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TRIPLIXAM 5mg/1.25mg/5mg 

TRIPLIXAM 5mg/1.25mg/10mg 

TRIPLIXAM 10mg/2.5mg/5mg 

TRIPLIXAM 10mg/2.5mg/10mg 
film-coated tablets 

 

QUALITATIVE AND QUANTITATIVE COMPOSITION 
 
One film-coated tablet contains 3.395 mg perindopril equivalent to 5 mg perindopril arginine, 1.25 mg indapamide and 6.935 mg 
amlodipine besilate equivalent to 5 mg of amlodipine. 
[One film-coated tablet contains 3.395 mg perindopril equivalent to 5 mg perindopril arginine, 1.25 mg indapamide and 13.870 mg 
amlodipine besilate equivalent to 10mg of amlodipine]. 
[One film-coated tablet contains 6.790 mg perindopril equivalent to 10 mg perindopril arginine, 2.5 mg indapamide and 6.935 mg 
amlodipine besilate equivalent to 5 mg of amlodipine]. 
[One film-coated tablet contains 6.790 mg perindopril equivalent to 10 mg perindopril arginine, 2.5 mg indapamide and 13.870 mg 
amlodipine besilate equivalent to 10 mg of amlodipine]. 
For the full list of excipients, see section LIST OF EXCIPIENTS 
 
PHARMACEUTICAL FORM 
 
Film-coated tablet. 
 

Triplixam 5/1.25/5 mg: white, oblong, film-coated tablet, 9.75 mm long and 5.16 mm wide, engraved with  on one face and 
on the other face. 
Triplixam 5/1.25/10 mg: white, oblong, film-coated tablet, 10.7 mm long and 5.66 mm wide, engraved with  on one face and 

on the other face. 

Triplixam 10/2.5/5 mg: white, oblong, film-coated tablet, 11.5 mm long and 6.09 mm wide, engraved with  on one face and 
on the other face. 

Triplixam 10/2.5/10 mg: white, oblong, film-coated tablet, 12.2 mm long and 6.46 mm wide, engraved with on one face and  
on the other face. 
 
CLINICAL PARTICULARS 
Therapeutic indications 
 
Triplixam is indicated as substitution therapy for treatment of essential hypertension, in patients already controlled with combination 
of perindopril, indapamide and amlodipine, taken at the same dose level. 
 
Posology and method of administration 
 
Posology 
One Triplixam film-coated tablet per day as a single dose, preferably to be taken in the morning and before a meal. 
 
The fixed dose combination is not suitable for initial therapy. 
If a change of the posology is required, titration should be done with the individual components. 
 
Special population 
 
Renal impairment (see section CONTRAINDICATIONS and SPECIAL WARNINGS AND PRECAUTIONS FOR USE) 
In severe renal impairment (creatinine clearance below 30 mL/min), treatment is contraindicated.  
In patients with moderate renal impairment (creatinine clearance 30-60 mL/min), Triplixam at the doses 10mg/2.5mg /5mg and 
10mg/2.5mg/10mg is contraindicated. I t is recommended to start treatment with the adequate dosage of the free combination. 
Usual medical follow-up will include frequent monitoring of creatinine and potassium. 
Concomitant use of perindopril with aliskiren is contraindicated in patients with renal impairment (GFR < 60 ml/min/1.73 m2) (see 
section CONTRAINDICATIONS). 
 
Hepatic impairment (see sections CONTRAINDICATIONS, SPECIAL WARNINGS AND PRECAUTIONS FOR USE and PHARMACOKINETIC 
PROPERTIES) 
In severe hepatic impairment, Triplixam is contraindicated. 
 
In patients with mild to moderate hepatic impairment, Triplixam should be administrated with caution, as dosage recommendations 
for amlodipine in these patients have not been established. 
 
Elderly (see section SPECIAL WARNINGS AND PRECAUTIONS FOR USE) 
Elimination of perindoprilat is decreased in the elderly (see Section PHARMACOKINETIC PROPERTIES) 
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Elderly can be treated with Triplixam according to renal function (see Section CONTRAINDICATIONS). 
 
Paediatric population 
The safety and efficacy of Triplixam in children and adolescents have not been established. No data are available.  
 
Method of administration 
 
Oral use. 
 
CONTRAINDICATIONS 
- Dialysis patients 
- Patients with untreated decompensated heart failure 
- Severe renal impairment (creatinine clearance below 30 mL/min)  
- Moderate renal impairment (creatinine clearance below 60 mL/min) for Triplixam doses containing 10mg/2.5mg of 

perindopril/indapamide combination (i.e., Triplixam 10mg/2.5mg/5mg and 10mg/2.5mg/10mg) 
-   Hypersensitivity to the active substances, to other sulfonamides, to dihydropyridine derivatives, any  other ACE-inhibitor or 
to any of the excipients listed in section LIST OF EXCIPIENTS. 
- History of angioedema (Quincke’s oedema) associated with previous ACE inhibitor therapy (see section SPECIAL WARNINGS 

AND PRECAUTIONS FOR USE) 
- Hereditary/idiopathic angioedema  
- Second and third trimesters of pregnancy (see sections SPECIAL WARNINGS AND PRECAUTIONS FOR USE and FERTILITY, 

PREGNANCY AND LACTATION) 
 
- Hepatic encephalopathy 
- Severe hepatic impairment 
- Hypokalaemia 
- Severe hypotension 
- 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 myocardial infarction 
- Concomitant use of Triplixam with aliskiren-containing products  in patients with diabetes mellitus or renal impairment (GFR < 

60mL/min/1.73m2) (See section SPECIAL WARNINGS AND PRECAUTIONS FOR USE and FERTILITY and INTERACTION WITH OTHER 
MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTION) 

- Concomitant use with sacubitril/valsartan therapy. Triplixam must not be initiated earlier than 36 hours after the last dose of 
sacubitril/valsartan (see sections SPECIAL WARNINGS AND PRECAUTIONS FOR USE and INTERACTION WITH OTHER MEDICINAL 
PRODUCTS AND OTHER FORMS OF INTERACTION) 

- Extracorporeal treatments leading to contact of blood with negatively charged surfaces (see section INTERACTION WITH OTHER 
MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTION), 

- Significant bilateral renal artery stenosis or stenosis of the artery to a single functioning kidney (see section SPECIAL WARNINGS 
AND PRECAUTIONS FOR USE). 

 
SPECIAL WARNINGS AND PRECAUTIONS FOR USE 
All warnings related to each component, as listed below, should apply also to the fixed combination of Triplixam. 
 
Special warnings 
 
Lithium 
The combination of lithium and the combination of perindopril/indapamide is usually not recommended (see section INTERACTION 
WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTION). 
 
Dual blockade of the renin-angiotensin-aldosterone system (RAAS)  
There is evidence that the concomitant use of ACE-inhibitors, angiotensin II receptor blockers or aliskiren increases the risk of 
hypotension, hyperkalaemia and decreased renal function (including acute renal failure). Dual blockade of RAAS through the 
combined use of ACE-inhibitors, angiotensin II receptor blockers or aliskiren is therefore not recommended (see sections 
INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTION and PHARMACODYNAMIC 
PROPERTIES). 
If dual blockade therapy is considered absolutely necessary, this should only occur under specialist supervision and subject to 
frequent close monitoring of renal function, electrolytes and blood pressure. 
ACE-inhibitors and angiotensin II receptor blockers should not be used concomitantly in patients with diabetic nephropathy. 
 
Potassium-sparing  drugs, potassium supplements or potassium-containing salt substitutes  
The combination of perindopril and potassium-sparing  drugs, potassium supplements or potassium-containing salt substitutes is 
usually not recommended (see section INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTION). 
Neutropenia/agranulocytosis/thrombocytopenia/anaemia 
Neutropenia/agranulocytosis, thrombocytopenia and anaemia have been reported in patients receiving ACE inhibitors. In patients 
with normal renal function and no other complicating factors, neutropenia occurs rarely. Perindopril should be used with extreme 
caution in patients with collagen vascular disease, immunosuppressant therapy, treatment with allopurinol or procainamide, or a 
combination of these complicating factors, especially if there is pre-existing impaired renal function. Some of these patients 
developed serious infections which in a few instances did not respond to intensive antibiotic therapy. If perindopril is used in such 
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patients, periodical monitoring of white blood cell counts is advised and patients should be instructed to report any sign of infection 
(e.g. sore throat, fever) (see section UNDESIRABLE EFFETCS). 
 
Renovascular hypertension: 
There is an increased risk of hypotension and renal insufficiency when patient with bilateral renal artery stenosis or stenosis of the 
artery 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 creatinine even in patients with unilateral renal artery 
stenosis. 
 
Hypersensitivity/angioedema 
Angioedema of the face, extremities, lips, tongue, glottis and/or larynx has been reported rarely in patients treated with angiotensin 
converting enzyme inhibitors, including perindopril. This may occur at any time during treatment. In such cases perindopril should 
be discontinued promptly and appropriate monitoring should be instituted to ensure complete resolution of symptoms prior to 
dismissing the patient. In those instances where swelling has been confined to the face and lips the condition generally resolved 
without treatment, although antihistamines have been useful in relieving symptoms. 
Angioedema associated with laryngeal oedema may be fatal. Where there is involvement of the tongue, glottis or larynx, likely to 
cause airway obstruction, appropriate therapy, which may include subcutaneous epinephrine solution 1:1000 (0.3 mL to 0.5 mL) 
and/or measures to ensure a patent airway, should be administered promptly. 
 
Black patients receiving ACE inhibitors have been reported to have a higher incidence of angioedema compared to non-blacks. 
 
Patients with a history of angioedema unrelated to ACE inhibitor therapy may be at increased risk of angioedema while receiving an 
ACE inhibitor (see section CONTRAINDICATIONS). 
Intestinal angioedema has been reported rarely in patients treated with ACE inhibitors. These patients presented with abdominal pain 
(with or without nausea or vomiting); in some cases there was no prior facial angioedema and C-1 esterase levels were normal. The 
angioedema was diagnosed by procedures including abdominal CT scan, or ultrasound or at surgery and symptoms resolved after 
stopping the ACE inhibitor. Intestinal angioedema should be included in the differential diagnosis of patients on ACE inhibitors 
presenting with abdominal pain. 
 
The combination of perindopril with sacubitril/valsartan is contraindicated due to the increased risk of angioedema (see section 
CONTRAINDICATIONS). Sacubitril/valsartan must not be initiated until 36 hours after taking the last dose of perindopril therapy. If 
treatment with sacubitril/valsartan is stopped, perindopril therapy must not be initiated until 36 hours after the last dose of 
sacubitril/valsartan (see section CONTRAINDICATIONS and INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF 
INTERACTION).  
Concomitant use of ACE inhibitors with NEP inhibitors (e.g. racecadotril), mTOR inhibitors (e.g. sirolimus, everolimus, 
temsirolimus) and gliptins (e.g. linagliptin, saxagliptin, sitagliptin, vildagliptin) may lead to an increased risk of angioedema (e.g. 
swelling of the airways or tongue, with or without respiratory impairment) (see section INTERACTION WITH OTHER MEDICINAL 
PRODUCTS AND OTHER FORMS OF INTERACTION). Caution should be used when starting racecadotril, mTOR inhibitors (e.g. 
sirolimus, everolimus, temsirolimus) and gliptins (e.g. linagliptin, saxagliptin, sitagliptin, vildagliptin) in a patient already taking an 
ACE inhibitor.  
 
Anaphylactoid reactions during desensitization 
There have been isolated reports of patients experiencing sustained, life-threatening anaphylactoid reactions while receiving ACE 
inhibitors during desensitisation treatment with hymenoptera (bees, wasps) venom. ACE inhibitors should be used with caution in 
allergic patients treated with desensitisation, and avoided in those undergoing venom immunotherapy. However these reactions could 
be prevented by temporary withdrawal of ACE inhibitor for at least 24 hours before treatment in patients who require both ACE 
inhibitors and desensitisation. 
 
Anaphylactoid reactions during LDL apheresis  
Rarely, patients 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. 
 
Haemodialysis patients 
Anaphylactoid reactions have been reported in patients dialysed with high-flux membranes (e.g., AN 69®) and treated concomitantly 
with an ACE inhibitor. In these patients consideration should be given to using a different type of dialysis membrane or a different 
class of antihypertensive agent. 
 
Primary aldosteronism: 
Patients with primary hyperaldosteronism generally will not respond to anti-hypertensive drugs acting through inhibition of the renin-
angiotensin system. Therefore, the use of this product is not recommended. 
 
Pregnancy 
ACE inhibitors should not be initiated during pregnancy. Unless continued ACE inhibitor therapy is considered essential, patients 
planning pregnancy should be changed to alternative anti-hypertensive 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 (see sections CONTRAINDICATIONS and FERTILITY, PREGNANCY AND LACTATION). 
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Hepatic encephalopathy 
When liver function is impaired, thiazide diuretics and thiazide-related diuretics may cause, particularly in case of electrolyte 
imbalance, hepatic encephalopathy which can progress to coma. Administration of the diuretic should be stopped immediately if this 
occurs. 
 
Photosensitivity  
Cases of photosensitivity reactions have been reported with thiazides and related thiazides diuretics (see section UNDESIRABLE 
EFFECTS). If photosensitivity reaction occurs during treatment, it is recommended to stop the treatment. If a re-administration of the 
diuretic is deemed necessary, it is recommended to protect exposed areas to the sun or to artificial UVA. 
 
Precautions for use 
 
Renal function 
- In cases of severe renal impairment (creatinine clearance < 30 mL/min), treatment is contraindicated. 
- For patients with a moderate renal impairment (creatinine clearance < 60 mL/min), treatment is contraindicated with Triplixam 

doses containing 10mg/2.5mg of perindopril /indapamide combination (i.e., Triplixam 10mg/2.5mg /5mg and 
10mg/2.5mg/10mg). 

- In certain hypertensive patients without pre-existing apparent renal lesions and for whom renal blood tests show functional renal 
insufficiency, treatment should be stopped and possibly restarted either at a low dose or with one constituent only. 
In these patients usual medical follow-up will include frequent monitoring of potassium and creatinine, after two weeks of 
treatment and then every two months during therapeutic stability period. Renal failure has been reported mainly in patients with 
severe heart failure or underlying renal failure including renal artery stenosis. 
The drug is usually not recommended in case of bilateral renal artery stenosis or a single functioning kidney. 

- Risk of arterial hypotension and/or renal insufficiency (in cases of cardiac insufficiency , water and electrolyte depletion, etc…): 
Marked stimulation of the renin-angiotensin-aldosterone system has been observed with perindopril particularly during marked 
water and electrolyte depletions (strict sodium restricted diet or prolonged diuretic treatment), in patients whose blood pressure 
was initially low, in cases of renal artery stenosis, congestive heart failure or cirrhosis with oedema and ascites. 
The blocking of this system with an angiotensin converting enzyme inhibitor may therefore cause, particularly at the time of the 
first administration and during the first two weeks of treatment, a sudden drop in blood pressure and/or an increase in plasma 
levels of creatinine, showing a functional renal insufficiency. Occasionally this can be acute in onset, although rare, and with a 
variable time to onset. 
In such cases, the treatment should then be initiated at a lower dose and increased progressively.In patients with ischaemic heart 
or cerebrovascular disease an excessive fall in blood pressure could result in a myocardial infarction or cerebrovascular accident. 

-  Thiazide diuretics and thiazide-related diuretics are only fully effective when renal function is normal or only slightly impaired 
(creatinine levels lower than approximately 25 mg/l, i.e. 220 µmol/l for an adult). 
In the elderly the value of plasma creatinine levels should be adjusted in relation to age, weight and gender. 
Hypovolaemia, secondary to the loss of water and sodium caused by the diuretic at the start of treatment, causes a reduction in 
glomerular filtration. It may result in an increase in blood urea and creatinine levels. This transitory functional renal insufficiency 
is of no adverse consequence in patients with normal renal function but may however worsen a pre-existing renal impairment. 

- Amlodipine may be used at normal doses in patients with renal failure. Changes in amlodipine plasma concentrations are not 
correlated with degree of renal impairment.  

- The effect of the combination Triplixam has not been tested in renal dysfunction. In renal impairment, Triplixam doses should 
respect those of the individual components taken separately.  

 
Hypotension and water and sodium depletion  
-  There is a risk of sudden hypotension in the presence of pre-existing sodium depletion (in particular in individuals with renal 

artery stenosis). Therefore systematic testing should be carried out for clinical signs of water and electrolyte depletion, which 
may occur with an intercurrent episode of diarrhoea or vomiting. Regular monitoring of plasma electrolytes should be carried out 
in such patients. 
Marked hypotension may require the implementation of an intravenous infusion of isotonic saline. 
Transient hypotension is not a contraindication to continuation of treatment. After re-establishment of a satisfactory blood 
volume and blood pressure, treatment can be started again either at a reduced dose or with only one of the constituents. 

- Reduction in sodium levels can be initially asymptomatic and regular testing is therefore essential. Testing should be more 
frequent in elderly and cirrhotic patients (see sections UNDESIRABLE EFFECTS and OVERDOSE).  
Any diuretic treatment may cause hyponatraemia, sometimes with very serious consequences. 
Hyponatraemia with hypovolaemia may be responsible of dehydration and orthostatic hypotension. Concomitant loss of chloride 
ions may lead to secondary compensatory metabolic alkalosis: the incidence and degree of this effect are slight. 

 
Potassium levels  
- The combination of indapamide with perindopril and amlodipine does not prevent the onset of hypokalaemia particularly in 

diabetic patients or in patients with renal failure. As with any antihypertensive agent in combination with a diuretic, regular 
monitoring of plasma potassium levels should be carried out. 

- Elevations in serum potassium have been observed in some patients treated with ACE inhibitors, including perindopril, ACE 
inhibitors can cause hyperkalaemia because they inhibit the release of aldosterone. The effect is usually not significant in patients 
with normal renal function. Risk factors for the development of hyperkalemia include those with renal insufficiency, worsening 
of renal function, age (> 70 years), diabetes mellitus, intercurrent events, in particular dehydration, acute cardiac 
decompensation, metabolic acidosis and concomitant use of potassium-sparing diuretics (e.g., spironolactone, eplerenone, 
triamterene, or amiloride), potassium supplements or potassium-containing salt substitutes; or those patients taking other drugs 
associated with increases in serum potassium (e.g. heparin, co-trimoxazole also known as trimethoprim/sulfamethoxazole) and 
especially aldosterone antagonists or angiotensin-receptor blockers. The use of potassium supplements, potassium-sparing 
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diuretics, or potassium-containing salt substitutes particularly in patients with impaired renal function may lead to a significant 
increase in serum potassium. Hyperkalemia can cause serious, sometimes fatal arrhythmias. Potassium-sparing diuretics and 
angiotensin-receptor blockers should be used with caution in patients receiving ACE inhibitors, and serum potassium and renal 
function should be monitored. If concomitant use of the above-mentioned agents is deemed appropriate, they should be used with 
caution and with frequent monitoring of serum potassium (see section INTERACTION WITH OTHER MEDICINAL PRODUCTS AND 
OTHER FORMS OF INTERACTION). 

- Potassium depletion with hypokalaemia is a major risk with thiazide diuretics and thiazide-related diuretics. Hypokalaemia may 
cause muscle disorders. Cases of Rhabdomyolysis have been reported, mainly in the context of severe hypokalaemia. The risk of 
onset of lowered potassium levels (< 3.4 mmol/l) should be prevented in some high risk populations such as elderly and/or 
malnourished subjects, whether or not they are taking multiple medications, cirrhotic patients with oedema and ascites, coronary 
patients and patients with heart failure.  
In such cases hypokalaemia increases the cardiac toxicity of cardiac glycosides and the risk of rhythm disorders. 
Subjects presenting with a long QT interval are also at risk, whether the origin is congenital or iatrogenic. Hypokalaemia, as with 
bradycardia, acts as a factor which favours the onset of severe rhythm disorders, in particular torsades de pointes, which may be 
fatal. 
In all cases more frequent testing of potassium levels is necessary. The first measurement of plasma potassium levels should be 
carried out during the first week following the start of treatment. 
If low potassium levels are detected, correction is required. Hypokalaemia found in association with low serum magnesium 
concentration can be refractory to treatment unless serum magnesium is corrected. 

 
Calcium levels 
Thiazide diuretics and thiazide-related diuretics may reduce urinary excretion of calcium and cause a mild and transient increase in 
plasma calcium levels. Markedly raised levels of calcium may be related to undiagnosed hyperparathyroidism. In such cases the 
treatment should be stopped before investigating the parathyroid function (see section UNDESIRABLE EFFECTS). 
 
Plasma magnesium: 
Thiazides and related diuretics including indapamide have been shown to increase the urinary excretion of magnesium, which may 
result in hypomagnesaemia (see section INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF 
INTERACTION and UNDESIRABLE EFFECTS). 
 
 
Renovascular hypertension 
The treatment for renovascular hypertension is revascularisation. Nonetheless, angiotensin converting enzyme inhibitors can be 
beneficial in patients presenting with renovascular hypertension who are awaiting corrective surgery or when such a surgery is not 
possible. 
If Triplixam is prescribed to patients with known or suspected renal artery stenosis, treatment should be started in a hospital setting at 
a low dose and renal function and potassium levels should be monitored, since some patients have developed a functional renal 
insufficiency which was reversed when treatment was stopped. 
 
 
Cough 
A dry cough has been reported with the use of angiotensin converting enzyme inhibitors. It is characterised by its persistence and by 
its disappearance when treatment is withdrawn. An iatrogenic aetiology should be considered in the event of this symptom. If the 
prescription of an angiotensin converting enzyme inhibitor is still preferred, continuation of treatment may be considered. 
 
Atherosclerosis 
The risk of hypotension exists in all patients but particular care should be taken in patients with ischaemic heart disease or cerebral 
circulatory insufficiency, with treatment being started at a low dose. 
 
Hypertensive crisis 
The safety and efficacy of amlodipine in hypertensive crisis has not been established. 
 
Cardiac failure/severe cardiac insufficiency 
Patients with heart failure should be treated with caution. 
In a long-term, placebo controlled study in patients with severe heart failure (NYHA class III and IV) the reported incidence of 
pulmonary oedema was higher in the amlodipine treated group than in the placebo group. Calcium channel blockers, including 
amlodipine, should be used with caution in patients with congestive heart failure, as they may increase the risk of future 
cardiovascular events and mortality. 
In patients with severe cardiac insufficiency (grade IV) treatment should be started under medical supervision with a reduced initial 
dose. Treatment with beta-blockers in hypertensive patients with coronary insufficiency should not be stopped: the ACE inhibitor 
should be added to the beta-blocker. 
 
Aortic or mitral valve stenosis / hypertrophic cardiomyopathy 
ACE inhibitors should be used with caution in patient with an obstruction in the outflow tract of the left ventricle. 
 
Diabetic patients 
In patients with insulin dependent diabetes mellitus (spontaneous tendency to increased levels of potassium), treatment should be 
started under medical supervision with a reduced initial dose. 
The glycaemia levels should be closely monitored in diabetic patients previously treated with oral antidiabetic drugs or insulin, 
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Monitoring of blood glucose is important in diabetic patients, particularly when potassium levels are low. 
 
Ethnic differences 
As with other angiotensin converting enzyme inhibitors, perindopril is apparently less effective in lowering blood pressure in black 
people than in non-blacks, possibly because of a higher prevalence of low-renin states in the black hypertensive population. 
 
Surgery / anaesthesia 
Angiotensin converting enzyme inhibitors can cause hypotension in cases of anaesthesia, especially when the anaesthetic 
administered is an agent with hypotensive potential. 
It is therefore recommended that treatment with long-acting angiotensin converting enzyme inhibitors such as perindopril should be 
discontinued where possible one day before surgery. 
 
Hepatic impairment 
Rarely, ACE inhibitors have been associated with a syndrome that starts with cholestatic jaundice and progresses to fulminant 
hepatic necrosis and (sometimes) death. The mechanism of this syndrome is not understood. Patients receiving ACE inhibitors who 
develop jaundice or marked elevations of hepatic enzymes should discontinue the ACE inhibitor and receive appropriate medical 
follow-up (see section UNDESIRABLE EFFECTS). 
 
The half-life of amlodipine is prolonged and AUC values are higher in patients with impaired liver function; dosage 
recommendations have not been established. Amlodipine should therefore be initiated at the lower end of the dosing range and 
caution should be used, both on initial treatment and when increasing the dose. Slow dose titration and careful monitoring may be 
required in patients with severe hepatic impairment. 
 
The effect of the combination Triplixam has not been tested in hepatic dysfunction. Taking into account the effect of each individual 
component of this combination, Triplixam is contraindicated in patients with severe hepatic impairment, and caution should be 
exercised in patients with mild to moderate hepatic impairment. 
 
Uric acid 
Tendency to gout attacks may be increased in hyperuricaemic patients. 
 
Elderly 
Renal function and potassium levels should be tested before the start of treatment. The initial dose is subsequently adjusted according 
to blood pressure response, especially in cases of water and electrolyte depletion, in order to avoid sudden onset of hypotension. 
In the elderly increase of the dosage of amlodipine should take place with care (see sections POSOLOGY AND METHOD OF 
ADMINISTRATION and PHARMACOKINETIC PROPERTIES). 
 
Excipients 
Level of sodium 
Triplixam contains less than 1 mmol sodium (23 mg) per tablet, i.e. essentially ‘sodium-free’. 
 
Choroidal effusion, acute myopia and secondary angle-closure glaucoma 
Sulfonamide or sulfonamide derivative drugs can cause an idiosyncratic reaction resulting in choroidal effusion with visual field 
defect, transient myopia and acute angle-closure glaucoma. Symptoms include acute onset of decreased visual acuity or ocular pain 
and typically occur within hours to weeks of drug initiation. Untreated acute angle-closure glaucoma can lead to permanent vision 
loss. The primary treatment is to discontinue drug intake as rapidly as possible. Prompt medical or surgical treatments may need to be 
considered if the intraocular pressure remains uncontrolled. Risk factors for developing acute angle-closure glaucoma may include a 
history of sulfonamide or penicillin allergy. 
 
Athletes 
Athletes should note that this product contains an active substance which may cause a positive reaction in doping tests. 
 
INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER FORMS OF INTERACTION 

 
Clinical trial data has shown that dual blockade of the renin-angiotensin-aldosterone-system (RAAS) through the combined use of 
ACE-inhibitors, angiotensin II receptor blockers or aliskiren is associated with a higher frequency of adverse events such as 
hypotension, hyperkalaemia and decreased renal function (including acute renal failure) compared to the use of a single RAAS-acting 
agent (see sections CONTRAINDICATIONS, SPECIAL WARNINGS AND PRECAUTIONS FOR USE and PHARMACODYNAMICS 
PROPERTIES). 
 
Drugs increasing the risk of angioedema:  
Concomitant use of ACE inhibitors with sacubitril/valsartan is contraindicated as this increases the risk of angioedema (see section 
CONTRAINDICATIONS and SPECIAL WARNINGS AND PRECAUTIONS FOR USE). Sacubitril/valsartan must not be started until 36 hours 
after taking the last dose of perindopril therapy. Perindopril therapy must not be started until 36 hours after the last dose of 
sacubitril/valsartan (see sections CONTRAINDICATIONS and SPECIAL WARNINGS AND PRECAUTIONS FOR USE).  
Concomitant use of ACE inhibitors with racecadotril, mTOR inhibitors (e.g. sirolimus, everolimus, temsirolimus) and gliptins (e.g. 
linagliptin, saxagliptin, sitagliptin, vildagliptin) may lead to an increased risk for angioedema (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE). 
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Drugs inducing hyperkalaemia: 
Although serum potassium usually remains within normal limits, hyperkalaemia may occur in some patients treated with Triplixam. 
Some drugs or therapeutic classes may increase the occurrence of hyperkalaemia: aliskiren, potassium salts, potassium-sparing 
diuretics (e.g. spironolactone, triamterene or amiloride), ACE inhibitors, angiotensin-II receptors antagonists, NSAIDs, heparins, 
immunosuppressant agents such as ciclosporin or tacrolimus, trimethoprim and cotrimoxazole (trimethoprim/sulfamethoxazole), as 
trimethoprim is known to act as a potassium-sparing diuretic like amiloride. The combination of these drugs increases the risk of 
hyperkalaemia. Therefore, the combination of Triplixam with the above-mentioned drugs is not recommended. If concomitant use is 
indicated, they should be used with caution and with frequent monitoring of serum potassium 
 
Concomitant use contraindicated (See section CONTRAINDICATIONS): 
Aliskiren: In diabetic or impaired renal patients, risk of hyperkalaemia, worsening of renal function and cardiovascular morbidity and 
mortality increase. 
 
Extracorporeal treatments : Extracorporeal treatments leading to contact of blood with negatively charged surfaces such as dialysis or 
haemofiltration with certain high-flux membranes (e.g. polyacrylonitril membranes) and low density lipoprotein apheresis with 
dextran sulphate due to increased risk of severe anaphylactoid reactions (see section CONTRAINDICATIONS). If such treatment is 
required, consideration should be given to using a different type of dialysis membrane or a different class of antihypertensive agent. 
 
 
Concomitant use not recommended: 
 
Component Known interaction with the following 

product 
Interaction with other medicinal product 

perindopril / 
indapamide 

Lithium Reversible increases in serum lithium concentrations and toxicity have been reported 
during concomitant administration of lithium with ACE inhibitors. Use of perindopril 
combined with indapamide with lithium is not recommended, but if the combination 
proves necessary, careful monitoring of serum lithium levels should be performed 
(see section SPECIAL WARNINGS AND PRECAUTIONS FOR USE). 

perindopril Aliskiren 
 
 
 

In patients other than diabetic or impaired renal patients, risk of hyperkalaemia, 
worsening of renal function and cardiovascular morbidity and mortality increase. 
(See section SPECIAL WARNINGS AND PRECAUTIONS FOR USE) 

Concomitant therapy with ACE inhibitor 
and angiotensin-receptor 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, hyperkalaemia, and worsening renal function 
(including acute renal failure) as compared to use of a single renin-angiotensin-
aldosterone 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. (See 
section SPECIAL WARNINGS AND PRECAUTIONS FOR USE) 

Estramustine Risk of increased adverse effects such as angioneurotic oedema (angioedema). 
Potassium-sparing drugs (e.g 
triamterene,amiloride,…), potassium 
(salts),  

 
Hyperkalaemia (potentially lethal), especially in conjunction with renal impairment 
(additive hyperkalaemic effects). The combination of perindopril with the above-
mentioned drugs is not recommended (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE). If concomitant use is nonetheless indicated, they should 
be used with caution and with frequent monitoring of serum potassium. For use of 
spironolactone in heart failure, see “Concomitant use which requires special care”. 

 
 
 
amlodipine 

Dantrolene (infusion) In animals, lethal ventricular fibrillation and cardiovascular collapse are observed in 
association with hyperkalemia after administration of verapamil and intravenous 
dantrolene. Due to risk of hyperkalemia, it is recommended that the co-
administration of calcium channel blockers such as amlodipine be avoided in patients 
susceptible to malignant hyperthermia and in the management of malignant 
hyperthermia 

 Grapefruit or grapefruit juice The bioavailability may be increased in some patients resulting in increased blood 
pressure lowering effects 

 
Concomitant use which requires special care: 
 

Component Known interaction with 
the following product 

Interaction with other medicinal product 

perindopril / 
indapamide / 

Baclofen Increased antihypertensive effect. Monitor blood pressure and adapt antihypertensive dosage if 
necessary. 

Non-steroidal anti-
inflammatory medicinal 
products 
(included acetylsalicylic 
acid at high doses) 

When ACE-inhibitors are administered simultaneously with non-steroidal anti-inflammatory drugs 
(i.e. acetylsalicylic acid at anti-inflammatory dosage regimens, COX-2 inhibitors and non-selective 
NSAIDs), attenuation of the antihypertensive effect may occur. Concomitant use of ACE-inhibitors 
and NSAIDs may lead to an increased risk of worsening of renal function, including possible acute 
renal failure, and an increase in serum potassium, especially in patients with poor pre-existing renal 
function. The combination should be administered with caution, 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 thereafter. 

perindopril Antidiabetic agents 
(insulin, oral 
hypoglycaemic agents) 

 Epidemiological studies have suggested that concomitant administration of ACE inhibitors and 
antidiabetic medicines (insulins, oral hypoglycaemic agents) may cause an increased blood-glucose 
lowering effect with risk of hypoglycaemia. This phenomenon appeared to be more likely to occur 
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Component Known interaction with 
the following product 

Interaction with other medicinal product 

during the first weeks of combined treatment and in patients with renal impairment. 
Non-potassium-sparing 
diuretics 

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 the diuretic, by increasing volume or salt 
intake prior to initiating therapy with low and progressive doses of perindopril. 
In arterial hypertension, when prior diuretic therapy can have caused salt/volume depletion, either the 
diuretic must be discontinued before initiating the ACE inhibitor, in which case a non-potassium-
sparing diuretic can be thereafter reintroduced or the ACE inhibitor must be initiated with a low 
dosage and progressively increased. 
In diuretic-treated congestive heart failure, the ACE inhibitor should be initiated at a very low dosage, 
possibly after reducing the dosage of the associated non-potassium-sparing diuretic. 
In all cases, renal function (creatinine levels) must be monitored during the first few weeks of ACE 
inhibitor therapy. 

Potassium-sparing 
diuretics (eplerenone, 
spironolactone) 

With eplerenone or spironolactone at doses between 12,5 mg to 50 mg by day and with low doses of 
ACE inhibitors: 
In the treatment of class II-IV heart failure (NYHA) with an ejection fraction <40%, and previously 
treated with ACE inhibitors and loop diuretics, risk of hyperkalaemia, potentially lethal, especially in 
case of non-observance of the prescription recommendations on this combination. 
Before initiating the combination, check the absence of hyperkalaemia and renal impairment. 
A close monitoring of the kalaemia and creatininemia is recommended in the first month of the 
treatment once a week at the beginning and, monthly thereafter. 

indapamide Torsades de pointes 
inducing drugs 

Due to the risk of hypokalemia, indapamide should be administered with caution when associated with 
medicinal products that induced torsades de pointes such as but not limited to:  
- class Ia antiarrhythmic agents (e.g.quinidine, hydroquinidine, disopyramide),  
- class III antiarrhythmic agents (e.g. amiodarone, dofetilide, ibutilide, bretylium, sotalol),  
- some antipsychotics: 
Phenothiazines (e.g. chlorpromazine, cyamemazine, levomepromazine, thioridazine, trifluoperazine),  
benzamides (e.g. amisulpride, sulpiride, sultopride, tiapride),  
butyrophenones (e.g. droperidol, haloperidol), 
other antipsychotics (e.g. pimozide);  
other substances (e.g. bepridil, cisapride, diphemanil, erythromycin IV, halofantrine, mizolastine, 
moxifloxacin, pentamidine, sparfloxacin,  vincamine IV, methadone, astemizole, terfenadine).  
Prevention of low potassium levels and correction if necessary : monitoring of the QT interval 

 Amphotericin B (IV 
route), glucocorticoids 
and mineralocorticoids 
(systemic route), 
tetracosactide, stimulant 
laxatives 

Increased risk of low potassium levels (additive effect). Monitoring of potassium levels, and 
correction if necessary; particular consideration required in cases of treatment with cardiac glycosides. 
Non stimulant laxatives should be used. 

 Cardiac glycosides Hypokalaemia and/or hypomagnesaemia predispose to the toxic effects of digitalis. Monitoring of 
plasma potassium, magnesium and ECG is recommended and, if necessary, adjusting the treatment. 

 Allopurinol Concomitant treatment with indapamide may increase the incidence of hypersensitivity reactions to 
allopurinol. 

amlodipine CYP3A4 inducers Upon co-administration of known inducers of the CYP3A4, the plasma concentration of amlodipine 
may vary. Therefore, blood pressure should be monitored and dose regulation considered both during 
and after concomitant medication particularly with strong CYP3A4 inducers (e.g. rifampicin, 
hypericum perforatum). 

 CYP3A4 inhibitors Concomitant use of amlodipine with strong or moderate CYP3A4 inhibitors (protease inhibitors, azole 
antifungals, macrolides like erythromycin or clarithromycin, verapamil or diltiazem) may give rise to 
significant increase in amlodipine exposure. The clinical translation of these PK variations may be 
more pronounced in the elderly. Clinical monitoring and dose adjustment may thus be required.  
There is an increased risk of hypotension in patients receiving clarithromycin with amlodipine. Close 
observation of patients is recommended when amlodipine is co administered with clarithromycin. 

 
Concomitant use to be taken into consideration: 
 

Component Known interaction with 
the following product 

Interaction with other medicinal product 

perindopril / 
indapamide / 
amlodipine 

Imipramine-like 
antidepressants 
(tricyclics), neuroleptics 

Increased antihypertensive effect and increased risk of orthostatic hypotension (additive effect). 

 other antihypertensive 
agents 

Use of other antihypertensive medicinal products could result in additional blood pressure 
lowering effect. 

 Corticosteroids, 
tetracosactide 

Reduction in antihypertensive effect (salt and water retention due to corticosteroids). 

perindopril Antihypertensive agents 
and 
vasodilators 

Concomitant use with nitroglycerin and other nitrates, or other vasodilators, may further reduce 
blood pressure 

Allopurinol, cytostatic or 
immunosuppressive 
agents, systemic 
corticosteroids or 

Concomitant administration with ACE inhibitors may lead to an increased risk for leucopenia. 

DISETUJUI OLEH BPOM : 07/07/2023 ID : EREG100238VR12300029 
EREG100238VR12300030 
EREG100238VR12300032 
EREG100238VR12300033



 

Component Known interaction with 
the following product 

Interaction with other medicinal product 

procainamide 
 Anaesthetic drugs ACE inhibitors may enhance the hypotensive effects of certain anaesthetic drugs 
 Diuretics (thiazide or 

loop diuretics) 
Prior treatment with high dose diuretics may result in volume depletion and in a risk of 
hypotension when initiating therapy with perindopril. 

 Sympathomimetics Sympathomimetics may reduce the antihypertensive effects of ACE inhibitors 
 Gold Nitritoid reactions (symptoms include facial flushing, nausea, vomiting and hypotension) have 

been reported rarely in patients on therapy with injectable gold (sodium aurothiomalate) and 
concomitant ACE inhibitor therapy including perindopril. 

indapamide Metformin Lactic acidosis due to metformin caused by possible functional renal insufficiency linked to 
diuretics and in particular to loop diuretics. Do not use metformin when plasma creatinine levels 
exceed 15 mg/l (135 micromol/l) in men and 12 mg/l (110 micromol/l) in women. 

 Iodinated contrast media In cases of dehydration caused by diuretics, there is an increased risk of acute renal insufficiency, 
particularly when high doses of iodinated contrast media are used. Rehydration should be carried 
out before the iodinated compound is administered. 

 Calcium (salts) Risk of increased levels of calcium due to reduced elimination of calcium in the urine. 
 Ciclosporin Risk of increased creatinine levels with no change in circulating levels of ciclosporin, even when 

there is no salt and water depletion. 
amlodipine Atorvastatin, digoxin or 

warfarin  
In clinical interaction studies, amlodipine did not affect the pharmacokinetics of atorvastatin, 
digoxin or warfarin. 

Tacrolimus There is a risk of increased tacrolimus blood levels when co administered with amlodipine. In 
order to avoid toxicity of tacrolimus, administration of amlodipine in a patient treated with 
tacrolimus requires monitoring of tacrolimus blood levels and dose adjustment of tacrolimus 
when appropriate. 

Mechanistic Target of 
Rapamycin (mTOR) 
Inhibitors 

mTOR inhibitors such as sirolimus, temsirolimus, and everolimus are CYP3A substrates. 
Amlodipine is a weak CYP3A inhibitor. With concomitant use of mTOR inhibitors, amlodipine 
may increase exposure of mTOR inhibitors. 

Ciclosporin No drug interaction studies have been conducted with ciclosporin and amlodipine in healthy 
volunteers or other populations with the exception of renal transplant patients, where variable 
trough concentration increases (average 0% - 40%) of ciclosporin were observed. Consideration 
should be given to monitoring ciclosporin levels in renal transplant patients on amlodipine, and 
ciclosporin dose reductions should be made as necessary. 

Simvastatin Co-administration of multiple doses of 10 mg of amlodipine with 80 mg simvastatin resulted in a 
77% increase in exposure to simvastatin compared to simvastatin alone. Limit the dose of 
simvastatin in patients on amlodipine to 20 mg daily. 

 
FERTILITY, PREGNANCY AND LACTATION 
 
Given the effects of the individual components in this combination product on pregnancy and lactation, 
Triplixam is not recommended during the first trimester of pregnancy. Triplixam is contraindicated during the second and third 
trimesters of pregnancy. 
Triplixam is not recommended during lactation. A decision should therefore be made whether to discontinue nursing or to 
discontinue Triplixam taking account the importance of this therapy for the mother. 
 
Pregnancy 
 
Perindopril: 
 
The use of ACE inhibitors is not recommended during the first trimester of pregnancy (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE). The use of ACE inhibitors is contra-indicated during the second and third trimesters of pregnancy 
(see sections CONTRAINDICATIONS and SPECIAL WARNINGS AND PRECAUTIONS FOR USE). 
Epidemiological evidence regarding the risk of teratogenicity following exposure to ACE inhibitors during the first trimester of 
pregnancy has not been conclusive ; however a small increase in risk cannot be excluded. Unless continued ACE inhibitor therapy is 
considered essential, patients planning pregnancy should be changed to alternative anti-hypertensive 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. 
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 failure, hypotension, hyperkalaemia) (see 
section PRECLINICAL SAFETY DATA). 
Should exposure to ACE inhibitors have occurred from the second trimester of pregnancy, ultrasound check of renal function and 
skull is recommended. 
Infants whose mothers have taken ACE inhibitors should be closely observed for hypotension (see sections CONTRAINDICATIONS and 
SPECIAL WARNINGS AND PRECAUTIONS FOR USE). 
 
Indapamide: 
There are no or limited amount of data (less than 300 pregnancy outcomes) from the use of indapamide in pregnant women. 
Prolonged exposure to thiazide during the third trimester of pregnancy can reduce maternal plasma volume as well as uteroplacental 
blood flow, which may cause a feto-placental ischemia and growth retardation. Moreover, rare cases of hypoglycemia and 
thrombocytopenia in neonates have been reported following exposure near term. 
Animal studies do not indicate direct or indirect harmful effects with respect to reproductive toxicity (see section PRECLINICAL 
SAFETY DATA). 
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Amlodipine: 
The safety of amlodipine in human pregnancy has not been established. 
In animal studies, reproductive toxicity was observed at high doses (see section PRECLINICAL SAFETY DATA). 
 
Breastfeeding 
 
Triplixam is not recommended during lactation. 
 
Perindopril: 
Because no information is available regarding the use of perindopril  during breastfeeding, perindopril is not recommended and 
alternative treatments with better established safety profiles during breast-feeding are preferable, especially while nursing a newborn 
or preterm infant. 
 
Indapamide: 
There is insufficient information on the excretion of indapamide/metabolites in human milk. Hypersensitivity to sulfonamide-derived 
medicines and hypokalaemia might occur. A risk to newborns/infants cannot be excluded.  
Indapamide is closely related to thiazide diuretics which have been associated, during breast-feeding, with a decrease or even 
suppression of milk lactation.  
 
Amlodipine: 
Amlodipine is excreted in human milk. The proportion of the maternal dose received by the infant has been estimated with an 
interquartile range of 3 – 7%, with a maximum of 15%. The effect of amlodipine on infants is unknown. 
 
Fertility 
 
Common to perindopril and indapamide: 
Reproductive toxicity studies showed no effect on fertility in female and male rats (see section PRECLINICAL SAFETY DATA). No 
effects on human fertility are anticipated. 
 
Amlodipine: 
Reversible biochemical changes in the head of spermatozoa have been reported in some patients treated by calcium channel blockers. 
Clinical data are insufficient regarding the potential effect of amlodipine on fertility. In one rat study, adverse effects were found on 
male fertility (see section PRECLINICAL SAFETY DATA). 
 
EFFECTS ON ABILITY AND USE MACHINES 
No studies on the effects of Triplixam on the ability to drive and use machines have been performed.  
Perindopril and indapamide have no influence on the ability to drive and use machines but individual reactions related to low blood 
pressure may occur in some patients.  
Amlodipine can have minor or moderate influence on the ability to drive and use machines. If patients suffer from dizziness, 
headache, fatigue, weariness or nausea, the ability to react may be impaired. 
As a result the ability to drive or operate machinery may be impaired. Caution is recommended especially at the start of treatment. 
UNDESIRABLE EFFECTS 
 
Summary of the safety profile 
The most commonly reported adverse reactions with perindopril, indapamide and amlodipine given separately are: hypokalaemia, 
dizziness, headache, paraesthesia,  somnolence, dysgeusia, visual impairment, diplopia, tinnitus, vertigo, palpitations, flushing, 
hypotension (and effects related to hypotension), cough, dyspnoea, gastro-intestinal disorders (abdominal pain, constipation, 
diarrhoea, dyspepsia, nausea, vomiting, change of bowel habit), pruritus, rash, rash maculo-papular, muscle spasms, ankle swelling, 
asthenia, oedema and fatigue. 
 
 
Tabulated list of adverse reactions 
The following undesirable effects have been observed with perindopril, indapamide or amlodipine during treatment and ranked under 
the following frequency: 
Very common (1/10); common (1/100 to <1/10); uncommon (1/1,000 to <1/100); rare (1/10,000 to <1/1,000); very rare 
(<1/10,000); not known (cannot be estimated from the available data). 
 

MedDRA 
System Organ Class Undesirable Effects Frequency 

Perindopril Indapamide Amlodipine 
Infections and 
infestations Rhinitis Very rare  - Uncommon 

Endocrine disorders Syndrome of inappropriate antidiuretic hormone 
secretion (SIADH) Rare - - 

Blood and 
Lymphatic System 
Disorders  

Eosinophilia Uncommon* - - 
Agranulocytosis (see section SPECIAL WARNINGS 
AND PRECAUTIONS FOR USE) Very rare Very rare - 

Aplastic anaemia - Very rare  

Pancytopenia Very rare - - 
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Leukopenia (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE) Very rare Very rare Very rare 

Neutropenia (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE) Very rare - - 

Haemolytic anaemia Very rare Very rare - 
Thrombocytopenia (see section SPECIAL WARNINGS 
AND PRECAUTIONS FOR USE) Very rare Very rare Very rare 

Immune System 
Disorders Hypersensitivity - Uncommon Very rare 

Metabolism and 
Nutrition Disorders 

Hypokalaemia (see section SPECIAL WARNINGS 
AND PRECAUTIONS FOR USE) - Common - 

Hypoglycaemia (see sections SPECIAL WARNINGS 
AND PRECAUTIONS FOR USE and INTERACTION 
WITH OTHER MEDICINAL PRODUCTS AND 
OTHER FORMS OF INTERACTION) 

Uncommon* - - 

Hyperkalaemia reversible on discontinuation (see 
section SPECIAL WARNINGS AND PRECAUTIONS 
FOR USE) 

Uncommon* - - 

Hyponatraemia (see section SPECIAL WARNINGS 
AND PRECAUTIONS FOR USE) Uncommon* Uncommon  

Hypochloraemia - Rare - 

Hypomagnesaemia - Rare - 

Hyperglycaemia - - Very rare 

Hypercalcaemia - Very rare - 
    

Psychiatric 
disorders 

Insomnia - - Uncommon 
Mood altered (including anxiety) Uncommon  - Uncommon 
Depression Uncommon* - Uncommon 

Sleep  disorder Uncommon - - 

Confusional state Very rare - Rare 

Nervous System 
disorders 

Dizziness  Common - Common 
Headache  Common Rare Common 
Paraesthesia Common Rare Uncommon 
Somnolence Uncommon* - Common 
Hypoaesthesia - - Uncommon 
Dysgeusia Common - Uncommon 
Tremor - - Uncommon 
Syncope Uncommon* Not known Uncommon 
Hypertonia - - Very rare 

Neuropathy peripheral - - Very rare 

Extrapyramidal disorder (extrapyramidal syndrome) - - Not known 
Stroke possibly secondary to excessive hypotension in 
high-risk patients (see section 4.4) Very rare - - 

Possibility of onset of  hepatic encephalopathy  in case 
of hepatic insufficiency (see sections 
CONTRAINDICATION and SPECIAL WARNINGS 
AND PRECAUTIONS FOR USE) 

- Not known - 

Eye Disorders  

Visual impairment  Common Not known Common 
Acute angle-closure glaucoma - Not known - 
Choroidal effusion - Not known - 
Diplopia - - Common 
Myopia - Not known - 
Vision blurred - Not known - 

Ear and labyrinth 
disorders 

Tinnitus  Common - Uncommon 
Vertigo Common Rare - 

Cardiac Disorders 

Palpitations Uncommon* - Common 

Tachycardia Uncommon* - - 

Angina pectoris (see section SPECIAL WARNINGS 
AND PRECAUTIONS FOR USE) Very rare - - 

Arrhythmia (including bradycardia, ventricular 
tachycardia and atrial fibrillation) Very rare Very rare Uncommon 

Myocardial infarction, possibly secondary to 
excessive hypotension in high risk patients (see 
section SPECIAL WARNINGS AND PRECAUTIONS 

Very rare - Very rare 
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FOR USE) 
Torsade de pointes (potentially fatal) (see sections 
SPECIAL WARNINGS AND PRECAUTIONS FOR 
USE and INTERACTION WITH OTHER MEDICINAL 
PRODUCTS AND OTHER FORMS OF 
INTERACTION) 

- Not known - 

Vascular Disorders  

Flushing Rare* - Common 
Hypotension (and effects related to hypotension) (see 
section SPECIAL WARNINGS AND PRECAUTIONS 
FOR USE) 

Common Very rare Uncommon 

Vasculitis Uncommon* - Very rare 
Raynaud’s phenomenon Not known - - 

Respiratory, 
Thoracic and 
Mediastinal 
Disorders  

Cough  (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE) Common - Uncommon 

Dyspnoea Common - Common 

Bronchospasm Uncommon - - 

Eosinophilic pneumonia  Very rare - - 

Gastro-intestinal 
Disorders 

Abdominal pain Common - Common 
Constipation Common Rare Common 

Diarrhoea Common - Common 
Dyspepsia Common - Common 
Nausea Common Rare Common 

Vomiting Common Uncommon Uncommon 
Dry mouth  Uncommon Rare Uncommon 
Change of bowel habit - - Common 
Gingival hyperplasia - - Very rare 

Pancreatitis Very rare Very rare Very rare 

Gastritis - - Very rare 

Hepato-biliary 
Disorders 

Hepatitis (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE) Very rare Not known Very rare 

Jaundice - - Very rare 

Hepatic function abnormal - Very rare - 

Skin and 
Subcutaneous 
Tissue Disorders 

Pruritus Common - Uncommon 
Rash Common - Uncommon 
Rash maculo-papular   Common - 
Urticaria (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE) Uncommon Very rare Uncommon 

Angioedema (see section SPECIAL WARNINGS AND 
PRECAUTIONS FOR USE) Uncommon Very rare Very rare 

Alopecia - - Uncommon 
Purpura - Uncommon Uncommon 
Skin discolouration - - Uncommon 
Hyperhidrosis Uncommon - Uncommon 

Exanthema - - Uncommon 

Photosensitivity reaction Uncommon* 

Not known  
(see section SPECIAL 

WARNINGS AND 
PRECAUTIONS FOR 

USE) 

Very rare 

Psoriasis aggravation Rare - - 

Pemphigoid Uncommon* - - 
Erythema multiforme Very rare - Very rare 
Stevens-Johnson Syndrome  - Very rare Very rare 
Exfoliative dermatitis - - Very rare 
Toxic epidermal necrolysis - Very rare Not known 
Quincke’s oedema - - Very rare 

Musculoskeletal  
And Connective 
Tissue Disorders 

Muscle spasms Common Not known Common 
Ankle swelling - - Common 

Arthralgia Uncommon * - Uncommon 

Muscular weakness - Not known - 

Myalgia Uncommon * Not known Uncommon 

Rhabdomyolysis - Not known - 

Back pain - - Uncommon 
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Possible worsening of pre-existing systemic  lupus 
erythematosus - Not known - 

Renal and Urinary 
Disorders 

Micturition disorder - - Uncommon 

Nocturia - - Uncommon 

Pollakiuria - - Uncommon 

Anuria/oliguria Rare* - - 

Acute renal failure  Rare - - 
Renal failure Uncommon Very rare - 

Reproductive 
System and Breast 
Disorders 

Erectile dysfunction Uncommon Uncommon Uncommon 

Gynaecomastia - - Uncommon 

General Disorders 
and Administration 
Site Conditions  
 

Asthenia Common - Common 

Fatigue - Rare Common 

Oedema - - Very common 
Chest pain Uncommon* - Uncommon 
Pain - - Uncommon 
Malaise Uncommon* - Uncommon 
Oedema peripheral  Uncommon* - - 

Pyrexia  Uncommon* - - 

Investigations 

Weight increased - - Uncommon 

Weight decreased - - Uncommon 

Blood urea increased Uncommon* - - 

Blood creatinine increased Uncommon* - - 

Blood bilirubin increased Rare - - 

Hepatic enzyme increased Rare Not known Very rare 
Haemoglobin  decreased and haematocrit decreased 
(see section 4.4) Very rare - - 

Electrocardiogram QT prolonged (see sections 
SPECIAL WARNINGS AND PRECAUTIONS FOR 
USE and INTERACTION WITH OTHER MEDICINAL 
PRODUCTS AND OTHER FORMS OF 
INTERACTION) 

- Not known - 

Blood glucose increased - Not known - 

Blood uric acid increased - Not known - 
Injury, poisoning 
and procedural 
complications 

Fall  Uncommon * - - 

* Frequency calculated from clinical trials for adverse events detected from spontaneous report 
 
Description of selected adverse reactions: 
During phase II and III studies of indapamide 1.5mg and 2.5 mg, plasma potassium analysis showed a dose-dependent effect of 
indapamide: 
- Indapamide 1.5mg: Plasma potassium <3.4 mmol/l was seen in 10 % of patients and < 3.2 mmol/l in 4 % of patients after 4 to 6 
weeks treatment. After 12 weeks treatment, the mean fall in plasma potassium was 0.23 mmol/l. 
- Indapamide 2.5mg: Plasma potassium <3.4 mmol/l was seen in 25 % of patients and < 3.2 mmol/l in 10 % of patients after 4 to 6 
weeks treatment. After 12 weeks treatment, the mean fall in plasma potassium was 0.41 mmol/l. 
 
Reporting of suspected adverse reactions 
Reporting suspected adverse reactions after authorisation of the medicinal product is important. It allows continued monitoring of the 
benefit/risk balance of the medicinal product. Healthcare professionals are asked to report any suspected adverse reactions via e-meso 
subsite at https://e-meso.pom.go.id, or reporting to Pusat Farmakovigilans/ MESO Nasional, Badan Pengawas Obat dan Makanan: 
Phone: (+62 21) 4244691 Ext.1079 and Email: pv-center@pom.go.id. 
 
OVERDOSE 
There is no information on overdosage with Triplixam in humans. 
 
For perindopril/indapamide combination 
Symptoms 
The most likely adverse reaction in cases of overdose is hypotension, sometimes associated with nausea, vomiting, cramps, dizziness, 
sleepiness, mental confusion, oliguria which may progress to anuria (due to hypovolaemia). Salt and water disturbances (low sodium 
levels, low potassium levels) may occur. 
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Management 
The first measures to be taken consist of rapidly eliminating the product(s) ingested by gastric lavage and/or administration of 
activated charcoal, then restoring fluid and electrolyte balance in a specialised centre until they return to normal. 
If marked hypotension occurs, this can be treated by placing the patient in a supine position with the head lowered. If necessary an 
intravenous infusion of isotonic saline may be given, or any other method of volaemic expansion may be used. 
Perindoprilat, the active form of perindopril, can be dialysed (see section PHARMACOKINETIC PROPERTIES). 
 
For amlodipine, 
Experience with intentional overdose in humans is limited. 
Symptoms 
Available data suggest that gross overdosage could result in excessive peripheral vasodilatation and possibly reflex tachycardia. 
Marked and probably prolonged systemic hypotension up to and including shock with fatal outcome have been reported.  
Non-cardiogenic pulmonary oedema has rarely been reported as a consequence of amlodipine overdose that may manifest with a 
delayed onset (24-48 hours post-ingestion) and require ventilatory support. Early resuscitative measures (including fluid overload) to 
maintain perfusion and cardiac output may be precipitating factors. 
 
Management 
Clinically significant hypotension due to amlodipine overdosage calls for active cardiovascular support including frequent 
monitoring of cardiac and respiratory function, elevation of extremities and attention to circulating fluid volume and urine output.  
A vasoconstrictor may be helpful in restoring vascular tone and blood pressure, provided that there is no contraindication to its use. 
Intravenous calcium gluconate may be beneficial in reversing the effects of calcium channel blockade.  
Gastric lavage may be worthwhile in some cases. In healthy volunteers the use of charcoal up to 2 hours after administration of 
amlodipine 10 mg has been shown to reduce the absorption rate of amlodipine.  
Since amlodipine is highly protein-bound, dialysis is not likely to be of benefit. 
 
PHARMACOLOGICAL PROPERTIES 
Pharmacodynamic properties 
 
Pharmacotherapeutic group:   ACE inhibitors, combinations. ACE inhibitors, calcium channel blockers and diuretics. ATC code: 
C09BX01 
Triplixam is a combination of three antihypertensive components with complementary mechanisms to control blood pressure in 
patient with hypertension. Perindopril arginine salt is an angiotensin converting enzyme inhibitor, indapamide, a chlorosulphamoyl 
diuretic and amlodipine, a calcium ion flux inhibitor of the dihydropyridine group. 
The pharmacological properties of Triplixam are derived from those of each of the components taken separately. In addition, the 
combination of perindopril/ indapamide produces an additive synergy of the antihypertensive effects of the two components. 
 
Mechanism of action 
 
Perindopril: 
Perindopril is an inhibitor of the angiotensin converting enzyme (ACE inhibitor) which converts angiotensin I to angiotensin II, a 
vasoconstricting substance; in addition the enzyme stimulates the secretion of aldosterone by the adrenal cortex and stimulates the 
degradation of bradykinin, a vasodilatory substance, into inactive heptapeptides. 
 
This results in: 
- a reduction in aldosterone secretion, 
- an increase in plasma renin activity, since aldosterone no longer exercises negative feedback, 
- a reduction in total peripheral resistance with a preferential action on the vascular bed in muscle and the kidney, with no 

accompanying salt and water retention or reflex tachycardia, with chronic treatment. 
 
The antihypertensive action of perindopril also occurs in patients with low or normal renin concentrations. 
 
Perindopril acts through its active metabolite, perindoprilat. The other metabolites are inactive. 
 
Perindopril reduces the work of the heart: 
- by a vasodilatory effect on veins, probably caused by changes in the metabolism of prostaglandins : reduction in pre-load, 
- by reduction of the total peripheral resistance: reduction in afterload. 
 
Studies carried out on patients with cardiac insufficiency have shown: 
- a reduction in left and right ventricular filling pressures, 
- a reduction in total peripheral vascular resistance, 
- an increase in cardiac output and an improvement in the cardiac index, 
- an increase in regional blood flow in muscle. 
Exercise test results also showed improvement. 
 
Indapamide: 
Indapamide is a sulfonamide derivative with an indole ring, pharmacologically related to the thiazide group of diuretics. Indapamide 
inhibits the reabsorption of sodium in the cortical dilution segment. It increases the urinary excretion of sodium and chlorides and, to 
a lesser extent, the excretion of potassium and magnesium, thereby increasing urine output and having an antihypertensive action. 
 
Amlodipine: 
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Amlodipine is a calcium ion influx inhibitor of the dihydropyridine group (slow channel blocker or calcium ion antagonist) and 
inhibits the transmembrane influx of calcium ions into cardiac and vascular smooth muscle. 
 
Pharmacodynamic effects 
 
Perindopril/indapamide: 
In hypertensive patients regardless of age, the perindopril/indapamide combination exerts a dose-dependent antihypertensive effect 
on diastolic and systolic arterial pressure whilst supine or standing. During clinical trials, the concomitant administration of 
perindopril and indapamide produced antihypertensive effects of a synergic nature in relation to each of the products administered 
alone. 
 
Perindopril: 
Perindopril is active in all grades of hypertension: mild to moderate or severe. A reduction in systolic and diastolic arterial pressure is 
observed in the lying and standing position. 
The antihypertensive activity after a single dose is maximal at between 4 and 6 hours and is maintained over 24 hours. 
There is a high degree of residual blocking of angiotensin converting enzyme at 24 hours, approximately 80%. 
In patients who respond, normalised blood pressure is reached after one month and is maintained without tachyphylaxis. 
Withdrawal of treatment has no rebound effect on hypertension. 
Perindopril has vasodilatory properties and restores elasticity of the main arterial trunks, corrects histomorphometric changes in 
resistance arteries and produces a reduction in left ventricular hypertrophy. 
If necessary, the addition of a thiazide diuretic leads to an additive synergy. 
The combination of an angiotensin converting enzyme inhibitor with a thiazide diuretic decreases the hypokalaemia risk associated 
with the diuretic alone. 
 
Indapamide: 
Indapamide, as monotherapy, has an antihypertensive effect which lasts for 24 hours. This effect occurs at doses at which the diuretic 
properties are minimal. 
Its antihypertensive action is proportional to an improvement in arterial compliance and a reduction in total and arteriolar peripheral 
vascular resistance. 
Indapamide reduces left ventricular hypertrophy. 
When a dose of thiazide diuretic and thiazide-related diuretics is exceeded, the antihypertensive effect reaches a plateau, whereas the 
adverse effects continue to increase. If the treatment is ineffective, the dose should not be increased. 
Furthermore, it has been shown that in the short-term, mid-term and long-term in hypertensive patients, indapamide: 
- has no effect on lipid metabolism: triglycerides, LDL-cholesterol and HDL-cholesterol, 
- has no effect on carbohydrate metabolism, even in diabetic hypertensive patients. 
 
Amlodipine: 
The mechanism of the antihypertensive action of amlodipine is due to a direct relaxant effect on vascular smooth muscle. The precise 
mechanism by which amlodipine relieves angina has not been fully determined but amlodipine reduces total ischaemic burden by the 
following two actions: 
 
Amlodipine dilates peripheral arterioles and thus, reduces the total peripheral resistance (afterload) against which the heart works. 
Since the heart rate remains stable, this unloading of the heart reduces myocardial energy consumption and oxygen requirements. 
 
The mechanism of action of amlodipine also probably involves dilatation of the main coronary arteries and coronary arterioles, both 
in normal and ischaemic regions. This dilatation increases myocardial oxygen delivery in patients with coronary artery spasm 
(Prinzmetal's or variant angina). 
 
In patients with hypertension, once daily dosing provides clinically significant reductions of blood pressure in both the supine and 
standing positions throughout the 24 hour interval. Due to the slow onset of action, acute hypotension is not a feature of amlodipine 
administration. 
Amlodipine has not been associated with any adverse metabolic effects or changes in plasma lipids and is suitable for use in patients 
with asthma, diabetes, and gout. 
 
Clinical efficacy and safety 
 
Triplixam has not been studied on morbidity and mortality. 
 
Perindopril/indapamide: 
PICXEL, a multicenter, randomised, double blind active controlled study has assessed on echocardiography the effect of 
perindopril/indapamide combination on LVH versus enalapril monotherapy. 
In PICXEL, hypertensive patients with LVH (defined as left ventricular mass index (LVMI) > 120 g/m2 in male and > 100 g/m2 in 
female) were randomised either to perindopril tert-butylamine 2 mg (equivalent to 2.5 mg perindopril arginine)/indapamide 0.625 mg 
or to enalapril 10 mg once a day for a one-year treatment. The dose was adapted according to blood pressure control, up to 
perindopril tert-butylamine 8 mg (equivalent to 10 mg perindopril arginine) and indapamide 2.5 mg or enalapril 40 mg once a day. 
Only 34% of the subjects remained treated with perindopril tert-butylamine 2 mg (equivalent to 2.5 mg perindopril 
arginine)/indapamide 0.625mg (versus 20% with enalapril 10mg). 
At the end of treatment, LVMI had decreased significantly more in the perindopril/indapamide group (-10.1 g/m²) than in the 
enalapril group (-1.1 g/m²) in the all randomised patients population. The between group difference in LVMI change was -8.3 (95% 
CI (-11.5,-5.0), p < 0.0001). 
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A better effect on LVMI was reached with higher perindopril/indapamide doses than those licensed for perindopril/indapamide 
2.5mg/0.625mg and perindopril/indapamide 5mg/1.25mg. 
Regarding blood pressure, the estimated mean between-group differences in the randomised population were -5.8 mmHg (95% CI (-
7.9, -3.7), p < 0.0001) for systolic blood pressure and -2.3 mmHg (95% CI (-3.6,-0.9), p = 0.0004) for diastolic blood pressure 
respectively, in favour of the perindopril/indapamide group. 
 
The ADVANCE study was a multicentre, international, randomised, 2x2 factorial designed trial aimed at determining  the benefits of 
Blood Pressure lowering with the fixed combination perindopril / indapamide vs placebo on top of current standard therapy (double 
blind comparison) and of gliclazide MR based intensive glucose control strategy (HbA1c target of 6.5% or lower) vs standard 
glucose control (PROBE [Prospective Randomised Open study with Blinded Evaluation] design) on major macrovascular and 
microvascular events in type 2 diabetic patients. 
The primary end-point was a composite of major macrovascular (cardiovascular death, non-fatal myocardial infarction, non-fatal 
stroke) and microvascular (new or worsening nephropathy and eye disease) events. 
Overall, 11 140 type 2 diabetic patients (mean values: age 66 years, BMI 28 kg/m2, duration of diabetes 8 years, HbA1c 7.5% and 
SBP/DBP 145/81 mmHg) were involved in the trial. Among them, 83% were hypertensive, 32% and 10% presented a history of 
macro- or micro- vascular disease respectively and 27% had microalbuminuria. Concomitant therapies included BP lowering agents 
(75%), lipid lowering agents (35% mainly statins 28%), aspirin or other antiplatelets (47%). 
Following a 6-week run-in period on open perindopril / indapamide combination and usual glucose lowering treatment, patients were 
randomly assigned to placebo (n=5571) or perindopril / indapamide combination (n=5569). 
After a mean duration of follow-up of 4.3 years, the treatment with perindopril / indapamide resulted in a significant relative risk 
reduction of 9 % in the primary endpoint (95%CI [0.828;0.996], p=0.041). 
This benefit was driven by a significant relative risk reduction of 14 % in total mortality (95%CI [0.75;0.98], p=0.025), of 18% in 
cardiovascular deaths (95%CI [0.68;0.98], p=0.027) and of 21% in total renal events (95%CI [0.74;0.86], p<0.001) in the perindopril 
/ indapamide group compared to the placebo group. 
In the sub-group of interest of hypertensive patients, there was a relative risk reduction of 9 % in the combined major macrovascular 
and microvascular events in the perindopril / indapamide group compared to the placebo group (95%CI [0.82;1.00], p=0.052). 
There were also a significant relative risk reduction of 16 % in total mortality (95%CI [0.73;0.97], p=0.019), of 20 % in 
cardiovascular deaths (95%CI [0.66;0.97], p=0.023) and of 20 % in total renal events (95%CI [0.73;0.87], p<0.001) in the 
perindopril / indapamide group compared to the placebo group. 
The benefits of the BP lowering intervention were independent of those observed with the intensive glucose control strategy. 
 
Amlodipine: 
A randomized double-blind morbidity-mortality study called the Antihypertensive and Lipid-Lowering Treatment to Prevent Heart 
Attack Trial (ALLHAT) was performed to compare newer drug therapies: amlodipine 2.5-10 mg/d (calcium channel blocker) or 
lisinopril 10-40 mg/d (ACE-inhibitor) as first-line therapies to that of the thiazide-diuretic, chlorthalidone 12.5-25 mg/d in mild to 
moderate hypertension.”  
A total of 33,357 hypertensive patients aged 55 or older were randomized and followed for a mean of 4.9 years. The patients had at 
least one additional CHD risk factor, including: previous myocardial infarction or stroke (> 6 months prior to enrollment) or 
documentation of other atherosclerotic CVD (overall 51.5%), type 2 diabetes (36.1%), HDL-C < 35 mg/dL (11.6%), left ventricular 
hypertrophy diagnosed by electrocardiogram or echocardiography (20.9%), current cigarette smoking (21.9%).  
The primary endpoint was a composite of fatal CHD or non-fatal myocardial infarction. There was no significant difference in the 
primary endpoint between amlodipine-based therapy and chlorthalidone-based therapy: RR 0.98 (95% CI (0.90-1.07) p=0.65. Among 
secondary endpoints, the incidence of heart failure (component of a composite combined cardiovascular endpoint) was significantly 
higher in the amlodipine group as compared to the chlorthalidone group (10.2% vs. 7.7%, RR 1.38, (95% CI [1.25-1.52] p<0.001)). 
However, there was no significant difference in all-cause mortality between amlodipine-based therapy and chlorthalidone-based 
therapy. RR 0.96 (95% CI [0.89-1.02] p=0.20). 
 
Dual blockade of the renin-angiotensin-aldosterone system (RAAS) clinical trial data: 
Two large randomised, controlled trials (ONTARGET (ONgoing Telmisartan Alone and in combination with Ramipril Global 
Endpoint Trial) and VA NEPHRON-D (The Veterans Affairs Nephropathy in Diabetes)) have examined the use of combination of an 
ACE-inhibitor with an angiotensin II receptor blocker. 
ONTARGET was a study conducted in patients with a history of cardiovascular or cerebrovascular disease, or type 2 diabetes 
mellitus accompanied by evidence of end-organ damage. VA NEPHRON-D was a study in patients with type 2 diabetes mellitus and 
diabetic nephropathy. 
These studies have shown no significant beneficial effect on renal and/or cardiovascular outcomes and mortality, while an increased 
risk of hyperkalaemia, acute kidney injury and/or hypotension as compared to monotherapy was observed.  
Given their similar pharmacodynamic properties, these results are also relevant for other ACE-inhibitors and angiotensin II receptor 
blockers. 
 
ACE-inhibitors and angiotensin II receptor blockers should therefore not be used concomitantly in patients with diabetic 
nephropathy. 
 
ALTITUDE (Aliskiren Trial in Type 2 Diabetes Using Cardiovascular and Renal Disease Endpoints) was a study designed to test the 
benefit of adding aliskiren to a standard therapy of an ACE-inhibitor or an angiotensin II receptor blocker in patients with type 2 
diabetes mellitus and chronic kidney disease, cardiovascular disease, or both. The study was terminated early because of an increased 
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risk of adverse outcomes. Cardiovascular death and stroke were both numerically more frequent in the aliskiren group than in the 
placebo group and adverse events and serious adverse events of interest (hyperkalaemia, hypotension and renal dysfunction) were 
more frequently reported in the aliskiren group than in the placebo group. 
 
 
Paediatric population: 
No data are available with Triplixam in children. 
 
Pharmacokinetic properties 
 
Triplixam: 
The co-administration of perindopril/indapamide and amlodipine does not change their pharmacokinetic properties by comparison to 
separate administration.  
 
Perindopril: 
 
Absorption and bioavailability 
After oral administration, the absorption of perindopril is rapid and the peak concentration is achieved within 1 hour (perindopril is a 
prodrug and perindoprilat the active metabolite). The plasma half-life of perindopril is equal to 1 hour. As ingestion of food decreases 
conversion to perindoprilat, hence bioavailability, perindopril arginine should be administered orally in a single daily dose in the 
morning before a meal. 
 
Distribution 
The volume of distribution is approximately 0.2 L/kg for unbound perindoprilat. Protein binding of perindoprilat to plasma proteins 
is 20%, principally to angiotensin converting enzyme, but is concentration-dependent. 
 
Biotransformation 
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 five metabolites, all inactive. The peak plasma concentration of 
perindoprilat is achieved within 3 to 4 hours. 
 
Elimination 
Perindoprilat is eliminated in the urine and the terminal half-life of the unbound fraction is approximately 17 hours, resulting in 
steady-state within 4 days. 
 
Linearity/non-linearity 
It has been demonstrated a linear relationship between the dose of perindopril and its plasma exposure. 
 
Special Populations 
-   Elderly: Elimination of perindoprilat is decreased in the elderly, and also in patients with heart or renal failure.  
- Renal impairment: Dosage adjustment in renal insufficiency is desirable depending on the degree of impairment (creatinine 

clearance). 
- In case of dialysis: clearance of perindoprilat is equal to 70 mL/min. 
- In patients with cirrhosis: Perindopril pharmacokinetics is modified, hepatic clearance of the parent molecule is reduced by half. 

However, the quantity of perindoprilat formed is not reduced and therefore no dosage adjustment is required (see sections 
POSOLOGY AND METHOD OF ADMINISTRATION and SPECIAL WARNINGS AND PRECAUTIONS FOR USE). 

 
Indapamide: 
 
Absorption 
Indapamide is rapidly and completely absorbed from the digestive tract.  
The peak plasma level is reached in humans approximately one hour after oral administration of the product.  
 
Distribution 
Plasma protein binding is 79 %. 
 
Metabolism and Elimination 
The elimination half-life is between 14 and 24 hours (average 18 hours). Repeated administration does not produce accumulation. 
Elimination is mainly in the urine (70 % of the dose) and faeces (22 %) in the form of inactive metabolites. 
 
Special populations 
The pharmacokinetics is unchanged in patients with renal insufficiency. 
 
Amlodipine: 
 
Absorption and Bioavailability 
After oral administration of therapeutic doses, amlodipine is well absorbed with peak blood levels between 6-12 hours post dose. 
Absolute bioavailability has been estimated to be between 64 and 80%.  
The bioavailability of amlodipine is not affected by food intake. 
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Distribution 
The volume of distribution is approximately 21 L/kg. In vitro studies have shown that approximately 97.5% of circulating amlodipine 
is bound to plasma proteins. 
 
Metabolism 
Amlodipine is extensively metabolised by the liver to inactive metabolites with 10% of the parent compound and 60% of metabolites 
excreted in the urine. 
 
Elimination 
The terminal plasma elimination half-life is about 35-50 hours and is consistent with once daily dosing.  
 
Special populations 
- Use in the 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 half-life in elderly patients. Increases 
in AUC and elimination half-life in patients with congestive heart failure were as expected for the patient age group studied. 

- Use in patients with impaired hepatic function: Very limited clinical data are available regarding amlodipine administration in 
patients with hepatic impairment. Patients with hepatic insufficiency have decreased clearance of amlodipine resulting in a longer 
half-life and an increase in AUC of approximately 40-60%. 

 
Preclinical safety data 
 
Perindopril: 
In the chronic oral toxicity studies (rats and monkeys), the target organ is the kidney, with reversible damage. 
No mutagenicity has been observed in in vitro or in vivo studies. 
Reproduction toxicology studies (rats, mice, rabbits and monkeys) showed no sign of embryotoxicity or teratogenicity. However, 
angiotensin converting enzyme inhibitors, as a class, have been shown to induce adverse effects on late fetal development, resulting 
in fetal death and congenital effects in rodents and rabbits: renal lesions and an increase in peri- and postnatal mortality have been 
observed. Fertility was not impaired either in male or in female rats.  
No carcinogenicity has been observed in long term studies in rats and mice. 
 
Indapamide: 
The highest doses administered orally to different animal species (40 to 8000 times the therapeutic dose) have shown an exacerbation 
of the diuretic properties of indapamide. The major symptoms of poisoning during acute toxicity studies with indapamide 
administered intravenously or intraperitoneally were related to the pharmacological action of indapamide, i.e. bradypnoea and 
peripheral vasodilation. 
Indapamide has been tested negative concerning mutagenic and carcinogenic properties. 
Reproductive toxicity studies have not shown any embryotoxic or teratogenic effect in rat, mice and rabbit. 
Fertility was not impaired either in male or female rats. 
 
Perindopril/indapamide: 
The perindopril/indapamide combination has slightly increased toxicity than that of its components. Renal manifestations do not 
seem to be potentiated in the rat. However, the combination produces gastro-intestinal toxicity in the dog and the toxic effects on the 
mother seem to be increased in the rat (compared to perindopril). 
Nonetheless, these adverse effects appear at dose levels corresponding to a very marked safety margin by comparison to the 
therapeutic doses used. 
Preclinical studies performed separately with perindopril and indapamide did not show genotoxic, carcinogenic or teratogenic 
potential. 
 
Amlodipine: 
Reproductive studies in rats and mice have shown delayed date of delivery, prolonged duration of labour and decreased pup survival 
at dosages approximately 50 times greater than the maximum recommended dosage for humans based on mg/kg.  
There was no effect on the fertility of rats treated with amlodipine (males for 64 days and females 14 days prior to mating) at doses 
up to 10 mg/kg/day (8 times* the maximum recommended human dose of 10 mg on a mg/m2 basis). In another rat study in which 
male rats were treated with amlodipine besilate for 30 days at a dose comparable with the human dose based on mg/kg, decreased 
plasma follicle-stimulating hormone and testosterone were found as well as decreases in sperm density and in the number of mature 
spermatids and Sertoli cells.  
Rats and mice treated with amlodipine in the diet for two years, at concentrations calculated to provide daily dosage levels of 0.5, 
1.25, and 2.5 mg/kg/day showed no evidence of carcinogenicity. The highest dose (for mice, similar to, and for rats twice* the 
maximum recommended clinical dose of 10 mg on a mg/m2 basis) was close to the maximum tolerated dose for mice but not for rats.  
Mutagenicity studies revealed no drug related effects at either the gene or chromosome levels.  
* Based on patient weight of 50 kg 
 
Pharmaceutical Particulars 
List of excipients 
 
Core: 
Calcium carbonate starch compound: Calcium carbonate 90%, Pregelatinised maize starch 10% 
Cellulose microcrystalline (E460), 
Croscarmellose sodium (E468), 
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Magnesium stearate(E572), 
Colloidal anhydrous silica, 
Pregelatinised starch 
 
Film-coating: 
Glycerol (E422), 
Hypromellose 6mPa.s (E464), 
Macrogol 6000, 
Magnesium stearate (E572), 
Titanium dioxide (E 171) 
 
Incompatibilities 
 
Not applicable 
 
Nature and contents of container 
30 film-coated tablets in  polypropylene  tablet container equipped with a low density polyethylene flow reducer and a low density 
polyethylene stopper containing a desiccant. 
 
STORAGE CONDITION 
Store below 30C. 
Shelf-life : 3 years. 
The in-use stability after first opening is 30 days. 
 
PACK SIZE 
Triplixam 5 mg/1.25 mg/5 mg      Reg No.: DKI2131600817A1 
 

Triplixam 5 mg/1.25 mg/10 mg      Reg No.: DKI2131600817B1 
 

Triplixam 10 mg/2.5 mg/5 mg      Reg No.: DKI2131600817C1 
 

Triplixam 10 mg/2.5 mg/10 mg      Reg No.: DKI2131600817D1 
 
 
 
 
 
 
 
 

 
 
 

HARUS DENGAN RESEP DOKTER 

Manufactured by : 
Servier (Ireland) Industries Ltd, 
Arklow, Ireland 

Registered by: 
PT. Genero Pharmaceuticals - Bekasi - Indonesia 

Imported and Marketed by : 
PT. Servier Indonesia 
Jakarta – Indonesia DDMMYY 
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PAKET LEAFLET : INFORMASI UNTUK PASIEN 

Triplixam 5mg/1.25mg/5mg tablet salut selaput 

Triplixam 5mg/1.25mg/10mg tablet salut selaput 

Triplixam 10mg/2.5mg/5mg tablet salut selaput 

Triplixam 10mg/2.5mg/10mg tablet salut selaput 

perindopril arginin / indapamide / amlodipine 

Bacalah semua leaflet ini dengan seksama sebelum Anda mulai meminum obat 

ini karena leaflet ini berisi informasi yang penting bagi Anda. 

- Simpanlah leaflet ini. Anda mungkin saja perlu untuk membacanya lagi.

- Jika Anda memiliki pertanyaan lebih lanjut, tanyakan kepada dokter

atau apoteker Anda.

- Obat ini telah diresepkan hanya untuk Anda. Jangan memberikannya

kepada orang lain. Ini dapat membahayakan mereka, walaupun tanda-tanda

penyakit mereka sama seperti penyakit Anda.

- Jika Anda merasakan suatu efek samping, bicarakan dengan dokter atau

apoteker Anda. Ini termasuk suatu efek samping yang mungkin timbul

yang tidak tercantum dalam leaflet ini. Lihat bagian 4.

Apakah isi leaflet ini 

1. Apakah Triplixam itu dan apakah kegunaannya

2. Apakah yang perlu Anda ketahui sebelum Anda meminum Triplixam

3. Bagaimana aturan minum Triplixam

4. Efek samping yang mungkin timbul

5. Bagaimana cara menyimpan Triplixam

6. Isi paket dan informasi lainnya

1. Apakah Triplixam itu dan apakah kegunaannya

Triplixam merupakan suatu kombinasi dari tiga bahan aktif: perindopril, 

indapamide dan amlodipine. Ini adalah obat anti-hipertensi yang digunakan 

dalam pengobatan tekanan darah tinggi (hipertensi). 

Pasien yang telah meminum kombinasi dari perindopril, indapamide dan 

DISETUJUI OLEH BPOM : 07/07/2023 ID : EREG100238VR12300029 
EREG100238VR12300030 
EREG100238VR12300032 
EREG100238VR12300033



2 
 

amlodipine dari tablet terpisah mungkin saja sebagai penggantinya malah 

mendapatkan satu tablet Triplixam yang telah mengandung tiga bahan aktif 

dengan kekuatan yang sama. 

Setiap bahan aktif mengurangi tekanan darah dan bahan-bahan aktif 

tersebut bekerja sama-sama untuk mengendalikan tekanan darah Anda: 

- Perindopril termasuk suatu kelas obat yang disebut penghambat 

Angiotensin Converting Enzyme (ACE). Obat tersebut bekerja dengan 

melebarkan pembuluh darah, yang membuat jantung Anda lebih mudah untuk 

memompa darah melalui pembuluh darah yang melebar tersebut. 

- Indapamide merupakan suatu diuretik (yang termasuk dalam kelas obat 

yang disebut turunan sulphonamide dengan cincin indol). Diuretik 

meningkatkan jumlah urin yang diproduksi oleh ginjal. Namun, indapamide 

berbeda dengan diuretik lainnya, karena obat tersebut hanya menyebabkan 

sedikit peningkatan jumlah urin yang diproduksi. 

- Amlodipine merupakan suatu penghambat saluran kalsium (yang termasuk 

dalam kelas obat yang disebut dihidropiridin). Obat tersebut bekerja 

dengan merelaksasi pembuluh darah, sehingga darah mengalir dengan mudah. 

 

2. Apakah yang perlu Anda ketahui sebelum Anda meminum Triplixam 

Jangan meminum Triplixam 

- Jika Anda alergi terhadap perindopril atau penghambat ACE lainnya, 

indapamide atau sulfonamid lainnya, amlodipine atau dihidropiridin 

lainnya, atau yang manapun dari bahan-bahan lainnya yang terkandung 

dalam obat ini (tercantum dalam Bagian 6), 

-  Jika Anda telah mengalami gejala seperti sesak napas, pembengkakan 

wajah atau lidah, rasa gatal atau ruam pada kulit dengan pengobatan 

penghambat ACE sebelumnya atau jika Anda atau anggota keluarga Anda 

memiliki gejala-gejala ini dalam keadaan lainnya apapun (suatu kondisi 

yang disebut angioedema), 

-  jika Anda memiliki penyakit liver yang parah atau menderita suatu 

kondisi yang disebut ensefalopati hepatik (penyakit otak yang 

disebabkan oleh penyakit liver), 

-  jika Anda diduga memiliki gagal jantung terdekompensasi yang belum 

diobati (retensi air yang parah, kesulitan untuk bernafas), 

-  jika Anda memiliki penyempitan katup aorta jantung (stenosis aorta) 

atau cardiogenic shock (suatu kondisi dimana jantung Anda tidak dapat 

mensuplai darah ke tubuh), 
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-  jika Anda menderita gagal jantung setelah mengalami serangan jantung, 

-  jika Anda memiliki tekanan darah rendah yang parah (hipotensi), 

-  jika Anda memiliki kadar kalium yang rendah dalam darah Anda, 

-  jika Anda memiliki penyakit ginjal yang parah, 

- jika Anda sedang menjalani dialisis, 

- jika Anda memiliki penyakit ginjal sedang (untuk dosis Triplixam yang 

mengandung 10mg/2,5mg/5 mg dan 10mg/ 2,5mg/10mg), 

-  jika Anda sedang hamil lebih dari 3 bulan (lebih baik untuk 

menghindari penggunaan Triplixam pada awal kehamilan - Lihat bagian 

mengenai kehamilan), 

-  jika Anda memiliki diabetes dan kerusakan fungsi ginjal dan Anda 

dirawat dengan obat penurun tekanan darah obat yang mengandung 

aliskiren. 

-  jika Anda telah atau sedang menggunakan sacubitril/valsartan, obat 

untuk gagal jantung, karena risiko angioedema (pembengkakan cepat di 

bawah kulit di area seperti tenggorokan) meningkat (lihat “Peringatan 

dan Tindakan Pencegahan ” dan “Obat-obat lainnya dan Triplixam”). 

 

 

Peringatan dan tindakan pencegahan 

Konsultasikan dengan dokter atau apoteker Anda sebelum meminum Triplixam. 

- jika Anda memiliki kardiomiopati hipertrofik (penyakit otot jantung) 

atau stenosis arteri ginjal (penyempitan arteri yang memasok darah ke 

ginjal), 

-  jika Anda memiliki gagal jantung atau penyakit jantung lainnya apapun, 

-  jika Anda memiliki peningkatan tekanan darah yang parah (krisis 

hipertensi), 

-  jika Anda memiliki masalah atau penyakit hati, 

-  jika Anda menderita penyakit kolagen (penyakit kulit) seperti lupus 

eritematosus sistemik atau skleroderma, 

-  jika Anda memiliki aterosklerosis (pengerasan pembuluh darah), 

-  jika Anda perlu melakukan tes untuk memeriksa seberapa baik kelenjar 

paratiroid Anda bekerja, 

-  jika Anda menderita asam urat, 

-  jika Anda memiliki diabetes, 

-  jika Anda sedang melakukan diet untuk membatasi kadar garam atau 
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menggunakan pengganti garam yang mengandung kalium (keseimbangan 

kandungan kalium dalam darah sangat penting), 

-  jika Anda meminum litium atau diuretik hemat kalium (spironolakton, 

triamteren) jika penggunaannya bersamaan dengan Triplixam harus 

dihindari (lihat "Meminum obat-obatan lainnya"), 

- jika Anda sudah tua dan dosis Anda perlu ditingkatkan, 

-  jika Anda memiliki reaksi fotosensitivitas, 

-  jika Anda berkulit hitam Anda mungkin memiliki kejadian yang lebih 

tinggi dari angioedema (pembengkakan wajah, bibir, mulut, lidah atau 

tenggorokan yang dapat menyebabkan kesulitan dalam menelan atau 

bernapas) dan kurang efektif dalam menurunkan tekanan darah, 

- jika Anda pasien hemodialisis yang menjalani dialisis dengan fluks 

membran yang tinggi, 

-  jika Anda memiliki penyakit ginjal atau Anda sedang menjalani 

dialisis, 

- jika Anda mengalami penurunan penglihatan atau sakit mata. Ini bisa 

menjadi gejala akumulasi cairan di lapisan pembuluh darah mata (efusi 

koroid) atau peningkatan tekanan di mata Anda dan dapat terjadi dalam 

beberapa jam hingga beberapa minggu setelah mengonsumsi Triplixam. 

Jika tidak diobati, hal ini dapat menyebabkan kehilangan penglihatan 

permanen. Jika sebelumnya Anda memiliki alergi penisilin atau 

sulfonamida, Anda berisiko lebih tinggi terkena ini, 

- jika Anda memiliki gangguan otot termasuk nyeri otot, nyeri tekan, 

lemah atau kram, 

- jika Anda mengalami peningkatan abnormal kadar hormon yang disebut 

aldosteron dalam darah Anda (aldosteronisme primer), 

-  jika Anda memiliki terlalu banyak asam dalam darah, yang dapat 

menyebabkan peningkatan laju pernapasan, 

-  jika Anda memiliki cerebral circulatory insufficiency (tekanan darah 

rendah di otak), 

-  jika Anda mengalami pembengkakan wajah, bibir, mulut, lidah atau 

tenggorokan yang dapat menyebabkan kesulitan dalam menelan atau 

bernapas (angiodema), yang dapat terjadi setiap saat selama 

pengobatan, dengan segera hentikan pengobatan dan langsung hubungi 

dokter Anda. 

- jika Anda sedang mengonsumsi obat-obatan berikut ini, resiko angiodema 

meningkat:                 
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-  racecadotril (digunakan untuk mengobati diare), 

- sirolimus, everolimus, temsirolimus dan obat-obat lain yang 

termasuk dalam kelas yang disebut penghambat mTor (digunakan untuk 

menghindari penolakan organ yang ditransplantasikan dan untuk 

kanker), 

- sacubitril (tersedia sebagai kombinasi dosis tetap dengan 

valsartan), digunakan untuk mengobati gagal jantung jangka panjang, 

- linagliptin, saxagliptin, sitagliptin, vildagliptin dan obat-obat 

lain yang termasuk dalam golongan yang disebut gliptin (digunakan 

untuk mengobati diabetes) 

 

- jika Anda sedang mengonsumsi obat-obatan berikut ini yang digunakan 

untuk mengobati tekanan darah tinggi: 

-  suatu "angiotensin II receptor blocker" (ARB) (juga dikenal sebagai 

sartans - misalnya valsartan, telmisartan, irbesartan), khususnya 

jika Anda memiliki penyakit ginjal terkait diabetes. 

-  aliskiren. 

Dokter Anda mungkin memeriksa fungsi ginjal Anda, tekanan darah Anda, dan 

jumlah elektrolit (misalnya kalium) dalam darah Anda secara rutin. 

Lihat juga informasi yang berjudul "Jangan meminum Triplixam". 

Dokter Anda dapat menyarankan kepada Anda untuk melakukan tes darah untuk 

memeriksa apakah kadar natrium atau kalium rendah atau kadar kalsium 

tinggi. 

Anda harus memberitahukan kepada dokter Anda jika Anda merasa bahwa Anda 

sedang (atau mungkin menjadi) hamil. Triplixam tidak dianjurkan untuk 

dikonsumsi pada awal kehamilan, dan tidak boleh diminum jika umur 

kehamilan Anda lebih dari 3 bulan, karena dapat menyebabkan bahaya yang 

serius terhadap bayi Anda jika digunakan pada tahap tersebut (lihat 

"Kehamilan dan menyusui"). 

Ketika Anda meminum Triplixam, Anda juga harus memberitahukan kepada 

dokter atau staf medis Anda: 

- jika Anda akan menjalani anestesi dan/atau operasi, 

-  jika Anda baru saja menderita diare atau muntah, atau mengalami 

dehidrasi, 

-  jika Anda akan menjalani dialisis atau LDL apheresis (yang merupakan 

pengangkatan kolesterol dari darah Anda dengan menggunakan mesin), 

-  jika Anda akan menjalani perawatan desensitisasi untuk mengurangi efek 
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dari alergi terhadap sengatan lebah atau tawon, 

-  jika Anda akan menjalani tes medis yang membutuhkan suntikan zat 

kontras teriodinasi (zat yang membuat organ-organ seperti ginjal atau 

perut terlihat pada X-ray). 

 

Anak-anak dan remaja 

Triplixam tidak boleh diberikan kepada anak-anak dan remaja. 

 

Obat-obatan lainnya dan Triplixam 

Harap memberitahukan kepada dokter atau apoteker Anda jika Anda meminum, 

baru saja meminum atau mungkin meminum obat-obatan lainnya. 

Jangan meminum aliskiren (yang digunakan untuk mengobati tekanan darah 

tinggi) jika Anda memiliki penyakit diabetes atau penyakit ginjal. 

 

Anda harus menghindari untuk meminum Triplixam dengan: 

 lithium (digunakan untuk mengobati gangguan kesehatan mental seperti 

mania, penyakit depresi manik dan depresi berulang),  

 obat hemat kalium (misalnya triamteren, amilorid), suplemen kalium 

atau kalium yang mengandung pengganti garam, obat-obat lain yang dapat 

meningkatkan kalium dalam tubuh Anda (seperti heparin, obat yang 

digunakan untuk mengencerkan darah untuk mencegah pembekuan; 

trimetoprim dan kotrimoksazol juga dikenal sebagai 

trimetoprim/sulfametoksazol untuk infeksi yang disebabkan oleh 

bakteri), 

 dantrolen (infus) juga digunakan untuk mengobati hipertermia ganas 

selama anestesi (gejalanya termasuk demam sangat tinggi dan otot 

kaku), 

 estramustine (digunakan dalam terapi kanker), 

 obat-obatan lain yang digunakan untuk mengobati tekanan darah tinggi: 

penghambat Angiotensin-Converting-Enzyme (ACE) dan Angiotensin 

Receptor Blocker. 

Pengobatan dengan Triplixam dapat dipengaruhi oleh obat-obatan lainnya. 

Dokter Anda mungkin perlu mengubah dosis Anda dan/atau mengambil tindakan 

lainnya. Pastikan untuk memberitahukan kepada dokter Anda jika Anda 

sedang mengkonsumsi atau meminum obat-obatan berikut ini, karena 

perawatan khusus mungkin diperlukan: 
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 obat-obatan lainnya untuk mengobati tekanan darah tinggi, termasuk 

Angiotensin II Receptor Blocker (ARB), aliskiren (lihat juga informasi 

dengan judul "Jangan meminum Triplixam" dan "Peringatan dan tindakan 

pencegahan"), atau diuretik (obat yang meningkatkan jumlah urin yang 

diproduksi oleh ginjal), 

 obat hemat kalium yang digunakan dalam pengobatan gagal jantung: 

eplerenon dan spironolakton dengan dosis antara 12,5mg sampai 50mg per 

hari, 

 obat bius 

 zat kontras teriodinasi 

 bepridil (digunakan untuk mengobati angina pektoris), 

 Moksifloksasin, sparfloxacine (antibiotik: obat yang digunakan untuk 

mengobati infeksi), 

 metadon (digunakan untuk mengobati kecanduan), 

 dofetilide, ibutilide, bretylium, sisaprida, diphemanil, prokainamid, 

kinidin, hidrokinidin, disopiramid, amiodaron, sotalol (untuk 

pengobatan detak jantung yang tidak teratur), 

 verapamil, diltiazem (obat-obatan jantung) 

 digoksin atau glikosida jantung lainnya (untuk pengobatan penyakit 

jantung), 

 beberapa antibiotik digunakan untuk mengobati infeksi, seperti 

rifampisin, eritromisin, klaritromisin, 

 itrakonazol, ketokonazol, amfoterisin B dengan suntikan (untuk 

mengobati penyakit jamur), 

 alopurinol (untuk pengobatan asam urat), 

 mizolastine, terfenadin atau astemizol (antihistamin untuk demam atau 

alergi), 

 kortikosteroid digunakan untuk mengobati berbagai kondisi termasuk 

asma yang parah dan artritis rematoid, dan obat non-steroid anti-

inflamasi (misalnya ibuprofen) atau salisilat dosis tinggi (misalnya 

asam asetilsalisilat, zat dalam obat-obatan yang digunakan untuk 

menghilangkan rasa sakit dan menurunkan demam, serta untuk mencegah 

pembekuan darah), 

 imunosupresan digunakan untuk pengobatan gangguan auto-imun atau 

setelah operasi transplantasi untuk mencegah penolakan (misalnya 

siklosporin, takrolimus), 
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 tetracosactide (untuk mengobati penyakit Crohn) 

 garam emas, terutama dengan pemberian intravena (digunakan untuk 

mengobati gejala artritis rematoid), 

 halofantrine (digunakan untuk mengobati beberapa jenis malaria), 

 baklofen digunakan untuk mengobati otot kaku pada penyakit seperti 

sklerosis ganda, 

 obat-obatan untuk mengobati diabetes seperti insulin atau metformin, 

 kalsium termasuk suplemen kalsium, 

 stimulan laksatif (misalnya senna), 

 obat-obatan untuk pengobatan kanker, 

 vincamine (digunakan untuk mengobati gangguan simpotamik kognitif pada 

lansia termasuk kehilangan ingatan), 

 obat-obatan untuk mengobati gangguan kesehatan mental seperti depresi, 

kecemasan, skizofrenia dan lain-lain (misalnya antidepresan Trisiklik, 

antipsikotik, imipramine seperti antidepresan, neuroleptik), 

 pentamidin (digunakan untuk mengobati radang paru), 

 ritonavir, indinavir, nelfinavir (juga disebut penghambar enzim 

protease yang digunakan untuk mengobati HIV). 

 Hiperikum perforatum (St. John Wort), 

 trimetoprim (untuk pengobatan infeksi), 

 heparin (obat-obatan yang digunakan untuk darah tipis), 

 obat-obatan yang digunakan untuk pengobatan tekanan darah rendah, syok 

atau asma (misalnya efedrin, noradrenalin atau adrenalin), 

 nitrogliserin dan nitrat lainnya, atau vasodilator lainnya yang dapat 

semakin mengurangi tekanan darah. 

 

Triplixam dengan makanan dan minuman 

Jus jeruk dan buah jeruk (grapefruit) sebaiknya tidak dikonsumsi oleh 

orang-orang yang sedang mengkonsumsi Triplixam. Hal ini karena jus jeruk 

dan jeruk (grapefruit) dapat menyebabkan peningkatan kadar zat aktif 

amlodipin, yang dapat secara tidak terduga menyebabkan peningkatan 

tekanan darah sehingga menurunkan khasiat dari Triplixam. 

Kehamilan dan menyusui 

Jika Anda sedang hamil atau menyusui, merencanakan untuk segera hamil 

atau berencana untuk memiliki bayi, berkonsultasilah dengan dokter atau 

apoteker Anda untuk memperoleh saran sebelum meminum atau mengkonsumsi 
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obat ini. 

 

Kehamilan  

Anda harus memberitahukan kepada dokter Anda jika Anda merasa bahwa Anda 

(atau mungkin sedang) hamil. 

Dokter biasanya akan menyarankan kepada Anda untuk berhenti meminum 

Triplixam sebelum Anda hamil atau segera setelah Anda mengetahui bahwa 

Anda sedang hamil dan akan menyarankan kepada Anda agar meminum obat 

sebagai pengganti Triplixam. Triplixam tidak dianjurkan untuk diminum 

pada awal kehamilan, dan tidak boleh diminum ketika umur kehamilan lebih 

dari 3 bulan, karena dapat menyebabkan bahaya serius terhadap bayi Anda 

jika dikonsumsi setelah bulan ketiga kehamilan. 

 

Menyusui 

Katakan kepada dokter Anda jika Anda sedamg menyusui atau mulai menyusui. 

Triplixam tidak dianjurkan bagi ibu yang sedang menyusui, dan dokter Anda 

dapat memilih pengobatan lainnya untuk Anda jika Anda ingin menyusui, 

terutama jika bayi Anda baru lahir, atau lahir prematur. 

 

Mengemudi dan mengoperasikan mesin 

Triplixam dapat mempengaruhi kemampuan Anda untuk mengemudi atau 

mengoperasikan mesin. Jika tablet tersebut membuat Anda merasa sakit, 

pusing atau lelah, atau membuat Anda sakit kepala, jangan mengemudikan 

atau mengoperasikan mesin dan segera hubungi dokter Anda.  

 

Triplixam mengandung natrium 

Triplixam mengandung natrium kurang dari 1 mmol (23 mg) per tablet, 

artinya pada dasarnya bebas natrium. 

 

3.  Bagaimana aturan minum Triplixam  

Selalu minum obat ini sesuai dengan anjuran dokter atau apoteker Anda. 

Konsultasikan dengan dokter atau apoteker Anda jika Anda tidak merasa 

yakin. 

Meminum tablet tersebut dengan segelas air terutama di pagi hari dan 

sebelum makan. Dokter Anda akan memutuskan mengenai dosis yang tepat bagi 

Anda. Tablet ini biasanya diminum satu tablet sekali sehari. 

 

DISETUJUI OLEH BPOM : 07/07/2023 ID : EREG100238VR12300029 
EREG100238VR12300030 
EREG100238VR12300032 
EREG100238VR12300033



10 
 

Jika Anda meminum Triplixam lebih dari yang seharusnya 

Meminum terlalu banyak tablet ini dapat menyebabkan tekanan darah Anda 

menjadi rendah atau bahkan sangat rendah (berbahaya) kadang-kadang 

disertai dengan mual, muntah, kram, pusing, mengantuk, gangguan mental, 

oliguri (lebih sedikit urin dari biasanya), anuria (tidak ada produksi 

atau pembentukan urin). Anda mungkin merasa pusing, jatuh pingsan atau 

lemah. Jika penurunan tekanan darah cukup parah dapat mengakibatkan syok. 

Kulit Anda berasa dingin dan lembab dan Anda bisa kehilangan kesadaran. 

Kelebihan cairan dapat menumpuk di paru-paru Anda (edema paru) 

menyebabkan sesak napas yang dapat berkembang hingga 24-48 jam setelah 

minum obat. 

Segeralah mencari pertolongan medis jika Anda terlalu banyak mengkonsumsi 

tablet Triplixam. 

 

Jika Anda lupa untuk meminum Triplixam 

Adalah sangat penting untuk meminum obat Anda setiap hari sebagai 

pengobatan rutin adalah lebih efektif. Namun, jika Anda lupa untuk 

meminum dosis Triplixam, minumlah dosis berikutnya pada waktu seperti 

biasa biasa. Jangan meminum tablet tersebut dengan dosis ganda untuk 

menebus dosis (menggenapi/menambahkan) dosis yang lupa diminum. 

 

Jika Anda berhenti meminum Triplixam  

Sebagai pengobatan untuk tekanan darah tinggi biasanya seumur hidup, Anda 

harus mengkonsultasikan dengan dokter Anda sebelum memutuskan untuk 

berhenti mengkonsumsi produk obat ini. 

 

4. Efek samping yang mungkin timbul 

Sebagaimana semua obat-obatan pada umumnya, obat ini dapat menyebabkan 

efek samping, meskipun tidak semua orang mengalaminya. 

Hentikan meminum produk obat dan segera kunjungi dokter Anda jika Anda 

mengalami salah satu dari efek samping berikut ini: 

- tiba-tiba bersin, nyeri dada, sesak napas atau kesulitan bernafas 

(tidak lazim) (kemungkinan terjadi pada 1 diantara 100 orang), 

- pembengkakan kelopak mata, wajah dan bibir (tidak lazim) (kemungkinan 

terjadi pada 1 diantara 100 orang) 

-  pembengkakan pada mulut, lidah dan tenggorokan yang menyebabkan 

kesulitan bernapas (tidak lazim) (kemungkinan terjadi pada 1 diantara 
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100 orang) 

-  reaksi kulit yang parah termasuk ruam kulit yang intens, gatal-gatal, 

kemerahan pada kulit pada seluruh tubuh Anda, gatal yang parah, 

melepuh, mengelupas dan pembengkakan kulit, radang selaput lendir 

(sindrom Stevens Johnson, Nekrolisis Epidermal Toksik) atau reaksi 

alergi lainnya (sangat jarang) (kemungkinan terjadai pada 1 diantara 

10.000 orang), 

 

-  pusing berat atau pingsan, (Lazim) (kemungkinan terjadi pada 1 

diantara 10 orang) 

-  serangan jantung (sangat jarang, kemungkinan terjadi pada 1 diantara 

10.000 orang),   

- irama/detak jantung yang tidak teratur sehingga mengancam jiwa 

(frekuensi tidak diketahui), 

-  mengalami peradangan pada pankreas yang dapat menyebabkan sakit perut 

dan sakit punggung yang parah disertai dengan perasaan sangat tidak 

enak (sangat jarang) (kemungkinan terjadi pada 1 diantara 10.000 

orang). 

-  kelemahan otot, kram, nyeri tekan, atau nyeri dan terutama pada saat 

yang sama, Anda merasa tidak enak badan atau memiliki suhu tinggi, 

mungkin disebabkan oleh kerusakan otot yang tidak normal (tidak 

diketahui) 

 

Menurut urutan penurunan frekuensi, efek samping dapat mencakup: 

- Sangat lazim (kemungkinan terjadi pada lebih dari 1 orang diantara 10 

orang): 

 Edema (retensi cairan) 

 

-   Lazim (kemungkinan terjadi pada 1 diantara 10 orang): 

 Kadar kalium rendah dalam darah, sakit kepala, pusing, jantung 

berdebar/palpitasi (kesadaran Anda akan detak jantung Anda), kulit 

memerah, vertigo, kesemutan, gangguan penglihatan, visi ganda, tinitus 

(sensasi suara di telinga), pusing karena tekanan darah rendah, batuk, 

sesak napas, gastro gangguan usus (mual, muntah, sakit perut, gangguan 

rasa, gangguan pencernaan atau kesulitan untuk pencernaan, diare, 

sembelit), reaksi alergi (seperti ruam kulit, gatal-gatal), kram, rasa 

lelah, mengantuk, pergelangan kaki bengkak (edema). 
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- Tidak lazim (kemungkinan terjadi pada 1 diantara 100 orang): 

 Perubahan suasana hati, kecemasan, depresi, gangguan tidur, gemetar, 

gatal-gatal, pingsan, hilangnya rasa nyeri, detak jantung yang tidak 

beraturan dan/atau cepat, rhinitis (hidung tersumbat atau pilek), 

perubahan kebiasaan buang air besar, rambut rontok, purpura (titik-

titik merah pada kulit), perubahan warna kulit, gatal pada kulit, 

berkeringat, nyeri pada dada, sendi atau nyeri otot, nyeri pada 

punggung, nyeri, merasa tidak enak badan (malaise), masalah ginjal, 

gangguan buang air kecil, peningkatan frekuensi buang air kecil di 

malam hari, peningkatan jumlah produksi urin, impotensi 

(ketidakmampuan untuk mendapatkan atau mempertahankan ereksi), demam 

atau suhu tinggi, ketidaknyamanan atau pembesaran payudara pada pria, 

peningkatan atau penurunan berat badan, peningkatan beberapa sel darah 

putih, kadar kalium yang tinggi dalam darah, hipoglikemia (kadar gula 

darah sangat rendah), kadar natrium yang rendah dalam darah yang dapat 

menyebabkan dehidrasi dan tekanan darah rendah, vaskulitis (radang 

pembuluh darah), reaksi fotosensitivitas (perubahan pada penampilan 

kulit) setelah terpapar terhadap matahari atau UVA buatan, blister 

cluster atas kulit, pembengkakan tangan, pergelangan kaki atau kaki, 

kreatinin darah meningkat dan peningkatan urea darah, jatuh, mulut 

kering. 

- Jarang (kemungkinan terjadi pada 1 diantara 1000 orang) :   

 Kebingungan, perubahan parameter laboratorium: klorida rendah dalam 

darah, magnesium rendah dalam darah, peningkatan tingkat enzim hati, 

tingkat serum bilirubin tinggi dan psoriasis memburuk, urin yang 

keluar menurun atau tidak ada, gagal ginjal akut. 

 Urin pekat (berwarna gelap), merasa sakit (mual) atau sedang sakit 

(muntah), kram otot, kebingungan dan kejang. Ini adalah gejala-gejala 

dari kondisi yang disebut SIADH (sekresi hormon antidiuretik yang 

tidak tepat). 

- Sangat jarang (kemungkinan terjadi pada 1 diantara 10.000 orang) :   

 Penurunan jumlah sel darah putih, penurunan jumlah trombosit (yang 

menyebabkan mudah memar dan perdarahan hidung), anemia (penurunan sel 

darah merah), gangguan kardiovaskular (denyut jantung tidak teratur, 

angina pectoris (nyeri pada dada, rahang dan punggung, yang disebab 

oleh kegiatan fisik, dan yang disebabkan oleh masalah pada aliran 

darah ke jantung)), eosinophilic pneumonia (jenis pneumonia yang 
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langka), pembengkakan gusi, reaksi kulit yang parah termasuk ruam 

kulit yang hebat, kemerahan pada kulit di pada seluruh tubuh Anda, 

gatal yang parah, melepuh, mengelus dan pembengkakan pada kulit, 

eritema multiforme (ruam kulit biasa yang dimulai dengan bercak 

berwarna merah yang gatal di wajah, lengan atau kaki), pendarahan, 

tender atau pembesaran gusi, fungsi hati tidak normal, radang hati 

(hepatitis), masalah ginjal yang parah, menguningnya kulit (jaundice), 

perut kembung (gastritis), gangguan saraf yang dapat menyebabkan 

kelemahan, kesemutan atau mati rasa, peningkatan ketegangan otot, 

hiperglikemia (kadar gula darah yang sangat tinggi), tingkat kalsium 

dalam darah yang tinggi, kemungkinan terjadinya stroke sekunder pada 

tekanan darah rendah yang berlebihan. 

- Tidak diketahui (frekuensi tidak dapat diperkirakan dari data yang 

tersedia): 

 Ensefalopati (penyakit otak yang disebabkan oleh penyakit hati), 

pencatatan EKG jantung yang tidak normal, jika Anda menderita lupus 

eritematosus sistemik (jenis penyakit kolagen), ini mungkin lebih 

buruk. 

 Jarak pandang pendek (myopia), penglihatan kabur, penurunan 

penglihatan atau rasa sakit di mata Anda karena tekanan tinggi 

(kemungkinan tanda-tanda akumulasi cairan di lapisan pembuluh darah 

mata (efusi koroid) atau glaukoma sudut tertutup akut). 

 

Gemetar, postur kaku, wajah seperti topeng, gerakan lambat dan 

berjalan terseok-seok dan tidak seimbang. 

Perubahan warna, mati rasa dan nyeri pada jari tangan atau kaki 

(fenomena Raynaud). 

  

Perubahan parameter laboratorium (tes darah) bisa terjadi. Dokter Anda 

mungkin perlu memberikan kepada Anda tes darah untuk memantau kondisi 

Anda. 

Jika Anda memiliki gejala ini, hubungi dokter Anda sesegera mungkin. 

 

Pelaporan efek samping 

Jika Anda mengalami efek samping, konsultasikan dengan dokter, apoteker 

atau perawat Anda. Ini termasuk efek samping apapun yang tidak tercantum 
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dalam leaflet ini.  

Dengan melaporkan efek samping Anda dapat membantu memberikan informasi 

lebih lanjut tentang keamanan dari obat ini. 

 

5.  Bagaimana cara menyimpan Triplixam 

Jauhkan obat ini dari pandangan dan jangkauan anak-anak. 

Jangan menggunakan obat ini setelah tanggal kadaluwarsa yang tertera pada 

dus dan pada wadah tablet. Tanggal kadaluwarsa mengacu pada hari terakhir 

dari bulan itu. 

Produk obat ini harus disimpan dalam kondisi penyimpanan dibawah 30C. 

Untuk wadah 30 tablet salut selaput, menurut stabilitas penggunaan 

setelah pembukaan pertama adalah 30 hari. 

Jangan membuang obat-obatan apapun melalui air limbah atau sampah rumah 

tangga. Tanyakan kepada apoteker Anda bagaimana cara membuang obat-obatan 

yang sudah tidak lagi Anda digunakan. Langkah-langkah ini akan membantu 

melindungi lingkungan. 

 

6.  Isi paket dan informasi lainnya 

Apakah yang terkandung dalam Triplixam 

-  Zat aktifnya adalah perindopril arginin, indapamide, amlodipine 

 Satu tablet salut selaput Triplixam 2,5/0,625/5 mg mengandung 1,6975 

mg perindopril setara dengan 2,5 mg perindopril arginin, 0,625 mg 

indapamide dan 6.935mg amlodipine besilate setara dengan 5mg 

amlodipine. 

 Satu tablet salut selaput Triplixam 5/1.25/5 mg mengandung 3,395 mg 

perindopril setara dengan 5mg perindopril arginin, 1,25 mg indapamide 

dan 6.935mg amlodipine besilate setara dengan 5mg amlodipine. 

Satu tablet salut selaput Triplixam 5/1.25/10 mg mengandung 3,395 mg 

perindopril setara dengan 5mg perindopril arginin, 1,25 mg indapamide 

dan 13.870mg amlodipine besilate setara dengan 10mg amlodipine. 

Satu tablet salut selaput Triplixam 10/2.5/5 mg mengandung 6,790 mg 

perindopril setara dengan 10mg perindopril arginin, 2,5mg indapamide 

dan 6,935mg amlodipine besilate setara dengan 5mg amlodipine. 

Satu tablet salut selaput Triplixam 10/2.5/10 mg mengandung 6,790 mg 

perindopril setara dengan 10mg perindopril arginin, 2,5mg indapamide 

dan 13,870mg amlodipine besilate setara dengan 10mg amlodipine. 
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- Bahan-bahan lainnya adalah: 

- Inti Tablet: Senyawa pati kalsium karbonat: Kalsium karbonat 90%, 

pregelatinised tepung/pati jagung 10%, selulosa mikrokristalin 

(E460), natrium kroskarmelosa (E468), magnesium stearat (E572), 

silika anhidrat koloid, pregelatinised pati. 

- Tablet salut selaput: Gliserol (E422), 6mPa.s hypromellose (E464), 

makrogol 6000, magnesium stearat (E572), titanium dioksida (E171). 

 

 

Seperti apa tampilan dan isi Triplixam pada kemasan 

Triplixam 5/1.25/5 mg berwarna putih, lonjong, tablet salut selaput, 

panjang 9.75mm dan lebar 5.16mm, dengan tanda  pada salah satu 

permukaannya dan  pada permukaan lainnya. 

Triplixam 5/1.25/10 mg berwarna putih, lonjong, tablet salut selaput, 

panjang 10.7mm dan lebar 5.66mm, dengan tanda  pada salah satu 

permukaannya dan  pada permukaan lainnya. 

Triplixam 10/2.5/5 mg berwarna putih, lonjong, tablet salut selaput, 

panjang 11.5mm dan lebar 6.09mm, dengan tanda  pada salah satu 

permukaannya dan   pada permukaan lainnya. 

Triplixam 10/2.5/10 mg berwarna putih, lonjong, tablet salut selaput, 

panjang 12.2mm dan lebar 6.46mm, dengan tanda  pada salah satu 

permukaannya dan   pada permukaan lainnya. 

Tablet tersebut tersedia dalam dus berisi 30 tablet (1 wadah tablet 

berisi 30 tablet) 

Pengering terdapat pada tutup wadah tablet. 

 

Leaflet ini telah direvisi pada {14/11/22}  

 

Triplixam 5 mg/1.25 mg/5 mg     No. Reg: DKI2131600817A1 

Triplixam 5 mg/1.25 mg/10 mg    No. Reg: DKI2131600817B1 

Triplixam 10 mg/2.5 mg/5 mg     No. Reg: DKI2131600817C1 

Triplixam 10 mg/2.5 mg/10 mg    No. Reg: DKI2131600817D1 

 

 

 

 

HARUS DENGAN RESEP DOKTER 
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