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Not to be used during pregnancy it can cause injury or death of d e ve loping foetus 

I. NAM E OFTUE M EDI C INAL PRODUCT 
Ancavaz 5mgl5mg film coated tablets 
I Ancavaz Smgl lOmg film cooted tablets) 
[Ancavaz IOmg/5mg film coated tablets] 
(Ancavaz 10mg/ IOmg film coated tablets) 

2. QUA LIT A TIVE AND QUANTIT A llVE COMPOSITION 
One tablet contains 3.395 mg perindopri l equivalent to 5 mg perindopril arginine and 6.935 mg 

amlodipine besilate equivalent to 5 mgamlodipine . 
lOne tablet contains 3.395 mg perindopril equivalent to 5 mg perindopril arginine and \3.870 mg 
amlodipine besilale equivalent 10 10 mg amlodipine) 

lOne lablet contains 6.790 mg perindopri l equivalent 10 10 mg perindopril arginine and 6.935 mg 
amlodipine besilate equivalent to 5 mg amlodipine) 
lOne tablet contains 6.790 mg pcrindopril equivalem to 10 mg perindopril arginine and 13.870 mg 
amlodipine bcsilale equivalent 10 10 mg amlodipincJ 
Excipient with known effect: lactose monohydrate. 
For the full list of excipients. sec section 6. 1. 

3. PHARMACEUTICA L FO RM 
Tablel 

,. 

Ancavaz 5 mg/5 mg vcllo\u oat and while core round biconvex film COO!ed tablct 
~ f--.,-f '> Ancavaz 5mgli0 m~~~oot and white core round biconvex film coaled tablet scored from one side 

c: ~ \ L Ancavaz 10 mg/5 mt~ ~tSat and white core round biconvex film cooted 
C . • Ancavaz 10 mgl lO mg Purple coot and while core round biconvex film cooted tablet 

4. CLINICAL PAlf n CULARS 

4.1 Ther.lpeutie indications 
Ancavaz is indicated as substitution therapy for treatment o f esscnt ial hypcnension and/or stable 
coronary ancry disease., in patients already controlled with perindopril and amlodipinc given concurrently 
at the same dose level . 

4.2 Posology and method of administration 

Posology 
Ornl route. 
One tablet per day as a single dose, preferably to be laken in the morning and before a meal. 

The fixed dose combination is not suitable for initial therapy. 
If a change of posology is required, the dose of Ancavaz could be modified or ind ividual til ration with 

free combination may be considered. 
S~ial populations 
Renal impairment and elderly (see sections 4.4 and 5.2) 
Elimination of perindoprilat is decreased in the elderly and in patients with renal failure. Therefore. the 
usual medical follow-up will include frequen t monitoring of creatinine and potassium. 
Aneavaz can be adminiSlcred in patients with Clcr :::' 6OmVmin, and is IlQt suitable for palients with Cler < 
6OmVrnin. In these patients, an individual dose titration with the monocomponents is recommended. 
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Arnlodipine used at similar doses in elderly or younger patients is equally well to lerated. Normal dosage 

regimens are recommended in the elderly, but increase or the dosage shou ld take place with care. Changes 
in amlodipine plasma concentrations are not corn:lated with degree of renal impainncm. Amlodipine is 

not dialysable. 

HCIHl lic impa imlenl : 
see sections 4.4 and 5.2 

Dosage recommendations have not been established in patients with mild to moderate hepatic 

impairment ; thererore dose selection should be cautious and should Sian at the lower end of the dosing 

range (sec sections 4.4 and 5.2). To find the optimal starting dose and maintenance dose of patients with 

hepatic impainnent, the patients should be individually ti tra ted using the free combination ofamlodipine 

and perindopril. The pharmacokinetics ofamlodipine have not been studied in severe hepatic impairment. 

Amlodipine should be initiated at the lowest dose and titrated slowly in patients with severe hepatic 

impairment. 

Paediatric popUlation 

Ancavaz should not be used in children and adolescents~as~i!l;.~loiOl;, 
amlodipine, in combination, have not been estab lish~~d; • 

4.3 Contraindication! ~ ~ 

U nk'" 10 "."ndop"" rq,C'.. " ~ 
• Hypersensitivity to the act ive substance or ,"other ACE inhl·b o.e. "':::;'" / 
- History of angioedema associated with pr . . ACE mhibitor t py, "'".a i 
- Hereditary or idiopathic angioedema, ,~, . ,; -. 

- Second and third u imesters of pregnanCYA~section;).4 and 4~), t 
- Concomitant usc of Aneavaz with a1iskiren-et)Ota i n i~ product" '" p3tiet lS ·th . !ktes mell itus or 

renal impairmem (GFR < 60 mVmin/ I.73 ml) (see st!c!ions 4.5tl¥ 5. 1). C -
- Concomitant use with sacubitrillvalsartan (Sl'C ~titns 4.4 an~~ . 5). , .if 
- Extracorporeal treatments leading to contact ~tlood with neW!tiytfiytr.(~aces (see section 4 .5), 
• Significant bilateral renal ar1ery stenosis or sten~~1the artc;Y to a s~"fu.nclioning kidney (sec 

section 4.4). -----.-
Linked to amlodipinc : 
• Severe hypotension, 

• Hypersensitivity to the active substance or to dihydropyridincs derivatives, 

- Shock, including cardiogenic shock, 

- Obstruction of the outflow-tract of the left ventricle (e.g.. high grade aortic stenosis), 

- Haemodynamically unstable heart failure after acute myocard ial inrarction. 

Linked to Ancavaz: 

A ll contraindications relatcd 10 each mooocomponent, as lis ted above, should apply also to the fi xed 
combination of Ancavaz. 

- Hypersensiti vity to any of the excipients listed in section 6. 1. 

4.4 Spccial warnings a nd Il recautions for use 
All w:lmings related to each monocomponent, as listed below, should apply also to the fi xed combination 

of Ancavaz. 

Lillked to perindollril 

S pccia l warn ings 

HypcrsensitivityfA ng ioedema: 
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Angioedema o f thc face, extrem ities, lips, mucous membranes, tongue, glottis andfor larynx has been 

reported rarely in patients treated with ACE inhibitors. including perindopril (sec section 4.8). This may 

occur at any time during therapy. Ln such cases.. Ancavaz should promptly be discontinued and 
appropriate mon itoring sho uld be ini tiated and continued unti l complete resolution of sym ptoms has 
occurred. In those instances where swelling was confined to the face and lips the condition generally 

resolved without treatment, although amihiSlamines have been useful in rel ieving symptoms. 

Angioedema associated with laryngeal oedema may be fatal. Where there is involvement of the tongue, 

glottis or larynx, likely 10 cause a irway obstruction, emergency therapy should be administered promptly. 

This may include the adm inistration ofadrcnali ne and/or the maintenance ofa 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 10 ACE inhibitor therapy may be at increased risk of 

angioedema while receiving an ACE inhibitor (see section 4.3). 

Intestinal angioedema has been reported rarely in patie nts 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 C- I esterase levels were normal. The angioedema was diagnosed by procedures 

includ ing abdominal CT scan, or ultrasound or at surgery and sympeoms resolved after stopping the ACE 

inhibitor. Intestinal angioedema should be included in the differential diagnosis o fpatienlS o n ACE 
inhibi tors presenting with abdominal pain (see section 4 ... 8). 
The combination or perindopril with sacubitriVvalsartan is contraindicated due to the increased risk or 

angioedema (sec section 4.3). Sacubitrilfvalsartan must ~(be 'initiated until J6 hours after taking the last 

dose or pcrindopril therapy. I[treatment with sacubitri lfvalsarta~i~ stopped, pcrindopril therapy must not 

be initiated until 36 hours af ' the last dose ofsacubitrillvalsartan bee sections 4 .3 and 4.5). Concomitant 

use of other NEP illhibitob .k. racecadotri l) and A.CE' inhi6ilors mf Y also increase the risk of 

angioedema (see section 1 .~ Hcnce~.a careful benefit-risk aSSessment is needed before initiating 

treatment with NEP inhibi toiMe.f racecadotril) in patients on pcii~opri1. 
. ., I 

Concomitant use ofmTOR- inhibitors (e.g. sirolimus, c\'crolimus, tems irolimus): 
Patients takingconcomiuu{t rrt10R inhibitors (e.g. sirolimus, everolimus. temsirolimus) therapy may be 

at increased risk ror angioeddl\l:l'(e.g. swelling of the airWays or tongue, wi th or without respiratory 

impairment) (see section 4.5). 

Ana phylactoid !"taction! during Iow-density lil)Oprotcins (LOL) a phcrHis: 
Rarely, pat ients receiving ACE inhibitors during low-density lipoprotein (LDL) apheresis with dextran 

sulphate have experienced life-threatening anaphylactoid reactions. These reactions were avoided by 

temporarily withholding ACE inhibitor therapy prior to each apheresis. 

Anaphylactotd reactions during desensitisation : 

Patients receiving ACE inhibitors during desensitisntion treatment (e.g. hymenoptera venom) have 

experienced anaphylactoid reactions. In the same patients. these reactions have been avoided when the 

ACE inhibitors were temporarily withheld, but they reappeared upon inadvenent rcchallenge. 

NeutropeniaiAgranulocylosisffh rom bocytopeniafAnaemia: 
Neutropeniafagranulocytosis, thrombocytopenia and anaemia ha..-e been reported in patients receiving 

ACE inhibitors. In patients with nonnal renal function and no other complicating factors, neutropenia 

occurs rarely. Perindopril should be used with extreme caution in patients with co11agen vascular disease. 

immunosuppressant therapy, treatment with allopurinol or procainamidc. or a combination or these 

complicating factors, especially if there is pre-existing impaired renal function. Some of these patients 

developed serious infCC'tions, which in a few instances did not respond to intensive antibiotic therapy. If 
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perindopril is uscd in such patients, periodic mon itoring of white blood cell counts is advised and patients 
should be instructed to report any sign of infection (e.g. sore throat, fever). 

Renovascu lar hypertension: 
There is an incrcased risk ofhypotcnsion and rcna l insufficicncy whcn patient with bilateral rennl artcry 
stenosis or stenosis ofthc anery to a single functioning kidney are treated with ACE inhibitors (see 
section 4.3). Treatment with diuretics may be a contributory factor. Loss of renal function may occur with 
only minor changes in serum crcatinine cvcn in patients with unilateral renal ancry stenosis. 
Dual blockade orthe renin-a ngiotensin-a ld osterone system (RAAS) : 

There is evidence that the concomitant usc of ACE-inhibitors, angiotcnsi n II receptor blockers or aliskiren 
increases the risk of hypotension, hyperkalaemia and decreased renal function (including acute renal 
failure). Dual blockade of RAAS through the combined use of ACE-inhibilOrs, angiotensin II receptor 
blockers or aliskiren is therefore not recommended (sec sections 4.5 and 5.1). 
Ifdual blockade therapy is considered absolutely necessary, this should orily occur under special ist 
supervision and subject to frequent close monitoring of renal fWlction, electrolytes and blood pressure. 
ACE-inhibitors and angiotensin II receptor blockers should not be used concomitantly in patients with 
diabetic nephropathy. 
Primary aldosteronism: 
Patients with primary hyperaldosteronism genc ral1y will not respond to anti-hypertcnsive drugs acting 
through inhibition of the renin-angiotensin system. Therefore, lhe use of this product is not recommended. 
Pregmmcy: 
ACE inhibitors should not be initiated during pregnancy. Unless continued ACE inhibitors is considered 
cssential, patients planning pregnancy should be changed to alternative antihypenensive trealmcnts which 
have an established safcty profilc for use in pregnancy. Whcn pregnancy is diagnosed, treatmcnt with 
ACE inhibitors should be SlOPped immediately , and. if appropriate, altemative therapy should be staned 
(sec sections 4.3 and 4.6). 

Precautions fo r use 
Hypotension : 
ACE inhibitors may cause a fall in blood pressure. Symptomatic hypotension is seen rarely in 
uncomplicated hypertcnsive patients and is morc likcly to occur in patients who have been volume
dcpleted e.g. by diuretic therapy, dietary salt restriction. dialysis, diarrhoea or vomiting, or who have 
sevcre renin-dependent hypertension (see sections 4.5 and 4.8). In patients at high risk of symptomatic 
hypotension, blood pressurc, renal func tion and serum potassium should be monitored closely during 
treatment with Ancavaz. 
Sim ilar considcrations apply to patients with ischacmic heart or cerebrovascular disease in whom an 
excessive fall in blood pressure could result in a myocardial infarction or cerebrovascular accident. 
If hypotension occurs, the patient should be placcd in the supine position and, if necessary, should receive 
an intravenous infusion ofsodiwn chloride 9 mglml (0.9010) solution . A transicnt hypotcnsive response is 
not a contraindication to further doses, which can be given usually without difficulty once the blood 
pressure has increased aftcr volume expansion 
Aortic and mitral valve s tenosis I hypertrollhie ca rdiomyopathy: 
As with other ACE inhibitors, perindopril should be given with caution to patients with mitral valve 
stcnosis and obstruction in the outflow of the left vcntricle such as aortic stcnosis or hypenrophic 
cardiomyopathy. 
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In cases of renal impainnent (creatinine clearance < 60 mllmin) an individual dose titration with the 

monocomponents is recommended (see section 4.2). 

Routinc monitoring of potassium and creatinine arc pan of normal medical practice for paticnts with renal 
impairment (see section 4.8). 

In some patients with bilateral renal artcry stenosis or stenosis of the artery to a solitary kidney, who have 

been treated with ACE inhibitors, increases in blood urea and serum creatinine, usually reversible upon 
discontinuation of therapy, have been seen. This is especially likely in patients with renal insufficiency. If 
renovascular hypertcnsion is also present there is an increased risk of severe hypotension and renal 
insufficiency. Some hypenensive patients with no apparent pre-existing renal vascular disease have 
developed increases in blood urea and scrum creatinine, usually minor and transient, especially when 
perindopril has been gi~n concomitantly with a diuretic. This is more likcly to occur in patients with pre
existing renal impairment. 
Hepatic failure: 
Rarely, ACE inhibitors have been associatcd with a syndrome that starts with cholcstatic jaundice and 
progresses to fulminant hepatic necrosis and (sometimes) death. The mechanism of this syndrome is not 
understood. Patients rcceiving ACE inhibitors who develop jaundicc or marked elevations of hepatic 
enzymes should discontinue the ACE inhibitor and receive appropriate medical follow-u p (see section 
4.8). 

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 in lowering blood pressure in black 
people than in non-blacks, possibly because ofa higher prevalence of low-renin statcs in the black 
hypenensive population. 
Cough: 
Cough has been reported with the use of ACE inhibitors. Characteristically, the cough is non-productive, 
persistcnt and resolves aAer discontinuntion of therapy. ACE inhibitor-induced cough should be 
considered as pan of the differentia l diagnosis of cough. 
Surgery/Anaesthesia: 
In patients undergoing major surgery or during anaesthesia with agents that produce hypotension, 
AnC3vaz may block angiotcnsin II formation secondary to compensatory renin release. The treatmcnt 
should be discontinued one day prior to the surgery. If hypotension occurs and is considered to be due to 
this mechanism, it can be corrected by volume expansion. 
Hyperkalicmia: 
Elevations in serum potassium have been observed in some patients treated with ACE inhibitors, 
including perindopril. Risk factors for the development orhyperkalcmia include those with renal 
insufficiency, worsening of renal function. age (> 70 years), diabetes mellitus, intcrcurrent events, in 
panicular dehydratation, acutc cardiac decompensation, metabolic acidosis, and concomitant use of 
potassium-sparing diuretics (e.g. spironolactone, eplerenonc, triamterenc, or amiloride), potassium 
supplements or potassiurn-containing snit substitutes; or those patients taking other drugs associated with 
increases in serum potassium (e.g.. heparin, co-trimoX37.0le also known as 
trimethoprimlsulfamethoxazole). The use of potassium supplements, potassium·sparing diuretics, or 
potassium-containing salt substitutes paniculariy in patients with impaired renal function may lead to a 
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significant increase in serum potassium. Hyperkalemia can cause serious, sometimes fatal arrhythm ias. If 

concomitant use ofpcrindopril and any of the above mentioned agents is deemed appropriate, they should 

be used with caution and with frequent monitoring of serum potassium (see section 4.5). 

Diabet.ic patients: 

In diabetic patients treated w ith oral ant diabetic agents or insulin., glycaem ic control should be closely 

monitored during the first month oftreatmcnt with an ACE inhibitor (see section 4.5). 

Linked to amlodipine: 

Precau tions fo r use 

The safety and efficacy ofamlodipine in hypertensive crisis has not been established. 

Ca rd iac fai lu~: 

Patients with heart failure should be treated with caution. 

In a long-tcnn, placebo controlled study in patients with severe heart failure (NYHA class 1Il and IV) the 

reported incidence of pulmonary oedema was higher in the amlodipine treated group than in the placebo 

group (see section 5.1). Calcium channel blockers, including amlodipine, should be used with caution in 

patients with congestive heart fail ure, as they may Increase the risk of futu~e cardiovascu lar events and 
mortality. .) 

Il epat ic impa imlcnt: 

The half-life of amlodipine is prolonged and AUC values are higher in IXltients with impaired liver 

function; dosage recommendations have nOt been establi shed. AmJqdipine sh~u ld therefore be initiated a t 

the lower end ofthc dosing m nge and cautiQ,n shoul d be used, both on init ialotreatment and when 

increasing the dose. Slow dose titmtion and careful monitorin~ m~ be required in patients with severe 
hepatic impairment. l \ ,. f. . r " 
Elderly: : 

In the elderly increase of tile dosage should take place with care (see sections 4.2 and 5.2). 

Rena l fa ilure: 

Amlodipinc may be used in such patients at nonnal doses. Changes in amlodipine plasma concentrations 

are not correlated with degree of renal impairment Amlodipine is not dialysable. 

Linked to Ancavaz 

A ll warnings re lated to each monocomponent, as listed above, should apply a lso to the fixed com bination 

of Ancavaz. 

P recautions for use 

Exci pients: 

Due to the presence of lactose, patients with rare hereditary problems of galactose intolerance, glucose

galactose malabsorption., or the total lactase deficiency sho uld nol take this medicinal product 

Interactions; 

The concomitant use of Ancavaz with lithium, potassium-sparing drugs or potassium supplements., or 

dantrolenc is not recommended (see section 4.5). 

4.5 Interaction with other- medicinal produ cts a nd othe r (orms o( interactio n 

Linked to perindoll ril 

C linical trial data has shown that dual blocl(ade of the renin-angiotcnsin-aldosterone-system (RAAS) 

through the combined use of ACE-inhibitors, angiotensin 11 receptor blockers or aliskiren is associated 

with a higher frequency of adverse events suc h as hypotension., hyperkalaemia and decreased renal 

function (including acute renal fai lure) compared to the use ofa single RAAS-acting agent (see sections 

4.3,4.4 and 5.1). 
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Some drugs or therapeutic classes may increase the occurrence ofhypcrkalaemia: alisk iren, potassium 

salts, potassium-sparing diuretics, ACE inhibitors, angiotensin- II receptors antagonists, NSA IDs, 

heparins, immunosuppressant agents such as ciclosporin or tacrolimus, trimethoprim and fixed dose 

combination with sulfamcthoxazole (Co-trimox37..ole). The combination of these drugs increases the risk 

of hyperkalaemia 

C oncom ita nt use contra- ind icated (see section 4.3): 
A l isk.i~n : 

In diabetic or impaired renal patients, risk of hyperkalaemia, worsening of renal function and 
cardiovascular morbidity and mortality increase. 

Concomitant use not rtcommendcd (see 

increased risk ofrcnal impairment, hyperkalemia, hypotension 

he concomitant 

alsanan must not 

i~ttlapy must not be started 
4.4). 

Avoid usc ofTektuma wi th ARBs or ACEls in patients wilh moderate renal impairment (GFR less than 

60 ml/min) 

Concom ita nt ther-dpy with ACE inh ibitor a nd a ngiotcnsin-rccciltor blocker: 

It has been reported in the literature that in patients with established atherosclerotic disease. heart failure, 

or with diabetes with end organ damage, concomitant therapy with ACE inhibitor and angiotensin

receptor blocker is associated with a higher frequency of hypotension, syncope, hyperkalaem ia. and 

worsening renal function (includ ing acute renal failure) as compared to use ofa single renin-angiotensin

aldos terone system agent. Dual blockade (e.g., by combining an ACE-inhibitor with an angiotensin II 
receptor antagonist) should be limited to individually defined cases with close monitoring of renal 

function , potassium levels, and blood pressure. 

Estr a m usline: 

Risk of increased adverse effects such as angioneurotic oedema (angioedema). 

Co-trimoxazole (trimethoprimlsulfamethoxazole); 

Patients taking concomitant co-trimoxazole (trimethoprimlsulfamcthoxazole) may be at increased risk for 

hyperkalaemia (see section 4.4). 
Potassium-sparing diuretics (c.g. triamten:ne, amiloride ... ). potassium salts: 

Hyperkalacmia (potentially lethal), especially in conjunction with renal impainnent (additive 

hyperkalaemic effects). 
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The combination of perindopril with the above-mentioned drugs is not recommended (see section 4.4). If 
concomitant use is nonetheless indicated, they should be used with caution and with frequent monitoring 
of serum pomssium. For use of spironolactone in heart failure. see below. 
Lith ium: 
RC\'ersible increases in serum lithium concentrations and toxicity (severe neurotoxicity) have been 
reported during concurrent use of ACE inhibitors. l1lc combination ofperindopril with lithium is not 
recommended. If the combination proves necessary, careful monitoring ofscrum lithium levels is 
recommended (sec section 4.4). 
Concom ita nt US!! which ~ui~ special c~re: 

An tidiabetic agents (insulins. oral hypoglyeaem ic ag!!nts): 
Epidemiological snKiies have suggested that concomitant administration of ACE inhibitors and 
antidiabetic medicines (insulins, oral hypoglycaemic agents) may C.1Use an increased blood-glucose 
lowering effect with risk ofhypoglycaemia. This phenomenon appeared to be more likely to occur during 
the first weeks of combined treatment and in pat ients with renal impa irment. 

No n-potassium-Slulring diu relks: 
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 reduced by discontinuation of tlle"diUrCtiC,'b)tinc 
prior to initiating therapy with low and progressive doses ofperin<IQpril. 
In arterial hypertension, when prior diuretic therapy can have causld-.saJYy.Ol~£:,C1 letion, either the 
diuretic must be discontinued before initiating the ACE inhibitor .. ip. whicit q,se 1t{~."'1 sium-sparing 
diuretic can be thereafter reintroduced or the ACE inhibitor must ~ initiated ~ith ~\ dosage and 
progressively increased. /, '_. ,. : ~ _ .. 
In diuretic-treated congestive heart failure. t~ ACE inhibitor shoulct;.pe initiated ',lI a~~1")' low dosage. 
possibly after reducing the dosage of the asso, ia\C<' non-~~ssium-sJ»lting diuro\ic.C 
In all cases. rena l function (creatinine levels) must ~ monitored durlng.the first /rei.' W ' ks of ACE '.. " ~". inhibitor thcrapy. \.'\.. . ( .1. ~'. '" 

Potassium -sparing diu retics (epLerenone, sPiro~~tonej~t:. ~ 
With eplerenone or spironolactone at doses betwce'h ."~~ .. ")8;-to SO mg by day and with low doses of 
ACE inhibitors: , ....... ,oJI.,)"i \ 
In the treatment of class II-IV heart fai lure (NYHA) with an "Cjec1imlTrnction <40'%, and previously 
treated with ACE inhibitors and loop diuretics. risk ofhyperkalacmia. potentially lethal, especially in case 
of non-observance of the prescription recommendations on this combination. 
Before initiating the combination, check the absence of hyperkalacmia and renal impainncol 
A close monitoring ofthc kalaemia and creatininemin is recommended in the first month oflhe treatment 
once a week at the beginning and, monthly thereafter. 
Racttadotril: 
ACE inhibitors (e.g. perindopril) are known to cause angioedema This risk may be elevated when used 
concomitantly with racecadotril (a drug used against acute diarrhea). 
mTOR inhibitors (e.g. sirolimus. everolimus., temsirolimus): 
Patients taking concomitant mTOR inhibitors therapy may be at increased risk for angioedema (sec 
section 4.4). 

Non-stcroidal anti-innammalory medicinal products (NSAIDs) including aspirin ~ 3 glday: 
When ACE-inhibitors are administered simultaneously with non-steroidal anti-innammatory drugs (i.e. 
acetylsalicylic acid at anti-inflammatory dosage regimens. COX-2 inhibitors and non-selective NSAIDs), 
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attenuation of the antihypenensive effect may occur. Concomitant use of ACE-inhibitors and NSAIDs 
may lead to an increased risk of wof2ning of renal funct ion, including possible acute renal failure, and an 
increase in serum potassium, especially in patients with poor pre-cxisting renal function. The combination 
should be administered with caUlion. especially in the elderly. Patients should be adequately hydrated and 
consideration should be given to monitoring renal function after initiation of concomitant therapy. and 
periodically therea.rter. 
Concomitant use which requ ires some ca re: 
Gliptines (lill3giiptine. saxagliptine, sitagliptine, vildagliptine): 
Increased risk of angi(H)Cdema, due to dipeptidyl peptidase IV (DPP-l V) decreased activity by the 
gliptine, in patients co-treated with an ACE inhibitor. 
Sympathomimt:tics: 
Sympathomimetics may reduce the antihypertensive effects of ACE inhibitors. 

Gold : 
~ng, nau omiting and hypotension) have been 

reponed rarely in patients on themp;: '~ble gQ.Jd (sodi urothiomalate) and concomitant ACE 

inhibitor therapy including perind r' ~ ~ 
Linked to amlodipint: .... ",:" .$. 
Concomitant usc nol reeornn ~: ' 
Dantrolene (; n[.,;on): In an;m 1~'lhal vClllrioul" t ,mat;on.¥ ~SCUlarCOliapse are observed 
in association wi th hyperkalc ~er administratiori'if verapa~\l~~ d1h venous dantrolene. Due to 
risk of hyperkalemia, it is reco ded th3nhe l»;;inistTatio 0 CW urn channel blockers such as 
aml~ipine be avoid~ in patie ~ ~epti'\';t!o mali ,nt hy i nd in the management of 
mahgnant hypenhenma It" 't.' . ~ • 
Concomitant use wh ich ~uires SI)C(!ial c~: ~ 
CYP3A4 inducers: Upon co-admini "lOllJfj Q9wn indt;cers . CYP3A4. the plasma concentration 
of amlodipine may vary. Therefore. bl f! lho onitored and dose regulation considered 
both during and after concomitant medication particularly with strong CYP3A4 inducers (e.g. rifampicin, 
hypericum perforatum). 
CVI"3A4 inhibitors: Concomitant use ofamlodipine with strong or moderate CYP3A4 inhibitors 
(protease Inhibitors, azote antifungals, macrolides like erythromycin or clarithromycin, verapamil or 
diltiazem) may give rise to significant increase in amlodipine exposure. The cli nical translation of these 
PK variations may be more pronounced in the elderly. Clinical monitoring and dose adjustment may thus 
be required. 
There is an increaserl rist of hypotension in patients receiving clarithromycin with amlodipine. Close 
observation of patients is recommended when nmlodipine is co admin istered with clarithrornycin. 
Concomitant usc to be ta ken into considua lion: 
The blood pressure lowering effects ofamlodipine adds to the blood pressure-loweri ng effects of other 
medicinal products with antihypertensive properties. 

Tacrolimus: 
There is a risk of increased lacrolimus blood levels when co administered with amlodipine. In order to 
avoid toxicity oftacrolimus, administration ofamlodipine in a patient treated with tacrolimus requires 
monitoring oftacrolimus blood levels and dose adjustment oftacrolimus when appropriate. 
Mechanistic Target of Rapamycin (mTOR) Inhibitors 
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mTOR inhibi tors such as siroli mus. temsirolimus. and everolimus are CYP3A substrates. Am lodipine is a 
weak CYP3A inhibitor. With concomitant use ormTOR inhibitors. amlodipine may increase exposure or 
mTOR inhibitors. 
C i"losporioe: 
No drug interaction studies have been conducted with cic1osporine and amlodipine in healthy volunteers 
or other populations with the exception or renal transplant patients. where variable trough concentration 
incrcases (average COlo - 4CO/O) or cic1osporine were observed. Consideration should be given ror 
monitoring ciclosporinc levels in renal transplant patients on amlodipine. and ciclosporine dose 
reductions should be made as necessary. 
SimvlIl sta t in: 
Co-administration ormultiple doses or 10 mg or amlodipine with 80 mg simvastatin resulted in a 7JOIo 
increase in exposure 10 simvastatin compared to simvastatin alone. Limit the dose or simvastatin in 
patients on amlodipine to 20 mg daily. 
Olhers co mbinatKins: 

In clinical interaction studies. amlodipine did nOI affect the pharmacokinetics oratorvastatin, digoxin, 
warfarin. 
Administration oramlodipine with graperruit or grnperruitjuice is not recommended as-bioavailability 
may be increased in some patients resulting in increased blood pressure lowering effects. '. 
Linked 10 Ano va2: 
Concomitant use which requires special care: 
Baclofen: 
Increased amihypcnensive effecl Monitor blood pressure and adapt antihypenensive dosage irnccessary. 
Concomitanl use to be takcn in lO considcralio n: 
· Antihypertensive agents (such as beta-blockers) and vasodilatators: 
Concomitant use orthcse agents may increase the hypotensive effects orperindopril and amlodipine. 
Concomitant usc with nitroglycerine and other nitrates or o.the! vasod ilatators. may fu rther reduce blood 
pressure and therefore should be considered with caution. \ ..... ,. 
· Corticosteroids, tetrncosactide: reduction in antihypenensivMect (salt and water retention'du'e to 
conicosteroids). 
· Alpha-blockers (prazosi n, alfuzosin, doxazosin, tamsulosin, terazesin): increased antihypenensive effect 
and increased risk of orthostatic hypotension. 
· Amirostine: may potentiate the antihypenensive effect ofamlodipinc. 
· Tricycl ic antidepressantsiant ipsychotics/anaesthetics: increased antihypertensive effect and increased 
risk of orthostatic hypotension. 
4.6 Fertility. pregnancy and lactation 
Given the effects of tile indiv idual components in this combination product on pregnancy and lactation: 
Ancavaz is not recommended during the first trimester or pregllllncy. Ancav3Z is contraind icated during 
the second and third trimesters o r pregnancy. 
Ancavaz is not recommended duri ng lactation. A decision shou ld therefore be made whether to 
disconlinue nursing or to discontinue AncaV3Z taking account lhe importance or this therapy for the 
mother. Unless continued ACE inhibitor therapy is considered essential. patients planning pregnancy 
should be changed to alternative antihypertensive treatments which have an established safety profile for 
use in pregnancy. When pregnancy is diagnosed, treatment with ACE inhibitors should be stopped 
immediately, and, if appropriate. alternative therapy should be started. 

15 

General Directorate of Registration 
Pharmacology Departmen t 

Approval Date:18/5/2020 Revised by: DR/Zeinab ta laat 
According to : Ireland 

Exposure to ACE inhibitor therapy during the second and third trimesters is known to induce human 
foetotoxicity (decreased renal function, oligohydramnios, skull ossification retardation) and neonatal 
toxicity (renal failu re, hypotension, hyperkalaemia) (see section 5.3). 
Should exposure to ACE inhibitor have occurred from the second trimester of pregnancy, ultrasound 
check of renal runction and skull is recommended. 
Infants whose mothers have laken ACE inhibitors should be closely observed for hypotension (see 

sections 4.3 and 4.4). 
Breast-feeding: 
Linked 10 per indopril 
BC(.ause no infonnation is available regarding the use ofperindopril during breastfceding, perindopril is 
not recommended and alternative treatments with bctterestablished safety profiles during breast-feeding 
are prererable. especially while nursing a new born or preterm infanl 
Linked 10 amiod ipine 
Amlodipine is excreted in human milk. The proportion of the maternal dose received by the infant has 
been estimated with an interquartile range of3 - 7%, with a ma.ximum of 15%: The effect or amlodipine 

on infants is unknown. A decision on whether to continue/discontinue breast-feeding or to 
continue/discontinue therapy with amlodipinc should be made taking into account t~ benefit of breast
feeding to the child and the benefit of amlodipine therapy ~o the mo~r. 

Fertility: 
Linked to pcri ndopril 
There was no effect on reproductive perfonnance or fenility. 
Linked to amlodipine <I 

,< 
': , 

Reversible biochemical changes in the head of spermatozoa have' been reported in some patients treated 
by calcium channel block.ers. Clinical data are insufficient regarding the p{.ential effect oramlodipine on 
reniHty. In one rat study, adverse effects were round on' male fertilify (see section 5.3). 
4.7 Effects on ability to drive and use machines 
No studies on Ihe effects or Ancavaz on the ability to drive and use machines have been performed. 
Amlodipine can have minor or moderate influence on the ability to drive and use machines. Ir patients 
suITer from dizziness, headache. fat igue, weariness or nausea, the ability to react may be impaired. 
Caution is recommended especially at the start of trcatment. 
4.8 Undesirable effects 
a. Summary or safety profi le 
The most commonly reponed adverse reactions with perindopri l and amlodipine given separately are: 
oedema, somnolence, dizziness. headache (especially at the beginni ng ohhe treatment). dysgeusia, 
paraesthesia. visual impairment (including diplopia). tinnitus. vertigo. palpitations, fl ushing. hypotension 
(and effects related to hypotension). dyspnoea., cough, abdominal pain, nausea. vomiting, dyspepsia, 
change of bowel habit, diarrheoa., constipation, pruri t, rash, exanthema, joint swelling (ankle swell ing), 
muscle spasms, raligue. asthenia. 

4.90venlose 
There is no inronnation 00 over dosage with Ancav3Z in humans. 
For amlodipine, experience with intentional overdose in hwnans is limited. 
Symptoms: available data suggest that gross over dosage could result in excessive peripheral 
vasodi latation and possibly reflex l.achycardia. Marked and probably prolonged systemic hypotension up 
to and including shock with fatal outcome have been reponed. 
Treatment: clinically signifi cant hypotension due to amlodipine over dosage calls for active 

16 



• 'GenerCI, Directorate of Registration 
Pharmacology Department 

Approval Date:18/5/2020 Revised by: DR/Zeinab talaat 
According to : Ireland 

cardiovascular support including frequent monitoring of cardiac and respiratory function. elevation of 
extremities and anemion to circulating fluid volume and urine output. 
A vasoconstrictor rna)' be helpful in restori ng vascular tone and blood pressure, provided that there is no 
contraindication to its usc. Intravenous calcium gluconate rna)' be beneficial in reversing the effects of 
calcium channel blockade. 
Gastric lavage rna)' be wonhwhi le in some cases. In health)' volunteers the use of charcoal up to 2 hours 
after administration of am lociipine 10 mg has been shown to reduce the absorption rate ofamlodipine. 
Si nce amlodipine is highl), protein-bound. dialysis is not likely to be of benefit. 
For perindopril, limited data are available for over dosage in humans. Symptoms associated with the over 
dosage of ACE inhibitors rna)' include hypotension, circulatory shock, electrolyte disturbances. renal 

failure, h),perventilation, tachycardia. palpitations. bradycardia. di2Ziness. anxiety, and cough. 
The recommended treatment of over dosage is intravenous infusio n of normal saline solution. If 

hypotension occurs, the patient should be placed in the shock position. Ifavailable. treatment with 
angiotensin II infusion and/or intravenous catecholamines may a lso be considered. Periondopril can be 
removed from the systemic circulation by hacmodialysis (see section 4.4 ~ Pacemaker therapy is indicated 
for treatment-resistant bradycardia. Vital signs, serum electrolytes and creatinine concentrations should be 
monitored continuously. 

5. PHA RMACOLOG ICAL PROPERTIES 

5. 1 Ph amlacodynamic properties ,;.. :~,~ .. ~ .. 
I' harmacotherapcutk g roup: ACE inhibitors and calcium channel blockers, ATC code: :.<:~~. 

Pc rindopril: f ~·~· ."' \. \ 
Mechan ism of action r y : (:( ~t 
Perindopril is an inhibitor of the enzyme that converts angiotensin I in!Q. angiotcn~in 11 (Angl~!ensrn 
Converting Enzyme ACE). The converting enzyme, or kirkse, is an exopeptidasA that allows' f"~kJon 
of angiotensin I into the vasoconstrictor angiotensin II as J ell as causinglhe de~tion of{te ._ 
vasodilator bradykinin into an inactive heptapeptide. Inhibi ~ion M ACE ~!l l ts in ~ucti?r M ..... .J 
angiotensin II in the plasma. which leads to increased plasm} tepin activ\rj (by inhi6itiop{,f th~ nt&ative 
feedback of renin release) and reduced secretion ofaldostero~s:i~ce AcSinactivatesq,rndy19nfn. 

inhibition of AC~ al~ results in an increa~d activity of ~ircula~in8.~ I~1 ~\kr~in-~~systems 
(and thus a lso aCllvatlon of the prostaglanchn system). It IS possible tha""this.m~hanisft1Contnbutes to the 
blood pressure-lowering action of ACE inhibitors and is partiall y responsible for certain of their side 
effects (e.g. cough). 
Perindopril acts through its active metaboli te, pcrindoprilat. The other metabolites show no inhibition of 
ACE activity in vitro. 

5.2 Pharmacokinctic propert.ies 
The rate and extent of absorption of perindopril and amlodipine from Ancavazare not significantly 
differe nt, respectively, from the rate and extent of absorption of perindopril and amlodipine from 
individual tablet formulations. 

Perindopril : 
Absorption 
After oral administration, the absorption ofperindopri l is rapid and the peak concentration is achieved 
wilhin 1 hour. The plasma half-l ife ofperindopril is equal to 1 hour. 
Perindopril is a prodrug. Twenty seven percent of the administered perindopril dose reaches the 
bloodstream as the active metabolite perindoprilat. In addition to active perindoprilat. perindopril yields 

17 

General Directorate of Registra tion 
Pharmacology Department 

Approval Date:18/5/2020 Revised by: OR/Zeinab talaat 
According to : Ireland 

five metabolites. all inactive. The peak plasma concentration ofperindopri la t is achieved within 3 to 4 

00""-
As ingestion o f food decreases conversion to perindoprilat, hence bioavailabil ity, perindopri l arginine 
should be administered orally in a single daily dose in the morning before a meal. 
It has been demonstrated a linear relationship between the dose of perindopril and its plasma exposure. 

Distribution 
The volume of distribution is approximatel), 0.2 l/kg for unbound pcrindoprilat. Protein binding of 
pcrindoprilat to plasma proteins is 20-10. principally 10 angiotensin converting enz),me, but is 
concentra tion-dependenl. 

Elimina tton 
Perindoprilat is eliminated in the urine and the teoninal half-life o f the unbound fraction is approximately 

17 hours. resulting in steady-state within 4 days. 
Elderly, Heart Failure, Renal Failure 
Elimination ofperindoprilat is deereased in the elderl y, and also in patients with heart o r renal failure (see 
section 4.2). Therefore, the usual medical follow·up will include frequent mo nitoring of creatinine and 

potassi um. 
Hepatic impairment 

Dialysis clearance o f perindoprilat is equal min. 

Perindopril ~;netics are modified in pa '~~t CI iSoJJepatiC~nce of the parent molecule is 

adjus~e~t is required (see section <t,J.lnd 4.4~ :'!'" : .. '-1 .... 
reduced by half. However. the quant' .~Perindoprilat fo~is N UCCd and therefore no dosage 

Andoch~"n e:. . . ..~ . 9 ... 
Absorption, d istri butiOn. plasma r ." n blOdi'ng f: ; ~ 

After oral administration of the ·c doses ..... amlodipit:e is well amr ~ith peak blood levels 

between 6- 12 ho~s.pos~d~. A , ~te bioavailabilitx~ been ~s~a~ be between 64 ~nd SO%. 
The volume of dlstnbullon IS app ionlately ~.ltl/kg. In~l!'o stud~ ~e own that approxlmatel), 
97.5% of circulating amlodipine is ·bound to p~ma prOlerns. .'i ::C' 
The bioavailability ofam lodipine is not alTectoo by food iO\1lkt~' t, • 
Biotransfonnat toniE liminatton , .... . ... oJ . ';. ... 

The terminal plasma elimination half-life is ~d is consistent with once daily dosing. 
Amlodipine is extensively metabolised by the liver to inactive metabolites with 10% of the parent 
compound and 60% of metabolites excreted in the urine. 

Elderly 
The time to reach peak plasma concentrations of amlodipine is similar in elderly and younger subjects. 

Amlodipine clearance tends to be decreased with resulting increases in AUC and elimination hal f-life in 
elderly patients. Increases in AUC and elimination half-life in patients with congestive heart fai lure were 
as expected for the patient age group studied. 
He patic impairancnt: 
Very limited clinical data are available regard ing amlodipine administration in patients with hepatic 
impairmenl Patients with hepatic insufficiency have decreased c1cumllCC ofam lodipine resulting in a 
longer hal f-li fe and an increase in AUC of approximately 40-60%. 
6. PHARMAC EUTICA L PARTICULARS 

6. 1 List of excipients 
Microcrystalline cellulose (PH I02) 
Lactose monohydrate 
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Magnesium stearate 

Colloidal Silicone Dioxide (Aerosol 200) 

Coal composition 
Ancavaz SmgfSmg Instant coat EMB (yellow colour) 

Ancavaz Smg/lOmg Instant coat EMB (~in~~1.~- ... .--~~ 
Ancavaz IOmgfSrng Inslant coal EMB 
Ancavaz IOmgf lOmg Instant coat 
6.2 Incoml,atibilities 
Not applicable. 

6.3 She lf life 
2 years 
6.4 Specia l precautions for 

Siore at temperature not eXCeeding!,.; iT 
6.5 Nat ure and contents of contai • 

Carton box containing 1. 2 or 3(AVA strips 
7. MARKETING AUTl:IORISATION.itol 
Manufactured by: Atro phanna for 
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