PEARINDA PLLS 4
SCHEDULING STATUS 53 ]

1, NAME OF THE MEDICINE
PEARINDA PLUS 4 tabets.

2, QUALITATIVE AND QUANTITATIVE COMPOSITION ) )
PEARINDA PLUS 4: Each tablet contains 4 mg perindopri fert-butylamine salt and 1,25 mg of indapamide.

PEARINDA PLUS 4: Contains Sugar (Iacmse monohydrate 61,53 g per tablef.
For the fulfistof excipients, see section 6.1,

ﬁ mmg%mm FORM
PEARINDA PLUS 4:A white capsule shaped tablet with dimensions of 8 mm x 4 mm approximatel, bearing
abreak ine on both sides.

4, CLINICAL PARTICULARS

4.1 Therapeutic indications

PEARINDA PLUS 45 indicated for the treatment of essential hypertension, in patients that have been
stabilised on the individual components at the same dosage ranges and ihere fixed comoination s
considered more appropriate than monotherapy.

%Pﬂsdogyam method of administration

rect change from monotherapy to PEARINDA PLUS 4 may be considered where clinically appmpnate
T dosage regimen depends upon the indvidualrequirements of the pafient and is at the screion of
12 megical doctor

e recommended dosage is one tablet daily.

Hepatic faiure;
Asyndrome that starts with cholesm\ecdjaunmce and Sm ressesm ﬂJImman hepatlc necmls and

Linked to perindopril
Because no nformation s avaﬂahle regardm%he use of penndrﬁ]nl (uring breasteeding, peﬂﬂdﬂJ)ﬂ\ isnot

(somefimes) death has been associated with is not
understood. Patients receiving PEARINDA PLUS 4 who deve\ |aund|ce or marked elevatons of hepatic
enzymesshnuldd\smntlnue emmemand Teceive appropriate megical follow uptseesecﬂunw{J

Jagmia/hypokalaemi
Pmm PLUS 4 may cause an increase or decrease in serum potassium levels. The following patients are
atrisk for changes in serum potassium levels; those with uncontrolled diabetes melltus,renl insufficiency,
ma\nounshmer% coronary problems or heart failure,cirtotic patients with oedema or ascites, the elderly
(> 70 ears), tose wnh ﬂ\wn fer-curent events, in pamcu\al dehydration, e caas decnmpensamn

e m s

ents, potassium:
a sialmnolacmne mamterene anE amllonde 1may \ead Io hyperka\aem\a Which may e severe and lead o
arest),or potassium containing salt substiutes;
or tmse panents un ofher med cat\un assnclated wih chan%es of Srum polassium lvels . heparin
wtnmoxazo\e also known s frimethopri/sufamethorazole, other ACE inhibitors, angotensin-| receptor
rﬁgmsls , acetyisaicylc acd > 3 g/day, COX-2 nhibitors and non-selective NSAID's, mmunosuppressant
agents such as ¢iclosporin or tacmhmus rimethoprim) Reguar moniring o seum paassium s
recommended, f concomitant use o the abovementoned ‘agents is deemed appropriate (See Section 4.5),

Linked to indapamide
Water and electrolyte balance:

se electrol elmhalances and a reduction in sodium levels which may have serious
gmseqtu[egg%s. odium levels should be tested before iniation of reatment and then at reqular ntervals
uring freatmey

Reduction in sodium levels can initally be asymptomatic and requler testing is therefore essential. Testing
should be more frequent n elderly and cirthofic patients (see sections 4.8 and 49).

Hyponatraemia with hyFovolaem\a maY e responsible for dehydration and orthostatic hypotension,
Concomitant oss of chioride ions may lead to secondary compensatory metabolic akalosis: the incidence:
and degree of this effect e slight.

Indapamide may

28

=

treatments wi beﬁerestabllshe salfety profiles during breastfeeding are
preferable, especially while nursing newbom or preterm infar

Linked to indapamide

There i insuffcient information on the excretion of mdapamwde/metahnlﬂes in human milk. Hypersensiivity
fo slu\ctlof&am\de -derived drugs and hypokalaemia might occur. A isk o the newbomsfinfants cannot be
\ndapam\de is closely related to thiazide diuretics which have been associated, during breastfeeding, with
decrease or even suppression of mik lactation

Fertiity )
There was no effect on reproductive performance o ferity.

47Eﬁectsunab|l|lylodnve andusemaohmes _
Caution is advised performing ta lertn
foareduction in blood pressure

4.8 Undesirable effects
Summa

[
The adm%lsiraﬂun of permm inhibits the renin-angiotensin-aldosterone axis and tends to reduce the
potassium loss caused by inday dparmde Four percent of the patients on treatment with perindoprilindapamide
combination tablet experienced hypokalaemia (potassium level < 3.4 mmol).

The most commonly re&)oned adverse reactons observed are:
with zzingss, headache, paraesthesia, dysgeusia, visual impairment, vertigo, nitus,
hypotension, cough, dyspnoea ahdumma\ pain, constipation, dyspepsia, diarrhoea, nausea, vomiting,
pruius, rash, muscle cramps and asthenia

. wrﬂlmdapam:de hypersensitviy reaction, mainly dermamlog\cal n subjects with predispostion to

allergic and astimatic reactions and macu\opapu\ar rashes.

related

hw\ucnnfr ible dizzi

ﬁﬂec}alp?rﬁulahons Zﬂ klgfveml ide diretics and tiazide related diureti depletion vith hypokalaemia. Th et Df e OIPSY
enal s mejorrisk of tiazid diuretcs and tiazide related iuretcs is potassium depletion wi eemia. The -
Teamentwih P%NDA PLUS 4iscontindicatd nseere renel insuficieny (eatinn cearance kot e potassum vel < 34 mmalL should memed% o mghm popuatons | System Organ Cass | Frequency | Side ffects
Delow 30 mUmin). suchasmalnounshedsubjedsand/nrtheeldeny(whe er or not hey are fak umplemedlcat\unsi Bloodandlymphahc Less frequent Decreasesmwhﬂeb\mdoeuooumhaemoglnhm
Itis recommended that treatment should be started with the adequate dosage of th free combination in coronary patients and patients with heart faiure, aMC\nhothaHen wwthasn s and oedema, nSuch system disorders nd haematocrit, bone marrow depression, anaemia,
pa}\hemswﬂjlmcre“anmnecleara}aqgetgfS%JGBmL/mmule No dosage adjustment is necessary in patients gaze;cttlsypﬂka\an(%lm\amlchrealsestTeTcgﬂrdgglI e ufcardllgac ytgos\ esandlhenskolrﬂay‘mmd%ders mmmbﬂ:ﬂogema agranulocytosis, haemo@canaem\a
with a reatiing clearance greater than 60 mL/minute ubjects presenting with along QT interval are lso a risk whether the origin is congental o iatrogenic
: Hyp!)ka\agmla asvgmh bradycgl i, acts as a factor which favours the onssﬂ of severge hythm disorders, in Immune system Lessequent | ypersenttyengoedemareactons, angioedma of the
Elderly (see section 44) el r5ad e potes, i y b . disorders fece extemites, s, ongue, gltis and/o ayn, which
Hi recommended t starttheteamentwithany oneof e active ngredens. Rl mot requenttestngof pn{ass\um Teel s requted. The st measurement o plasma paasybﬁéml ‘”r}sf‘v?ﬁl‘fw ﬁ%: fg‘mg"smg o
Paemamcpnl!:ulahon potasswumfevelssouldbecameduumunngthehrsiweeklo\\uwmgthestanonreatmemIﬂuwpmass\um yalai. arhrits/ arthvalaia 2 posive antintclear anioodies
Thesafetyan emcacyopenndopn\ ither alone or in combination, has not been inchildren , comection s required. ?e\evalederymmﬂese imentaion rate, eosoptila
Calium lvels: mﬁ@
Meﬂmdafadmlmslrannn Theunnaryexcreuonofcalmumma}lhereducedbymlazldedluretlcsandtmazwderelateddluretlcs and Metabolism and Frequent okalaemia— pennd opil it e rein-angioensin-
Oraluse, this may lead to a mid and transient increase in plasma calcium levels.Inthe case of a marked increase nutrition disorders %ﬂemne Ms and re fices the potassium loss induced
Its recommendes that PEARINDA PLUS 4 i taken once daily n the morming before a meal. o1§a\uum\5v€\s watmngrﬁsgw\dbESﬁJWEUbefﬂlelﬂ\les“gaﬂﬂﬂUWEWHWWIUWHWWWPW“ by indapamide
Missed dose Unegnesed Typerpreyos. Less frequent H}(perka\aem\a , hyponairaemia, increases in blood urea and
Doctors should advise patients who forget to take PEARINDA PLUS 4 to take a dose s soon as possible Blood glucose: o . blood glucose, Increases in serum creafinine raised plasma
and then continue with the normal dose. Patiens sl not take a double dose to compensate for the Its important to monitor lood glucose levels n diabetic patients, especill when potassium lvels re low. calcum lvels, hyé)ochluraemlc alkaosis, ndapamice may
issed dose. Ui acid: DWCMTL‘]—
4300mm indications In hyperuricaemic patients there may be an increased fendency of gout attacks. Nervous system Frequent Vertigo, fatique
. rsensmvr% Hﬁenndﬁnlsmdapam\de sulghunamldes , any other ACE inhibitor or o any of the Renalfunction and diuretcs: disorders Less requent | Diziness, headache, paragsthesia, mood alteratons, Seep
. mgnredlems‘ufa NDu}}anguedemare\atedtoprewuusACEmmb\turmerapynran ierseegty |20 OUElEnd Handereed s e oyl efectve e el s ol or ol i distubance, asheriaand mentalconuson
lockers (RS Palemsshuuldneveragambegwenthesemedlcmeﬂseesecnnng) slightly impaired (creatinine levels lower than approximately 25 mglL, .. 220 micromol L for an adul. Eye disorders Less frequent | Vision disturbance
. hered\tarre olnlop?lm dl T \nme'etgienzumrivalueorplasnﬁ?c&aﬂ;n%ellevelslshou\dheadjumedtotakeacmumoltheage  weightand [ Cardiac disorders | Frequent Orthostatic ffects,incuding hypotension
+ - concomitant use offloroguinolones with ACE nhib suchas is sex of the patient according fo the Cockroft formul: ol o " -
g |{1patswe bt et severe renal mpaiment (creainine cearance <30 mUmin) cle = 140-a e)xbodyw%\gm/(]BMprasmacreannmeLevelwwm Lessrequent mcyaédrggmc:reg%ﬁerehmwu\aracmdenl,pa\pnanuns,
and in eldery pafien age expressed n years -
. aurtlcstennrgsml : wpeg tin " s?lratory,muraclc Frequent Cough
. hypertmphmnbstruclwecardlnmynpamy(HOCM) plasma creatining evel in micromolL. Less frequent | Bronchospasm, ints,sinusts
+ neonpesirderia ke T fmuis el for ey kv st o womeny g et [0S
¢ s on ngamen e e o 0 ot o fomai e o an ity il anshou et vmenty g e s I R e e
+ Dalre e SE0SS f ena fy SEACSS 1 ATENS i 2 g Key Hypovolaemia, esuing rom the loss of water and sodum cause by the diuretc 2t th st ofeament, | disorders taste disubances, oy mout, constpeton, epgastc
* ggﬁg;"ﬂl rapy i plasum spargdureis such s spondctore, i, i e Esesareducuonmg%umeru\alﬁltrmnlmae/resullmamncreas%mb\wdureaandcreanmne\eve\s pai, anorea
N Tustranswmwlunhc*unna\renalmsumaenwlsoman‘tversecunsequencempahemswwmnurma\renal Less frequent | Pancreatit
. E?angedluretlcs suthas PEARNDA PLUS 4 shoul o gien o patns with Adons diaseL1C0n DUy e Worena i xiing el sfcncy. Hepatobilary Less frequent | Jaundice, ncreases i vr enzymes, ncreases i serum
o hypokalaem Acute ary angle-closure gl disorders biubin,hepats (repeocelir or chlestat
. paernswwmhepat\cumlsasthesepanentsalemorehkelytodeve\ophypuka\aem\a Sulphonamide 0 dervative medi cause an idosyncratic reacton esuling in Skinand Frequent Pruritus
o Severe impairmen ollwertumnnnurhepaﬂcenc? Uga Hransient myopia and acute angle-Cosure U angle-closure gf lead subcmmsﬁm
o lthium: Concomitant administraion with PEARINDA PLUS 4 may lead o a toxic blood concentration of mpermanenlws\onloss s Th iy et is o dsconinue tein e of e medceonas repidly disorders Less frequent | Urticara,diaphoresi, alopecia, psoriasi, severe skin
ltium as possible. Promy memca\orsur?\caltreatmemmayneedtobeconsdered\fthelrmancu\arpressure dlsurdersmc\udmgpem phigus, mxmepldermalnecmlysws
. concomnamuseoIPEAHINDAPLUSAtwwmahsk\remnpat\emswnhd\abetesme\hwsnrrena\ remains uncontole, is fecors o deveoping acute angl-Ciosure glaucoma may ncude: hisory of SttensJotnsin syncorea enyera mulfome.Skn
impaiment (6FR < 60 mLimin/1,73 m?) (see section 44 anM su\phonam\deorpemmllmallergy rash, photosensivty or oher dermatological manfestations
. concomrtam%sewnhsacu‘mthvalsartan(see'sEPgm 'I — i At myug% gser"esd”“sw'yfne‘ggﬂtgf?”gﬂﬁllcﬂgyn‘éeggﬂmlﬂ%ca‘
: gf"aﬁ“”’”’“ eamens i o ontictof o ”egaw” gt sutees e setin ) Athlmesshou\dnmematmispmdummmainsindapamide which may give a positive reaction in drug fests. reacm%ns Mm.;? pua[p%smp‘ﬂons pu%u,a possible
. pfegnaﬂcyam|am0ﬂ‘smemn46) Papdiatric popul a%ﬂravanonolpre exising acute disseminated lupus
445y dpecautons e Saletyandeﬁmacymchlldrenhavenotbeenestabhshed T Tt s
ineracto Jusculos ess frequent | Muscle cramps
Should a woman become preﬁnam whilg receiving PEARINDA PLUS 4, the treatment must be stopped ﬁm}f E%m‘%g" s and e forms " comectvefisueand
mepﬂyandchangedmad\ eren classofant\h){pertenswemedlcmetseesectlonsﬂand r Concomitant use contraindicated: bone disorders
Ifa woman is contemplafing pregnancy, a diferent class of antinypertensive medicine should be used cgmgmmmmmemwm jum is contraindcated s toxic lood concenirations of thium may resu Renal and urinary | Less frequent | Uraemia, oliguria, anuria renal dysfunction, acute
(see secton 46). (seesecton 4.3). disorders renal failre
Gommon to prindoprland indapamide Bancammmwewhmlmwlresspeclalcare mm%;ysgg Less frequent  {Impotence
lg& ‘i)ooﬂrsnm%aggg of I)ltmum withthe combinaton o peindopri and indapamide i contraindicated (see ;rhrﬁnay,"f‘er@ﬁﬁ?ﬂ“&%mﬁ&%&?m&?mﬂ?ﬂ?mgmm“’” pressure vith adepton of Thefolln\mng undes@'l;\e ol ?SZZ,E’.?,?” Obsmd;gﬁ;},ﬂg e —
Nonsteroidal anti-inflammatory drugs (NSAIDS) ) and hi y g
et — gy manmatry dns (SADS Sys_temomnmass Feqerey [ Sie et
Them‘sgwdencemmnemﬂwmmuwAcgmbmﬂﬂgmm I eceptorblockersor aikien may Simuttaneous administration of ACE infibitors with nonsteroidal anti-inflammator drugs[egacetylsahc c | Infections and Less frequent | Rhinifis
}nglm,eﬁmmskgdhyp?%wh mala%mmdandde'c{)(aig‘il B”R%‘EHE 4‘0” S%umgacﬁe ;efgm gﬁ\g n?}:grrtné nlgv\grgfm&m%adogagereglmens COX-2 inhibitors and non-selective NSAIDS), atienuation of the Infestations
alure). Dual blockade of rough the combineg use of and aliskien i terefore I
oo anASaﬂdﬂﬁ’Ifdua\b|gckademerapy|spun5\de[eﬂabsmu[e ynecessary, s ComomrtarnuseolACEm%\mtofandNSA\Dsmay\eadtoactrterenahnstrmcwen ,including acute renel mnf;mgahc Lassepent Emn?%ggﬁa135%33%%{%%%%%anaem\a
shouldl oly occurunder Specialist supenvision nd stbject o requent close monitoing ofrenal unclion, failue and an ncrease n serum pofassium, especilly i defycrted pafients e uchon mg\umeru\ar ?hammyggﬂogena
%ﬁglh%e\tsnﬂ%ﬂaonngwgtenmn-ll tecepor blockers shoud not b used concomitanty  patients it %atgnutrlgnejeanmcn‘a‘anﬁ%tsew@wm Fea e I Metboismand | Less et | plcaniz, et (it n
mwmepmpm Patents should {hf(dratedandrena\funwunshouldbemonﬂoredatthestartufcuncum\tam nutiton disorders discontinuaton), hyponatraemia®
reatment and perioccal thereafer. Psychiatri disorders | Less fequent | Mood atered, Sleep isorder, confuson

ssilim supplements or potassium-containing Salt subsitutes:
The oombmasfa"ﬁenndupm and potasswum sparing medicines, potassium sug Ié"’n{ems or potassium-
contalning salt substitutes s usually nm recommended (see semons 4 3 and4 f

Risk of

Neutropenia/agranulocyt d anaemia have been reported in pa i
ACE innibitrs. In panens wwih normal renal function and no ofher complicating factors, neutropenia

rarely ocours. Perndopri should be used with extreme caution in patients with coHagen vascular disease,
immunosuppressant treatment, treatment with allopurinol o procainamide, or a combination of these
complicating factors, e cwaHy ifthere s pre-existing impaied renal funcion, Some oftese patients
developed serious infections vihich ina few insances did ot respond to ntensive antibiofic treatment,f
penndoﬁr 15 Used in such pafients, penod\ca\ monitoring of white blood cell counts is advised and patients
should be nstructed to report any sign of infection (¢.9. Sore throa, fever) (see section 4.5 and 4.8).

Renovascular hypertension;

In those patients wih bilateral e artery stenosis or stenosis of the arery to a single functioning kidng
who ae treated wih ACE inhibitors,the isk of lrEy&mﬁmsmn and renal i msu ciency i increased (see secfon
4.3).Treatment with diurefics may e acontrbutry factor Loss of renal funcion mayuccurwnhunlymmur
changes in serum creatinine, whlch may be reversible upon discontinuation of reatment even in patients
with umlateral renal artery sfenosi.

Hypersensitivity/angiogdema:
Angioedema of te face, extremites, tonﬂue lofts anclor arynx has been observed rarely in patients
treated with. ACE mhlhmrs |nc|udmg INDAPLUS 4. This may occur at any tme during treatment.In
these cases, PEARNDA PLUS 4 shou\d be discontinued promptly. These patients should be montored to
ensure oomp\ete resn\ulwon of symptoms.
Angioedera associated with aryngeal oedema may IJe fatal. Where there is mvo\vemen of the mngue Gltiis
or faryny, likely y obstruction, emergm. therapy should be administer
may mc\ude me admiisaton of adrengline andorthe maintenance ofa patent aiway. The patient should
e under close medical supervision until cnmﬁleie and sustained resolution of symptoms has occured.
These ia‘uemhwh never receive any PEARINDA PLUS 4, ACE Inhibitrs or angiotensin receptor blockers

)
{\%E nnibitors, mkciud 1g PEARINDA PLUS 4, cause a higher ate of angioedema in patients of black etficity
han in non-
Snsnllaua\nre)ﬁrem sweling o dificuty in swallow nrl:reamm Tequire immediate medicl
t%e\on Decause ofth en%skolan%medemayﬂﬁ ﬁ% g qm]
Patients with a previous history of arg?mneumhc oedema which was m) hnked fo Iakmg anACE inhbitors,
have an increased risk of angioneurofic oedema with PEARNDA PLUS 4 (see section 4.3).

Intestinal angjoedema has rarely been reported in pafients treated with ACE inhibitars, These patients
presented with abdominal pain )(wnn or without nausea or vomiting); in some cages, here was no prior

facial angioedema and (-1 esterase levels were nomal. meangmedemawasdlagnusedbypmcedures
inclucing abdominal CT scan, or ulirasound or with Surger andsgmptumsresolve aﬂersﬁn;ﬁ) gmeACE
inhibitor.Intestinal angoedemashuuld e included i the differential iagnosis of patients on ACE iibitor
presenting with abdommal pain.

Concomitant use of mTOR inhiitors (e % :mus[, fimus):

Patients mncnmnam\ytakmg mIOR inhibf rs(eg svuhmus everolimus, lemswmhmus) may be aten
:ncreaseg ns}girangwedema (e.9.sweling of the ainways or tongue, with o without respiratory impaiment)
(see secton

to the increased risk

Sacu \vaa\sanan mu ot be e unt 36 hours aﬂertakmg the last dose ufpenndapnl treatment.f
reatment with sacubitrlvalsartan i stopped, perindopri reatment must not be intiated until 36 hours after
Jast doge of see secton 4.3 and 4.5, Concomitantuse o oher neutral endopepfidase
(NEP) infibitors (e.g. racecad Jn\E(andACElnhlbnnrsma al \mreasemenskolangmedemaﬁeesectnn
45). Hence, a careful benefit-rsk assessment s needed before infafing treatment with NEP inhbitors (e.g
racecadot) inpatients on perndopr.

Fluoroquinolones and ACE inhibitor/renin ARBS:
Concomitant use of luoroguinolones and ACE infibitrs/ARBS, such as PEARINDA PLUS 4, mey precipiate
acute kidney injury in pafients, maHrme ith moderat to severerenal impament an
elderly pafiens unction shold be assessed before infiating freatment, and
montored EU”{"" reatment, wihfsoroquinolones or ACE nnibtors/ARBs, whethe Used eparately and/
or concomitartl.

Anaphyiactoid reactions during desensitisation:

Anaphylactoid reactons have occured in patients usmg ACE inhibitors, mdudm PEARINDA PLUS 4,
during desensiising protocols involving for example, Hymenoptera ven INDAPLUS 4 shouid be
used with caution in allergic patients treated with desensiisation and avmded in those under mnﬂ venom
immunother H However, these reactions could be prevented by te a)ﬁrary withdrawal of DAPLUS 4
foratleast 24 hours befre reatmentin pahemswhu require both ACE inhibitors and desensmsahon

- .
mu combination of pcmmv,m:

low i apheresis:
f\m'eatenmg anaphyiamodl'aﬂr'e'gcmns have e‘mem edrllh pghemsexposedmluwdemny lipoprotein
aphereswswwmde)dransu\phate absur%gon PEARIND PLUSAshnuId beavmded \n such tients.
Anaphylactoid reactions can however, e avoided by wrmclrawmgn S 4 at least
24 hours before lrealmenl inthose pal\ents requiring both ACE innibitor and LDL aphereys freatment.

Haemm ot vl 0 hir ‘ i i

rg been reported in o higf-flux is (e.0. ANGYY)
on AGE inhibftor reatment. In these Patlems corsideraton shoud e gven fo usng drﬁerem ﬁ/pe o dlyss
membrane or a different class of anthypertensive medicine.

Primary aldosteronisim;
Patients with primary hyperaldosteronism generall willnot respond to am\hﬁgerlenswe medication acting
through inhibiton of the renin-angiotensin system. Therefore, the use PEARINDA PLUS 4 s not recommended.

Linked to ind zamm
Hepatic encephalopath %ay be precipitated by tiazide and thiazide related diuretics in patients with severe
hepatic impairment. Adminisration of PEARINDA PLUS 4 should be stopped immediately i tis happens.

Photosensiti

Phutosensmvﬁeamms have been reported with thiazides and related thiazide diurefics (see section 4.8).
If,during treatment, photosensitvty reactions occur, reatment should be stopped.ffa re-adminisration
the dmaetuc %eem Anecessary  atients should be informed to protect exposed areas of skin o both the
sunand o atfic

Linked to PEARINDA PLUS 4
Renal i

ncy:

In cases tff sivgre renal insufficiency (creatinine clearance < 30 mL/min),treatment s contraindicated

see section

lTreatment should be stopped and possibly restarted with one constituent only in pafients without pre-existing

ent renal esions in whom renal blood flow tests show functional renal insufficiency.

In these patients, usual medical follow-up willinclude frequent monitoring of potassium and creatinine, after
two weel nnreénmemand fen every monthsdunngmerapeuncs ity period. Renal falure: has been
reported mainly in patients with severe heartfailure or underlying renal failure mcludmﬂ renal artery stenoss.
In'those patients with bilateral renal artery stenoss or a single functioning kidney, PEARINDA PLUS 4 is
comramdmated 1see section 4.3).

In acule cardla\ |rﬁarclmn treatment with PEARINDA PLUS 4 should not b inated in patients with
evidence ofrenal dysfunction &serum creating concentraons exceedng 177 micomolL o proteinura
exceedmgﬁﬂ[)m 24huurs) Tenal dysfunction d 1 treatment té

exceeding 177 micromolL or doubling of the pre- -freatment value), en PEARINDA PLUS 4 may need to be
withdrawn (see Secton 4.3).

Inacute myocardial infarcton, paients may develop pemstepné“h“rntenswun andlor \mpa\red renal function.
Hypotension in acute myocard\al infarction - treatment with IDAPLUS 4 must not be initiated in acute
myocardial infarcton patients who are at risk of further serious haemog?namlc deteriorafion afer treatment
with a vasodilator. These include pati ems wnh sysmlwc h\ood pressure 100mm Hrq orlower or carciogenic

f""”“’"’”l i reqmnng's |3W Herv’r:‘ussysmm Frequent Diziness, headache, paraesthesia, dysgeusia
icyclic antidepressants, neurol sorders . .
e am\hygenenswe efectand ncreased ik oforthostatc ypoension. Les equent | Somnoence', sycope” soke
Linked! to nerindopril Eye disorders Frequent Visual impairment
Dual blockade o the RAAS with ARBS, ACE inibitors, or aliskiren Earand labyrinth | Frequent | Verigo, tnitus
Clincaltialdata hiave shown that duel hlockade uﬂhe Tefin-an mtensm ldosterone-system (RAAS) disorders
through the combined use of ACE inhibiors, angiotensin-I recepgorb\uckersurahsk\ren is associateq with Cardiac disorders | Less frequent | Palpitations", tachycardia”, angina pectoris, dysthythmia
ahigher equency ufauvlerse events such as hypotension, hyperkalaemia and decreased renal funcion gnc\udmg hradycard\a venticuiar glchycarma atial
(see sections 43 and 44). trilation), myocardil infarcion
!Slﬂypr'“ " ind 'gmedicline —— — Vascular disorders | Frequent Hypotension
may increase ¢ of hyperkalaemiz: alikien, potassum
s s d\ureicy uch "@ amioride, ACE inhibitors, i Vasculm§
anglutensm Hl recepmr antagonists, NSAIDs, heparing, mmunosuppressant agents such as adnspnﬂn or Frequency Raynaud's phenomenon
tacmllmus timethoprim. Concurrem administration increases the risk of hyperkalaemia. unkrown
section 43) Rnipiralqry,moracic Frequent Cough, dyspnoea
Aliskiren: a!‘ raledlashnal Less requent | Bronchospsm, eosinopkilc peumonia
Indiabefic orrenal im Jlalled Jnat\ents the ik of yperkalaemia, worsening of renal function and ISOrders_ B —— _
cardiovascular morbiaty and mortaty increases. E;sirgmtesﬁnal Frequent Abdominal p_ﬁ\_n,consnpanon,dlarmuea,dyspepsua,
Extracomorea teatments: sorders naugea,oming
Exlgamrp{')‘r'e‘a\ttrealnﬁmgadwg '}n"cumact% Hood (wlth neﬂmvﬁly ﬁ??rged %unace's s%cp asddlah g;s Less requent | Dry mouth, pancreatits
or haemofitration with certain high-flux membranes (e.g poyacrylonirl membranes) and low den i
l mte[ilnswereﬂmhdemg sulphateduetomcregsgd \sk%isevereemaphylac‘m\dreamonos1 sefle mmtglm Lot s
section 4.3). 1 such reatment s givento ialysis -
membrane or a iferent classnfanqhhypenensweagem » Skmgﬂ i Frequent | Prurtus, esh
Sacubitrifalsartan ?l%lsnrdergms SSU8 | Less fequent | Urcaria, angoedema,hypeticosis, phoosensiiy
The concomitan useufpenndnpnlwwth sacubtilivlsetan s conraindicated 2 te concomitant iion reaﬁﬂun epemphlgmd  pourss aggaen”, enyiema
of ng n\psm and ACE infibitors mag increase the risk of angioedema. Secubitlvalsartan must not be started
unt 36 hours after taking the last dose o rgenndupnltreatmem Perindopri reatment must not be started Musculoskeletal, | Frequent Musce cramps
um\\aﬁhnursafterlhelasldusenfsacuh fvalsartan (see sections 4 3and 4 4). comnegie fissue and Less fequent | Atalgia® myalgia®
bone disorders s 0, meg
Fluorogquinolones and ACE inhibitor/renin ARBS: - —— v
Concomitant use ffuoroguinolones and ACE rhiiors/ARBs, such as PEARINDA PLUS 4, o precpite | Renalandurinary | Fequent | Rena inufficency renal e acute
cue kidney iy The mechanism of the posileinferacio between te iferentclasses of medicines, disorders
over and above the different mechanisms of kidney damage, is unknown (see section 4.3). Reproductive system | Less fequent | Erectle dysfunction
Concomitantuse ot recommended: s s
\Mlkt:nt ther than diabef | impaired patients, the risk of hyperkal of renal Gﬁneralsg;rder?and fenat e
In patients oter than diabetic o renalimpaired patents, the isk of yperkalaemia, worsening of rn administraive site i maleicat o * o
tuﬁc‘unnandcard\uvasmlarmnrl:ldrtyamliJ mumlpﬁy mcreases(seeseyc%%nm ! conditions Less fequent | ret i, ke’ peperl e’ e’
Concomitant therapy with ACE inhibitor and angiotensin receptor blocker: Investigations Less frequent | Blood urea increased, blood creatinine increased, blood
\l has been reportd n e eratur e npatiens withestablhed atheroscleroi ciease, hear faure, biliubin ncreese, heptic enzyme increase, hagmoglobin
nhd\aheleswwmendmgandamaeconcnmnamneatmentwwmam\c inhibior and and haematocrt decreased
reoeptorblockemsassuc\atedwnham e fequency of hypoension, Syncope, hyperklzem Injury and poisoning | Less frequent [Fall

waorsening renal function (including acute ren failure) as compared o use of a single renin-; angmlensm
aldosterone system agent.

Dual blockade (e.g. by combining an ACE infibitor with an angiotensin- receptor anta%omsn should be
limited to individually defined cases with close monioring of renal function, potassium levels, and blood

Tabulated summary of adverse reactions INDAPAMIDE
System Organ Class _ | Frequency | Side effects

pressure (see section 4.4). Bloodandlymphanc Less frequent | Agranulocytosis, aplastic anaemia, leukopenia, haemolytic
Estramustine: system disorders anaemia, frombocytopenia
Risk of increased adverse effects such as angioneurofic oedema (angioedema). Immune system Frequent wEersensmwty (reacﬂons mainly dermatological, in Subjects
P B injSufamethorazolel disorders vith a predispostion to allrgic and astmatic reacions
Batents concomitanty taking co-timoazoe i ) may et ikfor | Metabolism and Less frequent [ Hyponatraemia, hypercalcaemia
hyperkalaemia (see secﬁnn 3 4) Frequency Potassium depletion with hypokalaemia
Potassinrparing | polssium sl unkroun
\nc&assed \eve\s of pu‘mssmm Sggs nllaHy Ielha\) pagls\ah(arl d|n cages of rgnzgdmsumg% demon of - Hemaus system Less frequent | Headache, paraesthesia

um-spar jum-rasing agents should not be combin sorders
Whenpuwwum evelsare\uw(seesecunn g‘ I concomtant use is nonetfiless inicated, theyshuuld Z'ekq”u:wn;y %mogehﬁé%#"ﬁgf oftepac encepfdepaty
be used with caution and with frequent mnnrtonn 0f serum potassium. For use of heart - —
Ianlure seeunderseclmn45£omm1tantuse lh requies special care Eye disorders %“% Visualimpeirment, myopia, blurred vision
Am:dlahehca s it Icaemwsul fonanides Earand abyrinth | Less fequent | erigo

o &ﬂr mm%%"” e reatment with nsuin o with disorders

hypcg1ycaem\csu\phonam\des Cardiac disorders | Less frequent {smrmmlamc\udmg bradycardia, ventricular tachycardia,
Non-potassium- ~pann§d|uremx i fviion
Paens on iuref espemallythosewhnarevn\umeand/ursahdeﬁleted mayexpenence excessiie Frequency | Torsade de pointes (ofentially fata)
reduwun in bloo pressureaﬂennmatmnmveannernwwmanACElnhlb orTheposswanK hypotensive WkWWﬂ
¢ t d IJ“ehrle % byd\smn‘um:ja‘uongmed\gml , by increasing volume or salt intake prior o iniiating | Vascular disorders Lessfequent | Hyootension and efects relted o ypatensio)
eatment with low and progressive doses of perindopri PO — — —
\ncreasedam\hypenensweogeﬂemand e Sttt hypotension(addiive efec) Emé“g"‘“ﬂ Less requent | onstipation, nausea, vomiting cry mouth pancreats
Inarterial hypertension: -
Whenrnor&%\ctreﬁtmen maxhavecausedsaMn\umedepIet\on citer the diretc must be Hg‘mﬂ'aw Less fequent | Hepatcfuncton bnorml
discontinued before iitiating the ACE inibitr, in which case a non-potassium-sparing diuretic can thereaffer Frequency Hepats
be reintroduced, or the ACE inhibitor must be iniated with alow (dosage and progressively increased. unknown
I diuretic-treated congestive hear Skinand Frequent Rash maculopapular
The ACE nhibtor shouid be mmatedataverylowdﬂsage , ossibly after reducing the dosage of the Subcutaneous HSSUE - g ragent | Urtcaria, angioedema, pupur, o epidermalnecrolss
associated non-potassum-Spring diureic. nal cases, renl functio (creatiin lvels must be monitored | disorders Stevens Jotnson Syrdrome
uring the firstfew weeks of ACE inhibitor treatment. Feguency Phatasenivy reacton
Potasslum-snanngdmrencs(ephrennneh jronolactone): ) unknown
%‘Efﬁmme"'SP""m“m““ oses betneen 12.5mg 1050 per dayandvith o osesof Musculoskeletel, | Fequency Possmlewnrsemngolpreenslmgacmed\ssemmled
In the reatment of class 1V heart faiure (NYHA) vith an ejection facion < 40 %, and previousy treated ﬁg"“ﬁnmam k0w tpus eyemasis
wih ACE inhbitors and loop diurefcs,risk of hyuperkalaemla , potentiall lethal, especially in case of non- -
gggmanﬁegvrmt;]he pre%cnp on rehcorEmendg unsa&ohi m%nmhna odn ) m%gpsd urinary - {Less frequent - {Renal faure acute

re iniiating the combination, check the absence J2emia and renal im ] Less frequent | Fatique
Close munmmﬁ of potassium and creatmmelsrecommeyﬁged inthe irst mnnthm%aéneatmenn oncea nvestgatons Ffﬁj_#p;ﬁenzymemcmsed Hiood gl oreased, ool
Vegkat e hegmmng and, montly et unknown uric acid increased, e\eclmcard\ugmm r leonged

Racecadot
ACEmhlhmrs w&permd? vl are known to cause ansqwoedema This risk may be elevated when used
concomitantly with racecadotrl (2 product used against acute diarhoed).

mTOR inibitors (e, g smlllmus everolimus, temsirolimus):
E’anents wncom\tan )y taking m TOR nibors Treatment, may be at an increased risk for angioedema
(see section 4

Concomitant use which requires some

Antihypertensive agents and vasodilator rs

Increase of the hypofensive effect of PEARINDA PLUS 4. Concomitant use with nitroglycerin and other nitrates,
or other vasodilators, may turther reduce b\wd pressure.

Allopurinal, cyto s, Syst i
Concomitant admmlstralmn may lead foan increased sk for \eucnpema (see secton 4.4).
Anaesthetic

The hypmensw% ffcts o ceran aneesthetc ‘agents may be enhanced (see section 4.4),

Gliptins (imagliptin, saxagliptin, sitagliptin, vildagliptin)
. é i i chy\pep dmI ?\I(DPP\\l)decreasedactwnybymeghpnn in

shock. Dunn%the first 3 days 10Huw r“g
pressure is 120 mmHg or lower. Maintenance duses should be: reduced rf ggstnhc blood pressure is 100

mm aorkmerlfh olenswon erswststysmhcb\wdpressure\essman mmHg or more than 1 hour),
then PEARINDA PLUS 4 should be witharaun.

Hy

Pa\emsaiamghnsku(syn;fmmancmmﬂsmeg pat\emswnnsa\torvo\umedeplet\un (in partcular
in patients witf renal arte enos@w without e conditions corrected
before therapy with P stematct ung should be carmied out Iur dmlca\ $igns of water and
eectmlyte dep\enon wh\ch may 0ceur diarhoea and/or vomiting. Reqular monitoring of
vequired aferintiaing and (uring therapy. \lhypmensmnuocurs 1 patient should be
p[aced in e supine positon and if necessery receive an infravenous infusion of 0,9 % saline.

ransient hypotensionis not a contrandication to continuation of reatment. After re-establtiment of
asastt\s{ac%ry blood volume and blood pressure, treatment can be started again with only one of the
consiuent

Potassium levels:
The onset of hypokalaeia s not prevented by the combination of #gnndnpnl and indapamide, particularly in
patients with renal failure and diabetic patients. Potassium levels should be monitored regularly.

Gerebrovascular disease o ischaemic heart disease:
Reduction in blood pressure could aggravate these conditonsand may resultin myocardial infarction and
cereDrovascular accidens.

Blood urea and serum creatining:

Increases in blood urea and serum creatinine have been seen in pafients with no apparent pre-existing
vascular disese, especially when PEARINDA PLUS 4 has been given conwm\tarm with a diurefic. Dosage
reduction o discontinuaton o PEARINDA PLUS 4 orte dureic ma b requie.

Information on excipients of PEARINDA PLUS 4
PEARINDA PLUS 4 contains lactose. Patints with rare hereditary problems of galactose infoerance, otel
lactase deficiency or glucose-galactose malabsorption should o take this medicine.

unked to perindopril
Ady perslstem cough, that disappears on discontinuation of treatment, has been associated with ACE

inhiitors. An iarogenc aetology Should be considered in th event of this ‘symptom. f an ACE inhibitor is the
preferred therapy, continuation of reatment may be considered.

The eﬂlCﬂ? and safety of perindoprilin children and adolescents, alone or in combination has not begn

Risk ( i rdiac i ency, water and

f
(i cases of

electrolye depletc m)

Volume depleled pal\ems (e.g.by diuretc me%y ,dictary salt restriction, dialysis, diarhoea or vomiting) -
afthough i may occur in pomo-Volemic pate gpniensmﬂ is morefely n volume depete ptie A
sudden reduction n angiotensin-I may resutin Sudden and severe hypotension. There is lso an increased
risk of PEARINDA PLUS 4 induced rendl failure, e c\aH[y in those wih congestive heartfalue, in patients
whosg blood pressure was mmal\y o, incasesof enal aterystenosis o ithosis wih edema and atites.
Blocking the renin- m%mensm -aldostrone system vith an ACE nhibior ag cause, particularly at the fime
ofthe first administration and during th firt two weeks of treatment, a sudden drop in blood pressure and/
or anincrease in plasma levels of creatining, showing a functional renel insufficiency.

Occaswmalﬁm\s can be acute in onset, alth nugh rare, and with a veriable fime to onset. n such cases, the
reament should then be niiaed wity onlyoneof the constents and ncreased progressvel,

Potasium el and renal uncon shouk b tested before the start of reatment, The iniial dose should be:
agjusted acmrdmg o blood pressure response in order fo prevent sudden onset of hypotension, especially in
casesofwaeran electrolyte deplefion.

Patients with known atherosclerosis:

Myocardial infarction and cerebrovascular awdems may be due to severe falls in blood presstre in high-risk
patients e.. those with it disease or disease. Treatme
should be started at a low duse o with only one of the constituents.

Renovascular h

The treatment. renovasculal hypertension s revascularisation. Nonetheless, ACE inhibitors can be beneficial
in patients presenting with renovascular hypenenswon whoare awamng conecte surgery or when such
asurgery s not possible. it
Teatmentshoul be started inah

passium levels should be moniored, smce some pat\e
which was reversed when treatment was sto

Carm.ac faﬂure/severe caidtac insuffi mencr
e V) or patients with insulin dependent diabetes melitus tendency to
hypokalaemia) - sanlrealmenlwnhaluwduseoroneconsnluemonlx under srict medical Supervison.
eatment with befa blockers should not be: s10pped in hypertensive patients with coronary insufficiency, e
ACE nfibitor should be added to the beta blocker.

Patients with diabet

Increased risk of h]yperkalaemla as wellas hyggg 51ﬁcaemlal may occur especially in insuiin-ependent
d\ﬁhﬁies melitus. Treatment should therefore be Started under medical supervision and with a reduced

infial dos

tis |mportant to monitr blood glucose levels in diabetic patients previously treated with oral anfidiabefic
megication o insulin especially when potassium levels ar low, namely during the frst month of treatment
with an ACE inhibitor (see section 4.5).

x‘s stituents and renal function and
nis have deve\uped afunctional renal insuffiiency,

£

Ethnic differences:
s with other angiotensin converting enzyme inhbitors, genndopm is apparently less effective i lowering
blood pressure in pafints of black ethnicty than in non-black patients, possibly because of a higher
prevalence of low-renin states in the black hypertensive popu\anun

/anagsthesia:
In patients undergoing major surgery or during anaesthesia with agents that produce hypotension,

INDA PLUS 4 may block anglofensin-II formation secondary to complementary renin release. f
hypotension occurs and is considered to be due to this mechanism, it can be corrected by volume expansion.
owel;ller itis recommended that reatment with perindopri be: dscontinued one day before surgery where

possible.

) ic cardiomyopathy:
A triinllwih\tors should be used v}vrnh caution in patients with an obstruction in the outflow tract of the left
vertic.

E5824

Increaged risk of angioedem, due to i pem]

paents co-treated with anACE infibitr

Sympathomimetics:

i reduce ive effects of ACE inhibitor

Gold:

Niitoid reactions 1sym§tums include facia flushing, nausea, vummng and hypotension) have rarely been
reported in patients on reatment with injectable g d (aurano i) and concomtant ACE Inhibitr treatment
including perindopri.

|nkernn|ndapam|de

Concomitant use that requires speci
Ani mvlhmlc medlcmes wlnd1 pmduce lnrsade e pointes: Class IA antidysthythmic agents
.qmmdme SKﬂrnqmmdme isopyramide), amiodarone, Sotalol:
e to okalaenia, indapamide 'shoud be admmlstered With mulmn when assac\aled
with medlcmesth Induced torsade de pointes such as class [A ani P ﬁm ing,
hydroguinidine, dlsupyram\ce) class ll antdysrhythmic agents (amiodarong, dufen ide, ibutiide, breiyllurn
sota\o\ Some levomepromazine, hioidazine, tnﬂunperazme
suliride, sutopride iprce), burophenones (dropendal halof:endul] other

neuroleptics (plmoz de aiher substances such asbepr, cisaprice, iphemani, IV mizofastine, moriforecin,
Eemam\dme imozide, sparfioxacin, IV erythromycin, lofantine,vincamine, methadone, astemizole and
terfenadine. Prevention \owpmawum evelsandconemunﬂneoessary munnonngufmeuﬂnterval

Pmmlum Imng%mmmm amphnuancm B(V rnule), glucooomcmds and mineralocorticoids
imulant laxatives Be-agonists

ncreased risk of \wpumsslum Ieve\stadd\twe effect. Munrmn 0! otassium levels, and corection if

nmecemry, paaﬂcu\af consideration required in cases of treatment with digtalis. Non stimuant axaives

Torsade de pointes (ow potassium levels are arisk factor, as are bradycardia and a pre-xisting Iong ar

inerval Prvention f o potassim leves and coreion fnecessary: monitorng of e O iteval,

Digitalis preparations:
Low potassium levels favour the toxic effects of digitals. Potassium levels and ECG should be montored, and
tlealmen 1t reconsidered if necessary.

rinol:
Cﬁoncomnzlam reatment with indapamide may increase the incidence of hypersensitivty reactions to
allopurino

Concomitant use which requires some

Potassium-sparing diuretics am||nmie sp|rmn|ac1nne triamterene):

Potassum lvels ad ECG should be monioed,and treamentreconsidted necessary. Whikt rational

combinafions are useful in some patients, hypokalaemia or hyperkalaemia [Wculaﬂy in patients with

Fat\ fallutreofd\a%eies ma sl oocu Plsma potassum and ECA shoud be monitored and, f ecessar
eatment reviewe

Metformil
Lactic i e% possibl funci insuffciency linked to diuretics and in
particular f loop diuretics. Do not use metformin when plasma creatining levels exceed

15mgL (135 micromolL) in men and 12 mgL (110 micromoll) in women.

lodinated contrast media:
There is an increased risk of acute enal insuffciency, in cases of dehydration caused by indapamide,
Bgmcu\m\y when mgh doses of iodinated conirast media are used.

hydramn should De carried out before the iodinated compound is administered.

i diin t0 metformi

Calcium salts:
Risk 01 increased levels of calcium due to reduced elimination of calcium in the uring.
CIC|I§1|JMII1 ortacrolimus:

I hange i circulating levels of ciclosporin or tacrolimus, even when
there is no saftand water depletmn

Indometacin and nonsteroidal anti-inflammatory medicines (NSAID's):
Reduce the anthypertensive effecs of PEARINDA PLUS 4. Biood Fﬂressure mnmtoﬂng shiould be increased
when any NSAID s added or discontinued in a patient treated with PEARINDA PLUS

Cardiac gl;fcns
The o efets ofcariac qlycosides are favoured by low potassium levels.

Anticoagulants, coumarin- or indandione-derivative:

Effects may be decreased when Lsed concurrently with |ndapam|de In addtion, diurefic-induced
improvement in hepatic congestion may lead to improved hepatic function resuhng in increased pro-
coagulant factor synthesis, dosage acjustments may be necessary.

Non-depolarising neuromuscular blocking agents:

\ndaﬁamlde may induce hypokalaemia, which may enhance the blockade of non-depolarising neuromuscular
blocking agents. Serum potassium should be determined before administration of non-depolarising
neuromuscular blocking agens.

ngpammmm ics:
The antihypertensive effects of indapamide may be reduced.

Gorticosteroids, tetracosactide (systemic route):
Reduction in ant\hypemenswe effect salt and water retention due to corticosteroids).

45Fem|ny, pregnancy and lactation
e

INDA LUS 415 contraindicated during pregnancg
Pre nant women should be informed of the potential hazards to te foetus and must not fake

INDA PLUS 4 during pr ranancy(seesecnnnHi Pafients \aﬂmnﬁ regnancy should be changed to
allematweam] -hypertensive freatments which have an established sa F/pmﬁle 1 use in pregnancy. When
greg\nan is d\aé;msed  reatment with PEARINDA PLUS 4 shold be stopped and if appropriate, aftermative
eatment should be stared.
Foetal exposure to ACE inhibitors during the firt rimester of pregnancy as been reported fo be assucwated

with of malformations of the (afral and/or ventricufr septal defect

puimonic stenosis, ?ammdums arteriosus) and central nervous system (microcephaly spina hmdaj and

of idn mahurma
ta and can be presumed to

PEARINDA PLUS k etal b
ﬁ essure regu aMg mechamsms Uhgohydrammcs 2 wiell as hypotension, oliquria and anuria i newboms
ave been report aﬂeradm\mstrahm of ACE inhibitors in the Second and third trimester. Cases of skul
ossifcation have been observed. Prematurity and low birth mass can occur (see section 4.3).

Should eéfusure to ACE inhibior have occur edfmm the second imester Kregnaﬂcy u\trasound checkof
renal function and skul is Infants wh

observed for hypotension (see also section 4.3).

disturbance in fog

PEARINDA PLHS 4is contraindicated during breastfeeding (see section 4.3).

* Frequency calculated from clinicaltials for adverse events detected from spontaneous report.

Cases of Syndrome of ecretion (SIADH) have been reported with oter
ACE inhibitors. SIADH can be considered as a very rare hul pﬁSS\b\e cumphml\on associated with ACE
inhibitor reatment including perindopril

Reporting of suspected adverse reactons:

Reporting sus cted adverse reactions after authorisation of the medicine s important. f allows continued
monitoring of the benefitisk balance of the medicine, Healthcare professionals are Sri?‘ueﬁedtnre tany
suspected adverse arug react unsloSAHPHAwthe Med Safety APP (Medsafety X SAHPRA) and ef epumng
platiorm (who-umc. org(); found on SAHPRA we!

An email can be sent directly to the company, pharrnaoowgMance@pharmadynamms 0023, o ensure
samy ofthe pmduc

FSR—]

confusion), electrolyte isturbances (low sodium and potassium Ieve\s) and rena falre: (oliguria Which may
progress f0 anuria due to hypovolaemia).

Managememﬁwefdose
Treatm rive. Activated charcoal may be give 1

ifthe
patient presen{s within 1 hour of \'r]lgoesnon Treatment consists of volur%e expansion to correct hyputensmn
and treating defyaration and electrolyte imbelances.
Perindopril and perindoprilat are removable by haemodialysis.

5, PHARMACOLOGICM PHDPEK’[IES
5.1 Pharmacodynamic properties
Pharmaoothera utic group perindopril and diurefics

s|gns and Il
Severe hvidgr’llsmn (sometimes associated with cramps, nausea, vomiting, sleepiness, diziness, menal

Phannaoo\uglca\ classification:A 7.1.3 Other hypotensives.

Mechanism of action
PEAR\NDA PLUS 4 a combination of perindopri ert huty\amme saft, and ndapem\de achlorosuiphamoyl

diurefic. Perindoprilnhibits angiotensin -converting enzyme (A( uh\lsactwe metabolte,
perindoprilat. It 5 & specti gsu\phyc o memhwrﬂmm i erelatwe\y
nactive anglotensm o angiotensin-. An Mensm |I is a potent e release

of aldosterone. Decreased angiotensin-l adecreasein vasupressnr actiity and a reduction
in aldosterone secretion, which may resultin small increases n serum potassium.  is also thought that ACE
iniiion may it degradaton ofbradyinin leading o ncveased bracyini el

Indapamide, [\-{3- sulphamuy\ - chlﬂmbenzam\dozz methyl indoline] is an indole derivative of
chlorosulphonamide with antinypertensive action. t has extra-renal anthypertensive action resulting ina
decreasemvascularhylgerrea iy and a reduction n o \pnpheralandartenularremstanoe This action

is thou mmbedue emhm on of ransmembrane jonic nfu, essentially calcic, and the stimulation
s[y lesis of the vasocilatory hypotensive prostaglandin PGE2. There is also a direct renal diurefic action.

Pmongeduseolmdapamme 1as Deen shown to be associated with a reduction in left ventricular mass in

hypertensive patients.

5.2Pham|acnk|nencpropemes

Absorption

Penndn{ml is well absorbed after oral doses with a bioavailabilty of about 65 to 75 % and reachm% ﬂeak

concentration within 1 hour, Peak glasma concentrations of %enndnpmat are achieved within 3 to 4 hours

of an oral dose of perindopri. The time to peak effects 3 o 7 hours. The presence uﬂuad does not affect

the| rale or exlen of absorption of perindopril but it i reported to reduce the conversion of perindopril fo
indoy ﬂ

I apam\de |swnﬁ|d|y and completely absorbed from the gastointestinaltract. Peak plasma concentrations

ae acmwed

Penndopnl an {Jennd opriat have a low volume of distribution. The plasma protein binding of perindoprilat
is weak (about 10 to 20 %). Perindopriat binds to angjotensin converiing enzyme t both plasma and fissue
levels. \ndapamlde s strongly bound to plasma proteins.

Biotransformation

anndnpn is extensively metabolised in the fver to perindoprilat and inactive metabolftes, including
Jucuronides.

Fﬂdapam\ e is extensively metabolised in the liver.

Elimination
Perindopril is mainly excreted in the urine as unchanged perindopri (the elimination half-ife is about
lhuurgaspermdnpn\al and as other metabolites. The remainder is excreted in the faeces. Perindopriat
fias a biphasic eimination with a distribution half-fe of about 5 hours and an eimination half-Ie of 25 to
30 hours or fonger.The later ha-Ife probably represents strong binding to angiotensin- oonvemngenzgm
Eer‘mdopnlat excretion s decreased in renal impairment. Both perindoprl and perindoprlat are removed by
lal
\ndapam\de elimination is biphasic with a half1fe in whole blood of about 14 hours. About 60 to 70 % of
the dose i excreted in the urine, about 5 to 7 % s excreted unchanged. About 16 t0 23 % of the dose s
excreted in the faeoes. \ndapamlde s not removed by haemadalysis, but t doesn't accumulate in patients
with renalimpairment.

5.3 Preclinical safety data
Not applicable. X

6. PHARMACEUTICAL PARTICULARS
.1 List of excipients

Lactose monohycdrate
lagnesium steara‘t‘e‘

Siicacoloial nhygos.
6.2 Incompatibiities
Not appllc.al%?gl

6.3 Shell Iﬂe

EA Speml precautions for storage

Store at o below 25 °Cina cool, dry place.

Keep the bisters in the carton il redquired for use.

65 Nature and contents of container

PEARINDA PLUS 4: The tablets are avalable in PAVALUIPVC/ALU blister packs of 30 tablets i an outer carton.
6.6 Special precautions for disposal

No special requirements.
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PATIENT INFORMATION LEAFLET
SCHEDULING STATUS

PEARINDA PLUS 4 tablets
Perindopril fert-butylamine salt and indapamide
PEARINDA PLUS 4: Contains sugar (lactose
monohydrate 61,53 mg per tablet).

Read all of this leaflet carefully before you start

taking PEARINDA PLUS 4

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

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

o PEARINDA PLUS 4 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 i in this leaflet

1. What PEARINDA PLUS 4 is and what it is used for

2. What you need to know before you take
PEARINDA PLUS 4

3. How to take PEARINDA PLUS 4

4. Possible side effects

5. How to store PEARINDA PLUS 4

6. Contents of the pack and other information

1. What PEARINDA PLUS 4 is and what it is used for
PEARINDA PLUS 4 is a combination of two active
ingredients, i.e. perindopril and indapamide.

Perindopril belongs to a class of medicines called ACE
inhibitors. These work by widening the blood vessels,
which makes it easier for your heart to pump blood
through them.

Indapamide is a diuretic (sometimes called a water
tablet). Diuretics increase the amount of urine produced
by the kidneys. However, indapamide is different from
other diuretics, as it only causes a slight increase in the
amount of urine produced.

PEARINDA PLUS 4 is used to treat high blood pressure
(hypertension).

2. What you need to know before you take
PEARINDA PLUS 4

Do not take PEARINDA PLUS 4:

if you are hypersensitive (allergic) to perindopril or
any other ACE inhibitor, or to indapamide or any
other sulphonamides, or to any of the ingredients of
PEARINDA PLUS 4 (see section 6)

if you have ever had symptoms such as swelling of
the face, tongue or throat, wheezing, skin rashes,
intense itching, dizziness or fainting with previous
ACE inhibitor and/or angiotensin receptor blockers
(ARBs) treatment or have had these symptoms in
any other circumstances (this is a condition called
angioedemay); these patients should never again be
given these medicines

if you have hereditary or idiopathic angioedema

if you have narrowing of the main blood vessel
leading from the heart or heart muscle disease or
narrowing of the artery supplying the kidney with
blood

if you are treated with ACE inhibitors/ARBs
together with a fluoroquinolone antibiotic such

ascip ,
moxifloxacin and norfloxacin, contact your doctor to
re-evaluate your treatment
if you have any other heart, liver or kidney problems
if you take potassium supplements, potassium-

ining salt i and ium sparing
diuretics such as spironolactone, triamterene,
amiloride
if you have porphyria
if you suffer from Addison’s disease
if you have low blood potassium levels
if you take lithium products
if you are pregnant or breastfeeding
if you have severe liver disease or suffer from
a condition called hepatic encephalopathy
(degenerative disease of the brain)
if you have diabetes or impaired kidney function
and you are treated with a blood pressure lowering
medicine containing aliskiren
if you are being treated with sacubitril/valsartan, a
medicine for heart failure
if you are receiving dialysis, or any other type of
blood filtration. Depending on the machine that is
used, PEARINDA PLUS 4 may not be suitable for you.

Warnings and precautions

Take special care with PEARINDA PLUS

PEARINDA PLUS 4 tablets should not be given to
children.

The presence of other medical problems may affect the
use of PEARINDA PLUS 4.

Tell your doctor, pharmacist or healthcare provider:

if you take lithium for treatment of mood disorders
(see Do not take PEARINDA PLUS 4)

if you are treated with ACE inhibitors/ARBs
together with a fluoroguinolone antibiotic such

as cip! ) loxaci in,
moxifloxacin and norfloxacin as he/she will need to
re-evaluate your treatment, or if you are elderly

if you have high or low blood potassium, low blood
sodium, or are on a sodium-restricted diet or use

salt substitutes which contain potassium

if you suffer from a collagen disease such as
systemic lupus erythematosus or scleroderma, or
your immune system is suppressed

if you have problems with your kidneys or if you are
receiving dialysis with high-flux membranes

if you have a severe allergic reaction with swelling

of the face, lips, mouth, tongue or throat which

may cause difficulty in swallowing or breathing
(angioedema). This may occur at any time during
treatment. If you develop such symptoms, you
should stop taking PEARIND PLUS 4 and see a doctor
immediately

if you are to undergo a procedure or test that
requires injection of a contrast agent containing
iodine

if you are to undergo dialysis or LDL apheresis
(which is removal of cholesterol from your blood by a
machine)

if you have abnormally increased levels of a
hormone called aldosterone in your blood (primary
aldosteronism)

if you have liver problems

if you have had photosensitivity reactions

if you have heart failure or any other heart problems
if you have renal artery stenosis (narrowing of the
artery supplying the kidney with blood), or a single
kidney (see do not take PEARINDA PLUS 4)

if you have low blood pressure

if you become dehydrated (volume depleted), e.g.

if you were vomiting, or had diarrhoea or heavy
sweating, if you are on dialysis, or if you follow a salt
restricted diet or use diuretics

your doctor may check your kidney function, blood
pressure, and the amount of electrolytes (e.g.
potassium) in your blood at regular intervals

if you have had blood vessel problems in your brain
(cerebrovascular disease) or ischaemic heart disease
if you suffer from hardening of the arteries

 cisapride, diphemanil (used to treat gastric and
digestive problems)

methadone (used to treat addiction)

mizolastine, astemizole (antihistamines for hay fever
or allergies)

pentamidine (for treatment of some types of
pneumonia)

terfenadine (antihistamine for allergies or hay fever)
stimulant laxatives e.g. senna

amphotericin B (for fungal diseases)
tetracosactide or corticosteroids (cortisone) (for
treatment of Crohn’s disease)

iodinated contrast agents (which are given to
patients so that blood vessels and organs can be
seen clearly on medical scans

calcium

nonsteroidal anti-inflammatory medicines or high
dose salicylates (e.g. aspirin)

anticoagulants

baclofen (for muscle stiffness)

o tri (for the of i

PEARINDA PLUS 4 with food and drink

Itis recommended that PEARINDA PLUS 4 should be
taken once daily before a meal.

Avoid drinking alcohol. Drinking alcohol with
PEARINDA PLUS 4 may further lower your blood
pressure and may make you feel dizzy or lightheaded.

(atherosclerosis)

o if you have bone marrow depression.

o if you have hypertrophic cardiomyopathy (heart
muscle disease)

o if you suffer from hyperparathyroidism (overactive
parathyroid gland)

if you suffer from diabetes which is not well
controlled
if you suffer from gout
if you are of black ethnicity, since you may have a
higher risk of angioedema and this medicine may be
less effective in lowering your blood pressure than in
non-black patients
if you take lithium or potassium-sparing drugs

or

supplement, as their use with PEARINDA PLUS 4
should be avoided (see Other medicines and
PEARINDA PLUS 4)

if you are going to have an operation or anaesthesia
if you have changes in your vision or pain in one or
both of your eyes while taking this medicine. This
could be a sign that you are developing glaucoma
which is characterised by increased pressure in your
eye(s). You should discontinue PEARINDA PLUS 4 and
seek medical attention.

Athletes should note that this product contains
indapamide, which may give a positive reaction in
drug tests.

You must tell your doctor if you think that you are (or
might become) pregnant. PEARINDA PLUS 4 is not
recommended in early pregnancy, and must not be
taken if you are more than 3 months pregnant,

as it may cause serious harm to your baby if used at
that stage (see Pregnancy, breastfeeding and fertility).

PEARINDA PLUS 4 is not for use in children as safety
and efficacy have not been established.

Other medicines and PEARINDA PLUS 4

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

You should not be taking PEARINDA PLUS 4 with:

o lithium (used to treat mania or depression)

o aliskiren (medicine used to treat hypertension) if you
have no diabetes mellitus or kidney problems

ACE inhibitors/ARBs together with a fluoroquinolone
antibiotic such as ciprofloxacin, gemifloxacin,
levofloxacin, moxifloxacin and norfloxacin
potassium supplements, potassium-containing

salt substitutes, potassium-sparing diuretics
(spironolactone, triamterene, amiloride), other
medicines which can increase potassium in your
body (such as heparin and co-trimoxazole also
known as trimethoprim/sulfamethoxazole)
medicines for the treatment of cancer
sacubitril/valsartan (used to treat long-term heart
failure).

Treatment with PEARINDA PLUS 4 can be affected by
other medicines. Make sure to tell your doctor if you are
taking any of the following medicines as special care
may be required:
o other medicines for treating high blood pressure,
angiotensin-Il receptor blocker or aliskiren or
including diuretics (water tablets)
medicines for the treatment of diabetes, e.g. insulin
and metformin or glipting
. i paring medicines used in the
of heart failure (eplerenone and spironolactone)
medicines which are most often used to treat
diarrhoea (racecadotril) or avoid rejection of

organs (sirolimus, i

and other medici
class of so-called mTor inhibitors)
vasodilators including nitrates (products that make
the blood vessels become wider)
allopurinol (for the treatment of gout)
immunosuppressants used for the treatment of auto-
immune disorders or following transplant surgery to
prevent rejection (e.g. ciclosporin, tacrolimus)
corticosteroids (for various conditions, including
asthma)
medicines for heart rhythm problems (e.g.
procainamide, sotalol, digoxin, quinidine,
hydroquinidine, disopyramide, amiodarone)
anaesthetic medicines
injectable gold (used to treat rheumatoid
polyarthritis)
sympathomimetic medicines used for the treatment
of low blood pressure, shock or asthma (e.g.
ephedrine, noradrenaline or adrenaling)
medicines to treat mental disorders such as

to the

if you are taking sirolimus, imus, temsi

and other drugs belonging to the class of so-

called mTor inhibitors (used to avoid rejection of
transplanted organs)

if you are taking sacubitril (available as fixed-dose
combination with valsartan), used to treat long-term
heart failure (see Do not take PEARINDA PLUS 4)

if you are going to have desensitisation treatment
to reduce the effects of an allergy to bee or wasp
stings

, anxiety, schizophrenia (e.g. tricyclic
antidepressants and neuroleptics, such as
amisulpride, sulpiride, sultopride, tiapride,
haloperidol, droperidol)
other medicines that could cause lowering of the
blood pressure
erythromycin (an antibiotic)
halofantrine (for certain types of malaria)

o ine (used to treat sy ic cognitive
disorders in elderly, including memory loss)
bepridil (used to treat angina pectoris)

P tfeeding 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
PEARINDA PLUS 4.

PEARINDA PLUS 4 may be harmful to your baby.

You must not take PEARINDA PLUS 4:

« if you are pregnant, planning to become pregnant or
if you suspect you are pregnant

o if you are breastfeeding.

Should you become pregnant or contemplate pregnancy
while using PEARINDA PLUS 4, consult your doctor
without delay. The switch to an alternative treatment
should be initiated as soon as possible.

Driving and using machines

You may experience dizziness or lightheadedness while
taking PEARINDA PLUS 4.

Do not drive, operate machinery, or do anything else
that could be dangerous until you know how you react
to PEARINDA PLUS 4.

Itis not always possible to predict to what extent
PEARINDA PLUS 4 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 PEARINDA PLUS 4 affects them.

PEARINDA PLUS 4 contains lactose

PEARINDA PLUS 4 contains lactose. If you have been
told by your doctor that you have an intolerance to
some sugars, contact your doctor before taking this
medicine.

3. How to take PEARINDA PLUS 4

Do not share medicines prescribed for you with any
other person. Always use PEARINDA PLUS 4 exactly as
your doctor has told you. You should check with your
doctor or pharmacist if you are unsure.

Itis recommended that PEARINDA PLUS 4 is taken once
daily in the morning before a meal.

Speak to your doctor if you suffer from kidney disease
for information on how this medicine should be taken
as the usual dosages may not be appropriate for you.

Children:
PEARINDA PLUS 4 is not suitable for use in children.

Your doctor will tell you how long your treatment with
PEARINDA PLUS 4 will last. Do not stop treatment early
because your high blood pressure may return.

If you have the impression that the effect of

PEARINDA PLUS 4 is too strong or too weak, tell your
doctor or pharmacist.

If you take more PEARINDA PLUS 4 than you should
In the event of overdosage, consult your doctor or
pharmacist. If neither is available, contact the nearest
hospital or poison control centre.

Symptoms of overdose may include:

o The most likely effect in case of overdose is low
blood pressure. If marked low blood pressure occurs
(symptoms such as dizziness or faintness), lying
down with the legs raised can help.

If you forget to take PEARINDA PLUS 4

It is important to take your medicine every day.
However, if you forget to take one or more doses, take
another as soon as you remember and then go on as
prescribed on a normal daily dose. Do not take a double
dose to make up for forgotten individual doses.

If you stop taking PEARINDA PLUS 4

As the treatment for high blood pressure is usually
life-long, you should discuss with your doctor before
stopping PEARINDA PLUS 4.

4. Possible side effects

PEARINDA PLUS 4 can have side effects.

Not all side effects reported for PEARINDA PLUS 4 are
included in this leaflet. Should your general health
worsen, or if you experience any untoward effects while
using PEARINDA PLUS, please consult your healthcare
provider for advice.

If any of the following happens, stop using

PEARINDA PLUS 4 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

o rash or itching

o fainting.

These are all very serious side effects. If you have

them, you may have had a serious allergic reaction

to PEARINDA PLUS 4. 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:

o severe dizziness or fainting due to low blood
pressure

bronchospasm (tightening of the chest, wheezing
and shortness of breath)

irregular heartbeat, heart attack, chest pain, stroke
severe skin reactions including erythema multiforme
(a skin rash which often starts with red itchy patches
on your face, arms or legs) or intense skin rash,
hives, reddening of the skin over your whole body,
severe itching, blistering, peeling and swelling of the
skin, inflammation of mucous membranes (Stevens-
Johnson Syndrome) or other allergic reactions
inflamed pancreas which may cause severe
abdominal and back pain accompanied with feeling
very unwell
yellowing of the skin or eyes (jaundice) which could
be a sign of hepatitis, inflammation of the liver
o disease of the brain caused by liver illness (hepatic
encephalopathy).
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:

low potassium levels

vertigo, tiredness, tinnitus (sensation of noises in the
ears)

low blood pressure

diarrhoea, nausea, abdominal pain, indigestion,
vomiting, dry mouth, taste disturbances,
constipation, loss of appetite, anorexia

itching, rash

cough, shortness of breath.

Less frequent side effects:

 changes in the blood (your doctor may decide to
carry out blood tests at regular intervals to monitor
for this)

change in laboratory parameters: high blood level
of potassium (reversible on discontinuation), low
blood level of sodium, increases in blood urea and
blood glucose, increases in serum creatinine, raised
plasma calcium levels, gout

dizziness, headache, pins and needles, changes in
mood or sleep, confusion, weakness

vision disturbances

blocked or runny nose, sinusitis

skin rash, various skin disorders including urticaria
(hives — raised itchy red spots), purpura (red
pinpoints on skin), formation of blisters

muscle cramps

kidney problems

sexual disorders

an excess of eosinophils (a type of white blood cell),
lower number of white and red blood cells, lower
haemoglobin, lower number of blood platelets
vasculitis (inflammation of blood vessels)
eosinophilic pneumonia (a rare type of pneumonia)
photosensitivity reactions (increased sensitivity of
the skin to sun), excess sweating, worsening of
psoriasis

arthralgia (joint pain), myalgia (muscle pain)
severe kidney problems

general sense of being unwell, swelling of arms or
}egs due to fluid retention, fever

o fall

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

numbness and pain in fingers or toes (Raynaud’s
phenomenon)

short sightedness (myopia), blurred vision

if you suffer from systemic lupus erythematosus (a
type of collagen disease), this might get worse
high uric acid levels and high sugar levels in the
blood, abnormal liver test results.

If you notice any side effects not mentioned in this
leaflet, please inform your doctor or pharmacist.

Reporting of side effects

If you get side effects, talk to your doctor, pharmacist
or nurse. You can also report side effects to SAHPRA
via the Med Safety APP (Medsafety X SAHPRA) and
eReporting platform (who-umc.org) found on SAHPRA
website.

By reporting side effects, you can help provide more
information on the safety of PEARINDA PLUS. You

can also send an email directly to the company,

phar igi D! ics.c0.za, to ensure
safety of the product.

5. How to store PEARINDA PLUS 4

Store all medicines out of reach of children.

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

Keep the blisters in the 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 PEARINDA PLUS 4 contains:

The active ingredients are perindopril tert-butylamine
salt and indapamide.

Each tablet contains 4 mg perindopril tert-butylamine
salt and 1,25 mg of indapamide.

The other ingredients are:
Lactose monohydrate, magnesium stearate,
microcrystalline cellulose and silica colloidal anhydrous.

What PEARINDA PLUS 4 looks like and contents

of the pack

PEARINDA PLUS 4: A white capsule shaped tablet with
dimensions of 8 mm x 4 mm approximately, bearing a
break line on both sides.

PEARINDA PLUS 4: The tablets are available in PA/ALU/
PVC/ALU blister packs of 30 tablets in an outer carton.

Holder of Certificate of Registration
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PASIENTINLIGTINGSBLAD
SKEDULERINGSTATUS

PEARINDA PLUS 4 tablette
Perindopril tert-butielamiensout en indapamied
PEARINDA PLUS 4: Bevat suiker (laktosemonohidraat
61,53 mg per tablet).

Lees hierdie hele inligtingsblad deeglik deur, voordat
u begin om PEARINDA PLUS 4 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.

PEARINDA PLUS 4 is vir u persoonlik voorgeskryf en

u moet nie u medisyne met ander mense deel nie. Dit
mag skadelik wees vir hulle, selfs al is hulle simptome
dieselfde as u eie.

Inhoud van hierdie inligtingshlad

1.Wat PEARINDA PLUS 4 is en waarvoor dit gebruik word

2. Wat u nodig het om te weet, voordat u PEARINDA PLUS 4
neem

3. Hoe om PEARINDA PLUS 4 te neem

4. Moontlike newe-effekte

5. Hoe om PEARINDA PLUS 4 te bewaar

6. Verpakkingsinhoud en ander inligting

1. Wat PEARINDA PLUS 4 is en waarvoor dit gebruik
word

PEARINDA PLUS 4 is ‘n kombinasie van twee aktiewe
bestanddele, d.i. perindopril en indapamied.

Perindopril behoort aan ‘n klas medisyne wat AOE-
remmers genoem word. Dit werk deur bloedvate te
verwyd en u hart se vermoé om bloed daardeur te pomp,
te vergemaklik.

Indapamied is ‘n diuretikum (somtyds ‘n watertablet
genoem). Diuretika verhoog die volume urine wat deur
die niere vervaardig word. Indapamied verskil egter van
ander diuretika, aangesien dit slegs ‘n effense verhoging
in urienproduksie veroorsaak.

PEARINDA PLUS 4 word gebruik om hoé bloeddruk
(hipertensie) te behandel.

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

PEARINDA PLUS 4 neem

Moet nie PEARINDA PLUS 4 neem:

* indien u hip itief (allergies) is vir

of enige ander AOE-remmer, of vir indapamied, of

vir enige ander sulfoonamiede, of vir enige ander
bestanddele van PEARINDA PLUS 4 nie (sien afdeling 6)
indien u ooit simptome soos swelling van die gesig,
tong of keel, hyging, veluitslag, intense gejeuk,
duiseligheid of floute, met vorige AOE-remmers, en/
of angiotensienreseptorblokkers (ARBs) ervaar het
nie, of hierdie simptome gehad het onder enige ander
omstandighede nie (hierdie is ‘n toestand wat angio-
edeem genoem word). Hierdie pasiénte moet nooit
weer hierdie medisyne gebruik nie

indien u aan oorerflike, of idiopatiese angio-edeem ly
nie

indien u ‘n vernouing van die hoofaar vanuit die hart,
of hartspiersiekte, of ‘n vernouing van die arterie wat
bloed na die niere voorsien, het nie

kontak u dokter om u behandeling te herevalueer,
indien u ook met AOE-remmers/ARBs, saam met ‘n

5005 Sip
gemifloksasien, levofloksasien, moksifloksasien en
norfloksasien, behandel word
indien u aan enige hart-, lewer-, of nierprobleme ly nie
indien u kaliumaanvullings, kaliumbevattende
soutvervangers en kaliumsparende diuretika, soos
spironolaktoon, triamtereen, of amiloried neem nie
indien u porfirie het nie
indien u aan Addison se siekte ly nie
indien u lae kaliumviakke het nie
indien u litiumprodukte neem nie
indien u swanger is of borsvoed nie
indien u erge lewersiekte het, of aan toestand
wat hepatiese enkefalopatie genoem word, ly nie
(degeneratiewe breinsiekte)
indien u diabetes, of belemmerde nierfunksie het en
u met bloeddruk-verlagende medisyne wat aliskiren
bevat, behandel word nie
indien u met sakubitril/valsartan behandel word nie (‘n
medisyne vir hartversaking)
indien u dialise, of enige ander tipe bloedfiltrasie,
ontvang nie. Afhangende van die tipe masjien wat
gebruik word, mag PEARINDA PLUS 4 onvanpas vir u
wees.

Waarskuwings en voorsorgmaatreéls

Neem spesiale sorg met PEARINDA PLUS

PEARINDA PLUS 4 tablette moet nie vir kinders gegee
word nie.

Die teenwoordigheid van ander mediese probleme, mag
die gebruik van PEARINDA PLUS 4 beinvioed.

Vertel u dokter, apteker, of gesondheidsorgverskaffer:
indien u litium vir die behandeling van gemoedsteurings
neem (sien Moet nie PEARINDA PLUS 4 neem)

indien u met AOE-remmers/ARBs, saam met ‘n
fluoorkinoloon antibiotikum soos siprofloksasien,
gemifloksasien, levofloksasien, moksifloksasien en
norfloksasien behandel word, of indien u bejaard is,
mag dit nodig wees vir u dokter om u behandeling te
herevalueer

indien u hoé of lae kaliumbloedviakke, lae

* indien u ‘n prosedure of toets beplan wat die inspuiting
van ‘n kontrasmedia wat jodium bevat, behels

« sisapried, difemaniel (gebruik om gastriese en
spysverteringsprobleme te behandel)

handel

* indien u binnekort dialise, of LDL aferese

(waar cholesterol deur ‘n masjien, vanuit u bloed
verwyder word)

indien u abnormaal hoé vlakke van ‘n hormoon wat
aldosteroon genoem word, in u bloed het (primére
aldosteronisme)

indien u lewerprobleme het

indien u fotosensitiwiteitsreaksies gehad het

. (gebruik om ing te b
 misolastien, astemisool (antihistamiene vir hooikoors,
of allergieé)

pentamidien (vir die behandeling van sekere tipes
pneumonie)

terfenadien (antihistamine vir allergieg, of hooikoors)
stimulantlakseermiddels bv. senna

amfoterisien B (vir swamsiektes)

indien u hartversaking, of enige ander het
indien u renale arterie stenose (vernouing van die
arterie wat die nier van bloed voorsien), of ‘n enkel
nier het (sien Moet nie PEARINDA PLUS 4 neem)
indien u lae bloeddruk het

indien u ontwater is (volume uitgeput raak), bv. indien
u gebraak het, of diarree ondervind het, of erg sweet,
of op dialise is, of indien u op ‘n soutbeperkende dieet
is, of diuretika gebruik

u dokter mag u nierfunksie, bloeddruk en die
hoeveelheid elektroliete (bv. kalium) in u bloed, met
gereelde tussenposes ondersoek

indien u bloedvatprobleme in u brein gehad het
(serebrovaskulére siekte), of iskemiese hartsiekte
indien u aan verharding van die arteries ly
(aterosklerose)

indien u aan beenmurgonderdukking ly

indien u hipertrofiese kardiomiopatie (hartspiersiekte)

indien u aan hiperparatiroiedisme ly (ooraktiewe
sklidklier)
indien u aan diabetes, wat nie goed beheer word nie,

y

indien u aan jig ly

indien u van swart oorsprong is, aangesien u ‘n hoér
risiko vir angio-edeem mag toon en hierdie medisyne
mag minder doeltreffend wees met die verlaging van u
bloeddruk, in vergelyking met blanke pasiénte

indien u litium, of kaliumsparende medisyne
(spironolaktoon, triamtereen), of ‘n kaliumaanvulling
neem, aangesien die gebruik daarvan saam met
PEARINDA PLUS 4, vermy moet word (sien Ander
medisyne en PEARINDA PLUS 4)

indien u ‘n operasie, of narkose beplan

indien u sigveranderinge, of pyn in een of beide 0é
ervaar, terwyl u hierdie medisyne gebruik. Dit mag ‘n
teken wees dat u gloukoom ontwikkel, wat gekenmerk
word deur verhoogde druk in u 00g/0é. U moet
PEARINDA PLUS 4 onttrek en mediese aandag verkry.

Atlete moet oplet dat hierdie medisyne indapamied bevat,
wat tot ‘n positiewe reaksie mag lei tydens dwelmtoetse.

U moet u dokter vertel indien u swangerskap vermoed,
of beplan.

PEARINDA PLUS 4 word nie tydens vroeé swangerskap
aanbeveel nie en moet nie geneem word indien u meer
as drie maande swanger is nie, aangesien dit ernstige
skade aan u baba mag berokken tydens hierdie tydperk
(sien Swangerskap, borsvoeding en fertiliteit)

PEARINDA PLUS 4 word nie aanbeveel vir gebruik deur
kinders nie, aangesien die veiligheid en doeltreffendheid
daarvan, nie bepaal is nie.

Ander medisyne en PEARINDA PLUS 4

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

U moet nie PEARINDA PLUS 4 saam met die volgende
neem nie:

o litium (gebruik om manie en depressie te behandel)

o aliskiren (medisyne wat gebruik word om hipertensie
te behandel), indien u geen diabetes mellitus of
nierprobleme het nie

AOE-remmers/ARBs saam met ‘n fluoorkinoloon
antibiotikum soos siprofloksasien, gemifloksasien,
levofloksasien, moksifloksasien en norfloksasien
kaliumaanvullings, kaliumbevattende soutvervangers,
kaliumsparende diuretika (spironoloaktoon,
triamtereen, amiloried), ander medisyne wat kalium in
u liggaam verhoog (soos heparien en ko-trimoksasool,
0ok bekend as trimetoprim/sulfametoksasool)
medisyne vir die behandeling vir kanker
sakubitril/valsartan (gebruik vir langtermyn
hartversaking).

Behandeling met PEARINDA PLUS 4 kan deur ander
medisyne beinvioed word. Maak seker dat u dokter
bewus is van u gebruik van enige van die volgende
medisyne, waar spesiale sorg benodig mag word:

« ander medisyne vir die behandeling van hoé
bloeddruk, angiotensien-l reseptorblokker, of aliskiren,
of diuretika (watertablette)

medisyne vir die behandeling van diabetes, bv. insulien
en metformien, of gliptane

kaliumsparende medisyne wat gebruik word vir

die behandeling van hartversaking (eplerenoon en
spironolaktoon)

medisyne wat meer dikwels gebruik word om diarree
te behandel (rasekadotril), of om die verwerping van
oorgeplante organe te verhoed (sirolimus, everolimus,
temsirolimus en ander, wat aan die klas van
sogenaamde mTor inhibitors behoort)

vatverwyders, insluitend nitrate (medisyne wat die
bloedvate verwyd)

allopurinol (vir die behandeling van jig)
immuunstelselonderdrukkers wat gebruik word vir die
behandeling van outo-immuun versteurings, of na ‘n
oorplantingsoperasie om verwerping te verhoed (bv.
siklosporien, takrolimus)

tand

natriumbloedvlakke, of op ‘n natrium

dieet is, of soutvervangers wat kalium bevat, gebruik
indien u aan ‘n kollageensiekte soos sistemiese lupus
erythematosus of skleroderma ly, of u immuuunstelsel
onderdruk is

indien u nierprobleme het, of indien u dialise, met
hoé-vloed membrane ontvang

indien u ‘n erge allergiese reaksie, met swelling van
die gesig, lippe, mond, tong of keel ervaar, wat sluk
en asemhaling mag bemoeilik (angio-edeem). Dit mag
voorkom op enige tydstip tydens die behandeling.
Indien u sulke simptome ontwikkel, moet u die gebruik
van PEARINDA PLUS 4 staak en u dokter onmiddellik
besoek

indien u sirolimus, everolimus, temsirolimus en ander
medisyne wat aan die sogenaamde Klas van mTor
inhibitors behoort, neem (gebruik om die verwerping
van oorgeplante organe te verhoed)

indien u sakubitril neem (beskikbaar as vaste-dosis
kombinasie met valsartan), wat gebruik word om
langtermyn hartversaking te behandel (sien Moet nie
PEARINDA PLUS 4 neem)

indien u desensitisasiebehandeling, om die effekte van
‘n allergie vir by- of perdebysteke te verminder, beplan
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o kor (vir verskeie t insluitend
asma)
medisyne vir hartri (bv.

somlul,diguksien,kini&ien, idrokinidi , di

ied, of korti (kortisoon) (vir die
behandeling van Crohn se siekte)

gejodineerde kontrasmiddels (wat aan pasiénte
toegedien word, sodat bloedvate en organe helder
sigbaar is op mediese skanderings)

kalsium

nie-steroiedale anti-inflammatoriese medisyne, of hoé
doserings salisilate (bv. aspirien)

teenstolmiddels

baklofen (vir spierstyfheid)

trimetoprim (vir die behandeling van infeksies).

PEARINDA PLUS 4 saam met Kos en drinkgoed

Daar word aanbeveel dat PEARINDA PLUS 4 een keer
daagliks, voor ‘n maaltyd, geneem word.

Vermy alkoholgebruik. Alkoholinname saam met
PEARINDA PLUS 4 mag u bloeddruk verder verlaag en u
duiselig, of lighoofdig laat voel.

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 PEARINDA PLUS 4 neem.

PEARINDA PLUS 4 mag u baba skade berokken.

U moet nie PEARINDA PLUS 4 neem:

 indien u swanger is, swangerskap beplan, of vermoed
dat u swanger is nie

* indien u borsvoed nie.

Sou u swanger raak, of swangerskap beplan terwyl u
PEARINDA PLUS 4 gebruik, raadpleeg u dokter sonder
verwyl. Die oorskakeling na ‘n alternatiewe behandeling,
moet so gou as moontlik begin word.

Bestuur en die hantering van masjiene

U mag duiseligheid, of lighoofdigheid ervaar, terwyl u
PEARINDA PLUS 4 gebruik.

Moet nie bestuur, masjinerie hanteer, of enige iets
doen wat gevaarlik mag wees, totdat u weet hoe u met
PEARINDA PLUS 4 reageer nie.

Dit is nie altyd moontlik om te voorspel tot watter mate
PEARINDA PLUS 4 met die daaglikse aktiwiteite van ‘n
pasiént mag inmeng nie. Paiénte moet verseker dat hulle
nie by bogenoemde aktiwiteite betrokke raak, totdat hulle
bewus is hoe PEARINDA PLUS 4 hulle aantas nie.

PEARINDA PLUS 4 bevat laktose

PEARINDA PLUS 4 bevat laktose. Indien u dokter u

vertel het dat u ‘n onverdraagsaamheid het teenoor
sekere suikers, moet u u dokter kontak voordat u hierdie
medisinale produk gebruik.

3. Hoe om PEARINDA PLUS 4 te neem

Moet nie medisyne wat vir u voorgeskryf is, met enige
ander persoon deel nie. Gebruik PEARINDA PLUS 4 altyd
presies soos deur u dokter aanbeveel word. U moet u
dokter raadpleeg, indien u onseker is.

Daar word aanbeveel dat PEARINDA PLUS 4 een keer
daagliks, in die oggend, voor ‘n maaltyd geneem word.

Praat met u dokter indien u aan niersiekte Iy, vir
inligting omtrent hoe hierdie medisyne geneem moet
word, aangesien die gewone doserings onvanpas vir
U mag wees.

Kinders:
PEARINDA PLUS 4 is nie geskik vir gebruik deur
kinders nie.

U dokter sal u vertel vir hoe lank u behandeling met
PEARINDA PLUS 4 sal duur. Moet nie behandeling
vroegtydig staak nie, aangesien u hoé bloeddruk mag
terugkeer.

Indien u onder die indruk is dat die uitwerking van
PEARINDA PLUS 4 té sterk, of té swak is, vertel u dokter
of apteker.

Indien u meer PEARINDA PLUS 4 neem as wat u
behoort

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

Simptome van oordosering mag die volgende insluit:

* Die effek van oordosering wat heel waarskynlik mag
voorkom, is lae bloeddruk. Indien prominente lae

voorkom (si 5008 duiseligheid of

lighoofdigheid), sal dit help indien u 1& met die bene
gelig.

Indien u vergeet om PEARINDA PLUS 4 te neem

Dit is belangrik om u medisyne elke dag te neem. Indien

u egter vergeet om een of meer doserings te neem,

neem dit so gou as wat u onthou en gaan dan voort s00s

voorgeskryf, met die normale daaglikse dosis. Moet nie

‘n dubbeldosis neem, om op te maak vir die vergete

individuele doserings nie.

Indien u die gebruik van PEARINDA PLUS 4 staak
Aangesien die behandeling van hoé bloeddruk gewoonlik
lewenslank is, moet u dit met u dokter bespreek, voordat
u die gebruik van PEARINDA PLUS 4 staak.

4. Moontlike newe-effekte
PEARINDA PLUS 4 kan newe-effekte hé.
Nie alle newe-effekte wat vir PEARINDA PLUS 4

amiodaroon)
anestetiese medisyne
inspuitbare goud (gebruik om rumatoiede poli-artritis
te behandel)

simpatomimetiese medisyne wat gebruik word vir
die behandeling van lae bloeddruk, skok, of asma (bv.
efedrien, noradrenalien, of adrenalien)

medisyne wat geestesversteurings behandel, soos
depressie, angstigheid, skisofrenie (bv. trisikliese
antidepressante en neuroleptika, soos amisulpried,
sulpiried, sultopried, tiapried, haloperidol, droperidol)
ander medisyne wat bloeddrukverlaging mag
veroorsaak

eritromisien (‘n antibiotikum)

halofantrien (vir sekere tipes malaria)

vinkamien (gebruik om simtomatiese kognitiewe

by bejaardes, insluitend lies, te

behandel)
bepridil (gebruik om angina pectoris te behandel)

Id is, word in hierdie inligtingsblad ingesluit nie.
Sou u algemene gesondheid versleg, of indien u enige
ongewenste effekte ervaar, terwyl u PEARINDA PLUS
gebrgik, raadpleeg asseblief u gesondheidsorgverskaffer
vir advies.

Indien enige van die volgende gebeur, staak die gebruik

van PEARINDA PLUS 4 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 of asemhaling mag bemoeilik

o uitslag of gejeuk

o floute.

Hierdie is alles baie ernstige newe-effekte. Indien u

dit ervaar, kon u ‘n ernstige allergiese reaksie teenoor

PEARINDA PLUS 4 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:

« erge duiseligheid, of floute, weens lae bloeddruk

 brongospasma (sametrekking van die bors, gehyg en
asemnood)

* onreélmatige hartklop, hartaanval, borspyn, beroerte

 erge velreaksies, insluitend erythema multiforme

(‘n veluitslag wat dikwels begin met rooi, jeukerige

viekke op u gesig, arms, of bene), of intense veluitslag,

galbulte, rooiwording van die vel oor u hele liggaam,

erge gejeuk, blaasvorming, afskilfering en swelling

van die vel, inflammasie van die mukusmembrane

(Stevens-Johnson Sindroom), of ander allergiese

reaksies

ontsteekte pankreas, wat erge buik- en rugpyn mag

veroorsaak, gepaardgaande met ‘n gevoel van erge

ongesteldheid

vergeling van die vel en oé(geelsug), wat ‘n teken van

hepatitis en inflammasie van die lewer mag wees

* breinsi deur iekte (hepatiese
ensefalopatie).

Hierdie is alles ernstige newe-effekte. U mag dringende

mediese aandag benodig.

Vertel u dokter indien u enige van die volgende opmerk:
Newe-effekte wat dikwels voorkom:

lae kaliumvlakke

vertigo, moegheid, tinnitus (sensasie van geraas in die
ore)

lae bloeddruk

diarree, naarheid, abdominale pyn, indigestie,
braking, droé mond, smaaksteurnisse, hardlywigheid,
aptytverlies, anoreksie

gejeuk, uitslag

* hoes, asemnood.

Minder algemene newe-effekte:

o veranderinge in die bloed (u dokter mag besluit om
bloedtoetse uit te voer met gereelde tussenposes om
hiervoor te monitor)

. ing in laborator : hoé

kaliumvlakke wat omkeerbaar is met onttrekking,

lae natriumbloedvlakke, verhoging in bloedureum

en verhoging in ser inien,

verhoogde kalsiumplasmavlakke, jig

duiseligheid, hoofpyn, spelde en naalde, gemoeds-, of

slaapveranderings, verwarring, swakheid

sigsteurnisse

toe of loopneus, sinusitis

veluitslag, verskeie velversteurings, insluitend urtikarie

(galbulte - verhewe, jeukende, rooi kolle), purpura

(rooi speldpunte op die vel), blaasvorming

spierkrampe

nierprobleme

seksuele versteurings

‘n oormaat eosinofiele (‘n tipe witbloedsel), lae

hoeveelheid wit- en rooibloedselle, laer hemoglobien,

laer hoeveelheid bloedplaatjies

vaskulitis (inflammasie van bloedvate)

eosinofiliese pneumonie (‘n skaars tipe pneumonie)

fotosensitiwiteitsreaksies (verhoogde sensitiwiteit

van die vel vir son), uiterste gesweet, psoriase wat
vererger

artralgie (gewrigspyn), mialgie (spierpyn)

erge nierprobleme

algemene gevoel van ongesteldheid, swelling van

arms of bene, weens vioeistofretensie, koors

o val.

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

gevoelloosheid en pyn in vingers of tone (Raynaud se
fenomeen)

kortsigtigheid (miopie), wasige sig

indien u aan sistemiese lupus eritematose ly (‘n tipe
kollageensiekte). Dit mag vererger

hoé uriensuurviakke en hoér suikerviakke in die bloed,
abnormale lewertoetsresultate.

Indien u enige newe-effekte opmerk, wat nie in hierdie
inligtingsblad genoem word 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.

Deur die aanmelding van newe-effekte, kan u help om
meer inligting aangaande die veiligheid van PEARINDA
PLUS in te win. U kan ook 'n epos direk na die
maatskappy stuur, pharmacovigilance@pharmadynamics.
co.za om veiligheid van die produk te verseker.

5. Hoe om PEARINDA PLUS 4 te bewaar

Bewaar alle medisyne buite die bereik van kinders.
Bewaar teen of benede 25 °C op ‘n koel, drog plek.

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 dreine of rioolstelsels
(bv. toilette) weggegooi word nie.

6. Verpakkingsinhoud en ander inligting

Wat PEARINDA PLUS 4 bevat:

Die aktiewe bestanddele is perindopril
tert-butielamiensout en indapamied.

Elke tablet bevat 4 mg perindopril fert-butielamiensout en
1,25 mg indapamied.

Die ander bestanddele is:
Laktosemonohidraat, magnesiumstearaat,
mikrokristallyne sellulose en watervrye kolloidale silika.

Hoe PEARINDA PLUS 4 Iyk en die verpakkingsinhoud
PEARINDA PLUS 4: ‘n Wit kapsuulvormige tablet, met
afmetings van ongeveer 8 mm x 4 mm en ‘n breeklyn
aan beide kante.

PEARINDA PLUS 4: Die tablette is beskikbaar in PA/ALU/
PVC/ALU-stulpverpakkings van 30 tablette in 'n buitenste
kartonhouer.
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