae n pre-lad and afte-load
Stue npaints wihheat e v demonsrte
eased left and right ventricular filling pressures,

e ot peripheral vascular e,

- increased cardiac output and improved cardia index.
n comparative studies, the first administration of 2 mg of perindopril erbumine. to patients with mild to moderate heart failure was not associated
with any significant reduction of blood pressure as compared to placebo.

PPHARMACOKINETICS

Absorption

Al oral adminisatio, the absorption of prindopril i 3pi and th peak concentration i acieved it 1 out The plasma hlf-ife of
erindopri is equal to

gevmdcpm is 3 prodiug, 27% of the adniristred Fermdopnl dose reaches the bloodstream as the active metabolite perindoprilat, In adition to

active perindoprilat,perindoprilyields five metabolites, all inactive. The peak plasma concentration of perindoprilat is achieved within 3 to 4 hours.

As ingestion of food decreases conversion to perindoprilat, hence bioavailability,perindopril should be administered orally n a single daily dose in

the morning before 2 meal.

It has been demonstrated a linear relationship between the dose of perindopril and its plasma exposure.

Distribution
The volume ot distributionis appromately 0.2 g orunbound perndoprlat. Proteinbindingof perindapriat toplasma protein s 20% principally
to angiotensin converting enzyme, but is concentration-dependent.

Elimination
Perindopilat is eliminated in the urine and the terminal half-Life of the unbound fraction is approximately 17 hours,resulting in steady-state within
4days.

liination of peindopriat s decreased i the lderty an als i patiens with heart o enalfiure. Dosage adjustrment n renal insuffiency is
desirable depending on the degree of impairment (creatinine clearance).

Dialysis clearance of perindoprilat i equal to 70 ml/min.

Perindopril kinetics are modified in patients with cirthosis: hepatic clearance of the parent molecule is reduced by half. However, the quantiy of
DEH"gDDHl% formed is not reduced and therefore no dosage adjustment is required (see DOSAGE AND ADMINISTRATION, WARNING(s) AND
PPRECAUTION(s))

INDICATION(S)
Hypertension:
Treatment o hypertension.

leart failure:
Treatment of symptomatic heart falure.

Stable coronary artery disease:
Reduction of risk of cardiac events in patients with a history of myocardial infarction andor revascularisation.

RECOMMENDED DOSAGE
The dose should be individualised according to the patient profile (see WARNING(s) AND PRECAUTION(s)) and blood pressure response.

Hypert
befnate mag be used in monotherapy or in combination with other classes of
INTERACTIONS, WARNING(s) AND PRECAUTION(s) and PHARMACODYNAMICS).
The recommended starting dose is 4 mg given once daily in the mornint

Patets itha tongly sctvated renin-angioensin-ldosterone sstem (i partcls, renovasclar ypertension, et andjor volume depltion
cardiac cessive drop in blood pressure following the initial dose. A starting dose of
10 S recommended i such paiens and te i of ratment should take pace ndet medlca upenvison

The dose may be increased to 8 mg once daily after one month of treatment.

Symptomatcypotersion mayoca following naton of thrapy with ernace i s more ey patients who arebeng tesed concurenly
Yt dirtics Caution i therefre fecommenced snce he ptients may be volume andjor salt deplete

If possible, the diuretic should be discontinued 2 to 3 days before beginning therapy with Perinace (see WARNING{S) |AND PRECAUTIONs)).

I hypertensive patients in whom the diuretic cannot be discontinued, herapy with Perinace should be initiated with a 2 mg dose. Renal function
and serum ot shoud e monored.The subsequent dosage of Perinace should be adjusted according to blood pressure response. f required,
diuretic therapy may be resumed.

In elderly patients,treatment should be initiated at a dose of 2 mg which may be progressively increased to 4 mg after one month then to 8 mg if
necessary, depending on renal function (see table below).

Symptomatic heart falure
itis recommended that Perinace, generally associated with  non-potassium-sparing diuretic andjor digoxin and/or a beta-blocker,be introduced
under close medical supervision with a recommended starting dose of 2 mg taken in the morning. This dose maybe ncessed after  vels o4 mg
once daly iftolerated. The dose adjustment should be based on the clinical response of the individual paties

In severe heart falure and in other patients considered to be at high ris (patients with impaired renal Finclionand a tendencyto have electrolyte
disturbances, patients receiving simultaneous treatment with diuretics and/or treatment with vasodilating agents), treatment should be initiated
under caeful Supenvison (see WARNING(S AND PRECAUTIONS)

Patents at g risk of symptomatic ypotenson e, patients with st depleton with or without hyponataemia, atens with ypovelaemia o
patients who have been receiving if possible, prior to therapy with Perinace. Blood
pressure, enal function and serum potassium should be monitored closely,both before and durmg treatment with Perinace (see WARNING(s) AND
PRECAUTION(s).

DRUG

therapy (see CO

Stable coronary artery disease:

Perinace should be introduced at a dose of 4 mg once daily for two weeks, then increased to 8 mg once daily, depending on renal function and
provided that the 4 mg dose is well tolerated.

Elderly patients should receive 2 mg once daily for one week, then 4 mg once daily the next week, before increasing the dose up to 8 mg once daily
depencing o renal function se Tale 1 Dosage adjustment in renal impairment).The dose shoud be increased only i the previous lower dose is
wel tolerate
Special population
Patients with renal impairment:

Dosage in patients with renal impairment should be based on creatinine clearance as outlined in table 1 below:
Table 1: dosage adjustment in renal impairment

Creatinine clearance (ml/min) dose
Cly 60 4 mg per day
30<Cl,< 60 2mg per day

2mg every other day

15<C< 30
Haemodialysed patients *
<15

“Dialysis clearance of perindoprilatis 70 mlymin. For patients on haemoalysis,the dose should be taken after dialysis

[ 2 mg on the day of dialysis

Patients with hepatic impairment:
No dosage adjustment is necessary i patients with hepatic impairment (

Paediatric population:
The safety and efficacy of perindopril in children and adolescents aged below 18 years have not been established.
Therefore, use in children and adolescents is not recommende

METHOD OF ADMINISTRATION:
Perinace is recommended to be taken once daily in the morning before a meal.

ROUTE OF ADMINISTRATION: Oral

CONTRAINDICATIONS

« Hypersensitivity to the active substance, to any of the excipients or to any other ACE inhibitor

~ HiRon of angicaema assocated with prviovs ACE Inhbtarthefay (b WARNING() AN PRECAUTIONS):

 Hereditary or idiopathic angioedema;

« Second and third trimesters of pregnancy (: AND LACTATION);

* Concomitant use of Perinace with alisien-contaiing products n panems Wi aaperes el o el impairment

(GFR < 60 ml/min/L.73 m) (see DRUG INTERA

« Concoitant use with sacubitril/valsartan (see WARN/NG(S) AND PRECAUTION(S) and DRUG INTERACTIONS:

« Extracorporeal treatments leading to contact of blood with negatively charged surfaces (see DRUG INTERAC

* Significant bilateral renal artery stenosis or stenosis of the artery to asingle functioning idney (see WARNWG(s)AND PRECAUTION(S).

|AND PRECAUTIC OKINETICS).

WARNINGS AND PRECAUTIONS
INCREASED RISK OF BIRTH DEFECTS, FETAL AND NEONATAL MORBIDITY AND DEATH WHEN USED THROUGHOUT PREGNANCY

able coronary artery di
if an episode of unstable angina pectoris (major or not) occurs during the first month of perindopril treatment,  careful appraisal of the benefitfisk
should be performed before treatment continuation.

Hypotension

ACE inhibitors may cause a fal n blood pressure. Symptomatic hypotension s seen rarely in uncomplicated hypertensive patients and is more likely

o occur i atets o ave been vl deplte e, by duretc therapy dietay sl esticondilyssdithoa r yoniting, o who hve
ertension (see DR . In patients heart falure, with or without

Sssocated enat msuffcency symptoatic ypotenson s b absened This fs o keyt occur i hake patiets with mre svee deges

of heart falure, s reflected by the use of high doses of loop diuretic, hyponatraemia or functional renal impairment.In patients at ncreased risk of

symptomatic hypotension, initiation of therapy and dose adjustment should be closely monitored (see DOSAGE AND ADMINISTRATION and SIDE

EFFECTS). Similar considerations apply to patients with ischaeic heart or cerebrovascular disease in whom an excessive fall in blood pressure

could result in a myocardial infarction o cerebrovascular accident.

Ifhypotension occurs,the patient should be placed in receive an intravenous infusion of sodium chloride

9 my/ml (0.9%) solution.A transient hypotensive response is not a omrandiion ot doses, which can be given usually without diffculty

once the blood pressure has increased after volume expansion.

In some patients with congestive heart failure who have normal o low blood pressure, additional lowering of systernic blood pressure may occur

with Perinace.

This effect is anticipated and is usually not a reason to discontinue treatment. If hypotension becomes symptomatic, a reduction of dose or

discontinuation of Perinace may be necessary.

Aortic and mitral valve stenosis / hypertrophic cardiomyopathy
As with other ACE inhibitors, Perinace 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.

Renal impairment
In’cases of renal impairment (creatinine clearance < 60 ml/min) the initial perindopril dosage should be adjusted according to the patient's
creatinine clearance (see DOSAGE AND ADMINISTRATION) 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 (see SIDE EFFECTS).
In patients with symptomatic heart failure, hypotension following the initiation of therapy with ACE inhibitors may lead to some further impairment
in renal function. Acute renal failure, usually reversible, has been reported in this situation.

ith bilateral renal s s ofthe al(srylu a solitary kidney, who have been treated with ACE inhibitors, increases
in blood urea and seru creatinine, This is especially ikely in patients with renal
insufficiency.If renovascular hypertension is also presen( here o an mtreaseﬂ risk of severe hypotension and renal insufficiency,In these patients,
treatment should be started under close medical supervision with low doses and careful dose titration. Since treatment with diuretics may be a
contributory factor to the above, they should be discontinued and renal function should be montored during the frst weeks of Perinace therapy.
Some hypertensive patients with no apparent pre-existing renal vascular disease have developed increases in blood urea and serum creatinine,
usually minor and transient, especially when Perinace has been given concomitantly with a diuretic. This is more likely to occur in patients with
pre-existing renal impairment, Dosage reduction and;or discontinuation of the diuretic and/or Perinace may be required.

Ha ialysi
raphylactod been reported in ith high fl an ACE inhibitor.In these
patients considertion should b Gven t using a differnt type of cilyss membane or ifen;dos o antihypertensive agent

Kidney transplantation
There is no experience regarding the administraion of Perinace in patients with a recent kidney transplantation.

Remaiuﬂa:_hwmenm

There s an increased risk of d renal insu th bilateral renal artery stenosis of the artery o a single
functioning kidney are treated with ACE inhibitors (see CONTRAIND/DATVONS[ Treatment with diuretics may be a contributory factor Los of renal
function may occur with only minor changes in serum creatinine even in patients with unilateral renal artery stenosis.

Hypersensitvity/Angioedema
Angoedemaof e fce extenite s mucous membranes ongue,glots anor ayms s e reortedrarly npatint vested with ACE
inhibitors,including Perinace (see SIDE EFFECTS). This may occur at any time during ther

Insuh cases, Perinace shauld promplybedscontinued and appoprate monioring Shoud 6 ntited and continued untl complete resoluton of
symptoms has occurred. In those instances where swelling was confined to the face and lips the conition generally resolved without treatment,
although antihistamines have been useful in relieving symptoms

Angioedema associated with laryngeal oedema may be fatal Where there is involvement of the tongue, glotts or larynx,lkely to cause airway
obstucton emergenc therpyshad b admistered promptly This may incude the acminsato o adrealne angor the maintenance o a
patent airway. The patient should be under close medical supervision until complete and sustained resolution of symptoms has occurred

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

Intestinal angioedema has been reported rarely 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 facial angioedema and -1 esterase levels were normal. The angioedema was
diagnosed by procedures including abdominai CT scan, or ultrasound or at surgery and symptoms resolved after stopping the ACE inhibitor. ntestinal
angioedema should be included in the differential iagnosis o patients on ACE inhibitars presenting with abdominal pain.

The combination of perindopril with sacubitrl/valsartan is contraindicated due to the increased risk of angioedema (see CONTRAINDICATIONS).
Sacubitrivalsartan must not be initated until 36 hours after taking the last dose of perindopril therapy. If treatment with sacubitrl valsartan is
stopped, perindopril therapy must not be initiated until 36 hours after the last dose of sacubitril/valsartan (see DRUG INTERACTIONS and SIDE
EFFECTS). Concomitant use of other NEP inhibitors (e.g racecadotil) and ACE inhibitors may also increase the risk of angioedema (see DRUG
INTERACTIONS). Hence,a carefl benefcisassessment i eeded beor niatig eament ith NEPnhiitr e g racecadtri) n patenson
perindopril

ncomitant use of mTOR inhibi irolimus, everolimus, temsirolimy
Patients f5ing concomitant mTOR isbiars (e, sroimus, everolmus, tnsirolimus) therapy may b a increased sk for angioedema (e
swelling of the airways or tongue, with or without respiratory impairment) (see DRUG INTERACTIONS).

reactions during (LDL) apheresi

Rarely, patients receiving ACE inhibitors durmg low-density lipoprotein (LDL) apheresis with dextran sulfate have experienced life-threatening
anaphylactoid reactions. These reactions were avoided by temporarily withholding ACE inhibitor therapy prior to each apheresis

aphylactic reactions during desensitisation;
Patients receiving ACE inhibitors di ion treatment (e.g, /enom) reactions. In the same

patients thes reactions have been avoided when the ACEInitrs were temporarly witheld bt they eappeared upan nadvertnt rechalenge.

Hepatic falure;
Rarely, ACE inhibitors have been associated with a syndrome that starts with cholestatic jaundice and progresses to fulminant hepatic necrosis and
(sometimes) death. The mechanis 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 (see SIDE EFFECTS).

Neutropenia/agranulocytosis, thrombocytopenia and anzemia have been reported in patients receiving ACE inhibitors. In patients with norma renal
unction and no other complicating factors, neutropenia occurs rarely.

Perindopil shou b used with exierme Caution i patients withcollagen vasula disease, immunosuppressan therapy reatment with llopurinel

or procainamide, r 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 perindoprilis used in such patients,periodic

monitoring of white blood cell counts is advised and patients should be instructed to report any sign of infection (eg. sore throat,fever)

Race:
ACE inhibitors cause a higher rate of angioedema in black patients than in non-black patients;

As with other ACE inhibitors,perindopril may be less effective n lowering blood pressure i black people than in non-blacks, possily because of a
higher prevalence of low-renin states in the black hypertensive population

Cough:
Cough'has been reported with the use of ACE inhibitors. ! is and resolves afterdiscontinuation

ough
of thrapy ACE inhbior nduced cough should beconsdared a part of th diferental magnasls of cough.

Surgery/Anaesthesia;
in patients undergoing major surgery or during anaesthesia with agents that produce hypotension, Perinace may block angiotensin If formation
secondary to compensatory renin release. The treatment should be discontinued one day prior to the surgery. If hypotension occurs and s considered
to be due to this mechanism, it can be corrected by volume expansion.

Hyperkalaernia:
Elevations in serum potassium have been observed in some patients treated with ACE inhibitors, including perindopril. Risk factors for the
development of hyperkalaemia include those with renal insuffciency, worsening of renal function, age (> 70 years), iabetes mellitus, ntercurrent
events, in particular dehydration, acute cardiac decompensation, metabolic acidosis and concomitant use of potassium-sparing diuretics (e.
spironolactone, eplerenone, triamterene, or amiloride), potassium supplements or potassium-Containing salt substitutes; or those patients taking
other drugs associated with increases in serum potassium (e, heparin, le also known a

The use of potassium supplements, g diuretics,or potassi g saltsubstitutes p patients with

function mayLead to a significan increase i serum potassium. Hyperkalaemia can cause serious,sometimesfatal athythmias. f concomitant use of
the above-mentioned agents is deemed appropriate, they should be used with caution and with frequent monitoring of serum potassium (see DRUG
INTERACTIONS).
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Diabetic patier
In diabetic patients treated with oral antidiabetic agents or insulin, glycaemic control should be closely monitored during the first month of
treatment with an ACE inhibitor (see DRUG INTERACTIONS).

Lithium:
‘The combination of ithium and perindopril is generally not recommended (see DRUG INTERACTIONS).

ium supplements or potassium-containin itutes:
The combination of perindopril and potassium-sparing drugs, potassium supplements or potassium-containing salt substitutes is generally not
recommended (see DRUG INTERACTIONSS).

Dual blockade of the renin-angiotensin-aldosterone system (RAAS):
There is evidence that the concomitant use of ACE-inhibitors, angiotensin II receptor blockers or aliskiren increases the risk of hypotension,
hypeklaenis and decese el fnction nlding aue el fiurl. Dl blocade of RAAS throuh the combined useof ACEinhbtors,
angiotensin Il receptor blockers or aliskiren is therefore no (see CS).

If dual blockade therapy is considered absolutely r\e:essary, this should only occur under Speuahst ‘Supervision and summ o frequent close
monitoring of renal function, electrolytes and blooy

ACEinhitors and angotenin ecaptor blocers sowld ot be used concomtanly n patents with diabeic nephropathy.

Patients with p nerally will not respond to anti-hyp drugs acting through inhibition of the renin-angiotensin
d

system. Therefure the use of this product \S not recommendec

ACE not beini £ inhibitor therapy is considered |, patients planning pregnang
should be changed to altenative anti-hypertensive treatments which have an established safety profle for use in pregnancy. When pregnancy is
diagnosed, treatment with ACE inhibitors should be stopped immediately, and, if appropriate, alternative therapy should be started (see
(CONTRAINDICATIONS and USE IN PREGNANCY AND LACTATION);

xcipients
Due to the presence of lactose, patients with rare p
deficiency should not take this medicinal product

INTERACTIONS WITH OTHERS MEDICAMENTS
Data has shown that dual blockade of the renin-angiotensin-aldosterone-system (RAS) through the combined use of ACE-inhibitors, angiotensin Il
receptor blockers or aliskien is associated with a higher frequency of adverse events such as hypotension, hyperkalaemia and decreased renal
function (including acute renal failure) compared to the use of a single RAAS-acting agent (see CONTRAINDICATIONS, WARNING(s) AND

galactose intolerance, or the Lapp lactase

USE IN PREGNANCY AND LACTATION
Pregnancy:

The use of ACE inhibitors is ing the

of pregnancy (see AND PRECAUTION(S)).

‘The use of ACE inhibitors is contra-indicated during the 2nd and 3rd trimester of pregnancy (see CONTRAINDICATIONS) and
WARNING(s) AND PRECAUTION(s)). When pregnancy is detected, this drug should be discontinued as soon as possible.

Epideniologial vdence regandingth sk of eratogency foloing exposre to ACE niors durig the s imsteof pregancy s
been conclusive; increase inrisk cannot be e

Unies cotinued AE inbbto therapy is considere esserta pauents planning pregnancy should be changed to alterative antihypertensive
treatments which have an established safety profile for use in pregnancy. When pregnancy is diagnosed, treatment with ACE inhibitors should be
stopped immediately,and, f appropriate,alternative therapy should be started.

Exposure to ACE inhibitor therapy during the second and third trimesters is known to induce human foetotoxiciy (decreased renal function,
oligohydramnios,skull ossification retardation) and neonatal toxicity (renal failure, hypotension, hyperkalaemia). Should exposure to ACE inhibitor
flve accured fom th second timester of pegnancy ulrasound check of renal.fncion and sl i ecommended.Infant wiase mothers have
taken ACE inhibitors should be closely observed for hypotension (see CO

Lactation:
Because o nformaton s avalabl reqarcing the use of Permace durmg breast-feeding, Prinace is not recommended and auemanve treatments
with better established nursing a newborn or preterm infant

Fertili
There was no effect on reproductive performance or ferilty.

SIDE EFFECTS/ADVERSE REACTIONS

f saft
e safetypotle ofperndopriL i consistent ithth safety rofile of ACE nibitrs
The most frequent adverse events reported in clinical trials and observed with perindopril are: dizziness, headache, paraesthesia, vertigo, visual
disturbances, tinnitus, hypotension, cough, dyspnoea, abdominal pain, constipation,diarthoea, dysgeusia,dyspepsia, nausea, omiting, pruritus,rash,
muscle cramps,and asthenia.

PRECAUTION(s) and PHARMACODYNAMICS). I Iverse reactions m organ
Drugs inducing hyperkalaemia MedDRA System Organ Class Undesirable Effects Frequency
Some drugs or therapeutic classes may increase the occurrence of hyperkalaemia: alikiren, potassium salts, potassium-sparing diuretics, ACE Eosinophilia Tncommon
inhibitors, angiotensin-II receptors antagonists, NSAIDs, heparins, immunosuppressant agents such as ciclosporin or tacrolimus,trimethoprim. The Agranulocytosis o pancytopenia Very rare
combination of these drugs increases the risk of hyperkalaemia. Blood Haemoglobin decreased and haematocrit decreased Very rare
. [ Very rare
C - d NS):
mitant use contra-indicated (see C ATIO! Haemolytic anaemia in patients with a congenital deficiency of G6PDH Very rare
In diabetic or impaired renal patients,risk of hyperkalaemia, worsening of renal function and Thrombocytopenia Very rare
Hypoglycaemia Uncommon®
Extracorg reatment rdg reversible on Uncommon*
Extracorporeal treatments leading to contact of blood with negatively charged surfaces such s dialysis or haemofilration with certain high-flux Hyponatraemia Uncommon®
membranes (eg, polyacrylonitrile membranes) and low-density lipoprotein apheresis with dextran sulfate due to increased risk of severe Mood disturbances Uncommon”
anaphylactoid reactions (see CONTRAINDICATIONS). If such treatment is required, consideration should be given to using a different type of Sleep disorder Uncommon®
dialysis membrane or a different class of antinypertensive agent. Dizziness Common
St ) ) - ) ! s Compon
The concomitant use of perindopril with sacubitil/valsartan is contra-indicated as the concomitant inhibition of neprilysin and ACE may increase | Nervous System Disorders Vertigo Common
the sk of angioedem,Sacubitelsrtan must ot be started uni 3 hours after taking the as dose of perindopri terapy Perindopri therapy Somline Uncommor
N AND P
must not be started until 36 hours after the last dose of (see COI RECAUTION(s)). ncove Uncommon™
Concomitant use not (see AND PREC/ ( Confusion Very rare
Aliskiren: Eye Disorders isual disturbance: Common
In patients other than diabetic or impaired renal patients, isk of hyperkalaemia, worsening of renal function and cardiovascular morbidity and ~[Ear and labyrinth disorders Tinnitus Common
mortality increase. Palpitations Uncommon®
Tachycardia Uncommon*
itor i PRN, ‘Angina pectoris Very rare
It has been reported in the atients with disease, heart failure,or d Arthythmia ery rare
concomitant therapy with ACE inhibitor and angiotensin-receptor blocker is associated with a higher frequency of hypotension, syncope, Hyocardialnfarcton,posslysecondary 0 excessive potension Very rare
hyperkalaemia, and worsening renal function (including acute renal failure) as compared to use of a single renin-angiotensin-aldosterane system high rsk pai i
agent. Dual blockade (e.g, by combining an ACE-inhibitor with an angiotensin Il receptor antagonist) should be limited to individually defined cases Fipttenson (and effects related to hypotension) Common
with close monitoring of renal function, potassium levels, and blood pressure. Vascular Disorders Vasculitis Uncommon®
Stroke possibly secondary to excessive hypotension i high- Very rare
Estramustine: i Raynauds phenomenon Not known
Risk of increased adverse effects such as angioneurotic oedema (angioedema). Cough Common
Co-trimoxazol methoxazole) i . Dyspnoea Common
Patients taking concomitant co-tri l may be at increased risk for hyperkalaemia (see WARNING(s) AND | Respiratory, Disorders Uncommon*
PRECAUTION(S). Eosinophilic pneurmonia Very rare

ring diureti riamterene, amilori
Hyponlaeimia (ptentaly lthal, espealy n connco with enal impaiment (aitive hyperalaemic ffecs)

The combination of perindopril with the above-mentioned drugs is not recommended (see WARNING{(s) AND PRECAUTION(S).

If concomitant use is nonetheless indicated, they should be used with caution and with frequent monitoring of serum potassium. For use of
spironolactone in heart falure, see below.

Lithium:

Reversible increases in serum Lithium concentrations and toxicity have been reported during concomitant administration of lithium with ACE
inhibitors Use of perindopril with ithium is not recommended, but f the combination proves necessary,careful monitoring of seru lthium levels
should be performed (see WARNING(s) AND PRECAUTION(s)}

Concomitant use which requires special care:

abeti i nts):
jical studies have suggested that concomitant inhibitors and antidiabetic medicines (insulins, oral

agents) may cause an increased blood-glucose lowering effect with risk of hypoglycaemia.

This phenomenon appeared to be more likely to occur during the fist weeks of combined treatment and in patients with renal impairment.

Baclofen:
Increased antinypertensive effect. Monitor blood pressure and adapt antinypertensive dosage f necessary.

Patients on diuretics, and especially those who are volume and/or salt depleted, may experience excessive reduction in blood pressure after

initiation of therapy with an ACE inhibitor. The possibility of hypotensive effects can be redu(ed by discontinuation of the diuretic, by increasing

volume or salt intake prior to initiating therapy with low and progressive doses of perindopril.

In arterial hypertension, when prior diuretic therapy can have caused salt/volume depletion, either the diuretic must be discontinued before

initiating the ACE inhibitor, in which can be thereafter ‘the ACE inhibitor must be initiated with
alow dosage and progressively increased.

In diuretic-treated congestive heart ailure, the ACE inhibitor should be initiated at 2 very low dosage, possibly afte reducing the dosage of the

associated non-potassium-sparing diuretic

n all cases, renal function (creatinine levels) must be monitored during the first few weeks of ACE inhibitor therapy.

P diuretics (epleren

Wihapefonane 1 spronlactone o dosesbetwaen 13 mg o 50 mg by day and with low doses T ACE o

Inthe eatmentof s - heartfalure NV ith aneectonfacion < 40% andp ACE inhibitors and ,risk
ecialy in case o the prempuan Tecommendaionson this combination

it iniiating the combination,check the absence of hyperkalaemia and renal impairment

A close monitoring of the kalaemia and creatininaemia is recommended in the first onh of the testment once 2 week at the beginning and,

monthly thereater

Non:steroidal anti-inflammatory medicinal products (NSAIDS) including aspirin > 3 g/day:
hen ACE-inhibitors are administered simultaneously with non-steroidal drugs (ie., acid at
dosage regimens, COX.2 inhiitors and non selective NSADS), attenation of the antiypertensiv efectmay occur Conomant use. of
ACE-inhibitors and NSAIDs may lead to an increased risk of worsening of renal function,including possible acute renal failure, and an increase in
serum potassium, especially in patients with poor pre-existing renal function. The combination should be administered with caution, especialy in
the elderly. Patients should be adequately hydrated and consideration should be given to monitoring renal function after initiation of concomitant
therapy, and periodically thereafter

Racecadotril
ACE inhibitors (e.g perindopril are known to cause angioedema. Thisrisk may be elevated when used concomitantly with racecadotri (a drug used
against acute diarthoea)

'mTOR inhibitors (e.g.sirolimus, everolimus, temsirolimus)
Patients taking concomitant mTOR inhibitors therapy may be at increased risk for angioedema (see WARNING(s) AND PRECAUTION(S)).

Concomitant use which requires some care:

Antihypertensive agents and vasodilators

Concomitant use of these agents mayincrease the hypotensive effects of perindopril. Concomitant use with nitroglycerin and other nitrates, or other
vasoilators,may further reduce blood pressure.

Gliptins (linagliptin, saxagliptin, sitagliptin, vildagliptin):
Increased risk of angioedema, due to dipeptidyl peptidase IV (DPP-IV) decreased activity by the gliptin, in patients co-treated with an ACE inhibitor

Tricyclic
Concomitant use of certain anaesthetic medicinal products,tricyclic antidepressants and antipsychotics with ACE inhibitors may result in further
reduction of blood pressure (see WARNING(s) AND PRECAUTION(s)).

Sympathomimetics:
Sympathomimetics may reduce the antihypertensive effects of ACE inhibitors.

Golg:
Nititid reactions (symptoms include facial flushing, nausea, vomiting and hypotension) have been reported rarely in patients on therapy with
injectable gold (sodium aurothiomalate) and concornitant ACE inhibitor therapy including perindopril

Rhinitis Very rare

Abdominal pain Common
Constipation Common
Diarthoea Common
Dysgeusia Common
Gastro-ntestinal Disorders Dyspepsia Common
Nausea Common
Yomiting Common
Dry mouth Uncommon"
Pancreatitis Very rare
Hepato-billary Disorders Hepatitis either cytolytic or cholestatic Very rare
Pruritus Common
Rash Common
Urticaria Uncommon®
Aot o el Tps ks mebroes Uncommon’
Skin and Subcutaneous Tissue Disorders Photosensitivity reactions Uncommon®
Pemphigoid Uncommon*
Psoriasis aggravation Rare"
Hyperhidrosis Uncommon"
Erythema multiforme Very rare
Muscle cramps Common
Musculoskeletal And Connective Tissue Disorders | Arthralgia Uncommon®
:‘VHL?ES - Hn:ommun‘
) . enal insufficiency incommon”
Renal and Urinary Disorders Hate renal iy Veryrare
Erectile dysfunction Uncommon
Asthenia Common
" Chest pain Uncommon*
General Disordersand Malaise Uncommon"
Oedema peripheral Uncommon"
Pyrexia Uncommon®
Blood urea increased Uncommon®
Blood creatinine increased Uncommon”
Investigations Blood bilirubin increased Rare*
Hepatic enzyme increased Rare”
Tnjury, poisoning and procedural complications Fall Uncommon®

Cases of SIADH have been reported with other ACE inhibitors. IADH can be considered as a very rare but possible complication associated with ACE
inhibitor therapy including perindopri.

'SYMPTOMS AND TREATMENT OF OVERDOSE
imited ata e avallabe for overdosag i Fmans Symptas assciated with verdosage f ACE fibitrs may nclce ytension cciatory
renal failure, hyp achycardia, palpitations, bradycardia, dizziness, anxiety, and cou

The recommended treatment of overdosage is intravenous infusion of sodium chloride 9 mg/m (0.9%) solution.If hypotension occurs, the patient
should be placed in the shock position. If available, treatment with angiotensin Il infusion and/or intravenous catecholamines may also be
considered. Perindopril may be removed from the general circulation by haemodialysis (see WARNING(s) AND PRECAUTION(s)).

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

EFFECTS ON ABILITY TO DRIVE AND USE MACHINES

Perinace has no direct influence on the ability to drive and use machines but individual reactions related to low blood pressure may occur in some
patients,particularly at the start of treatment or in combination with another antihypertensive medication.

s aresult, the ability to drive or operate machinery may be impaired.

STORAGE CONDITIONS

Store in a dry place below 30°C
Keep out of reach of children. Jaufkan daripada kanak-kanak.

SHELF LIFE
« Shelf life: Please refer to outerbox

PACKING/ PACK SIZES
Foil blisters o 3 x 105 and 10 x 10's tablets packed i an aluminium pouch per unit box with a package insert.
AL pack sizes may not be marketed.
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