
No. Name of Drug Active Ingredient Updated Section Update Date of Update MAH

Pharmaceutical form

Sterile, clear, colorless to pale yellow to brown and preservative-free aqueous solution.

Specified Padiatric patients as Below 18 years

Specified Geriatric patients as 65 years or above

Included the underlisted: 

Animal Data: In pregnant monkeys, IVT administration of ranibizumab did not elicit developmental 

toxicity or teratogenicity, and had no effect on the weight or structure of the placenta. However due to 

restrictions dictated by the IVT route of administration, the doses used in the study did not reach maternal 

toxicity, but achieved a multiple (up to 100-fold) with respect to human systemic exposure. 

The absence of ranibizumab-mediated effects on embryo-fetal development is plausibly related to the 

inability of the antigen-binding fragment (Fab) to cross the placenta due to the absence of an Fc region. 

Nevertheless, a case was described with high maternal ranibizumab serum levels and presence of 

ranibizumab in fetal serum, suggesting that the anti-ranibizumab antibody acted as a (Fc region 

containing) carrier protein for ranibizumab, thereby decreasing its maternal serum clearance and enabling 

its placental transfer. The embryo-fetal development investigations were performed in healthy pregnant 

animals and disease (such as diabetes) may modify the permeability of the placenta towards a Fab 

fragment. 

Lactation: There are no data available on the presence of ranibizumab in human milk, the effects of 

ranibizumab on the breastfed infant or the effects of ranibizumab on milk production/excretion. As a 

precautionary measure, breast-feeding is not recommended during the use of Lucentis.
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The underlisted safety variations have been submitted by Marketing Authorization Holders (MAHs) and approved by the Food and Drugs Authority in line with the Variation Guidelines for Allopathic Medicines.These safety 

variations are being shared with healthcare professionals and patients.

Safety Updates

Dosage Regimen

Lucentis Ranibizumab

Pregnancy, lactation, Females 

and Males of Reproductive 

Potential

Novartis Pharma 

AG
18-Jan-19
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1 Lucentis Ranibizumab

Pregnancy, lactation, Females 

and Males of Reproductive 

Potential

Females and males of reproductive potential:                                                                                                                                                       

Contraception

Females of reproductive potential should use effective contraception during treatment with ranibizumab.                                                                                                         

Infertlity: There is no fertility data available

18-Jan-19
Novartis Pharma 

AG

2 Method of Administration

Due to a risk of airborne contamination, capsules should not be opened in patient rooms. Healthcare 

providers should wear gloves during handling of probiotics for administration, then promptly discard the 

gloves and properly wash their hands (see section 4.4).

Contraindication - Hypersensitivity to the active substance or to any of the excipients listed in section 6.1.

- Patients with central venous catheter (see section 4.4).

- Critically ill patients or immunocompromised patients due to a risk of fungaemia (see section 4.4).

Special Warnings and 

Precautions for use

There have been very rare cases of fungaemia (and blood cultures positive for Saccharomyces strains) 

reported mostly in patients with central venous catheter, critically ill or immunocompromised patients, 

most often resulting in pyrexia. In most cases, the outcome has been satisfactory after cessation of 

treatment by Saccharomyces boulardii, administration of antifungal treatment and removal of the 

catheter when necessary. However, the outcome was fatal in some critically ill patients (see sections 4.3 

and 4.8).                                                                                                                       As with all medicines made 

from living micro-organisms, special attention must be paid to the handling of the product in the presence 

of patients mainly with central venous catheter but also with peripheral catheter, even not treated with 

Saccharomyces boulardii, in order to avoid any contamination by hands and/or the spread of 

microorganisms by air (see section 4.2).

Undesirable effects

Skin and Subcutaneous tissue disorders:                                                                                   Allergic reactions 

(Very Rare): pruritis, wheal formation (urticaria) skin rash, either locally restricted or affecting the entire 

body (local or generalized exanthema), swelling of the connective tissue of the face (angioedema)

Immune system disorders:                                                                                                                    Anaphylactic 

reaction or even shock (Very rare)

Gastrointestinal disorders :                                                                                                                  Flatulence 

(Rare)                                                                                                                                              Constipation (Not 

known)

Bioflor® 

250mg, 

capsule

Saccharomyces 

boulardii
Feb-18 Bicodex
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Bioflor® 

250mg, 

capsule

Saccharomyces 

boulardii
Undesirable effects

Infections and Infestations:                                                                                                                  Fungemia in 

patients with a central venous catheter and in critically ill or immunicompromised patients (Very rare)
Feb-18 Bicodex

Contraindications

Inclusion of:                                                                                                                                                                                                                                                                    

Concomitant use with sacubitril/valsartan (see sections 4.4 and 4.5).

Extracorporeal treatments leading to contact of blood with negatively charged surfaces (see section 4.5), 

significant bilateral renal artery stenosis or stenosis of the artery to a single functioning kidney (see section 

4.4).

Special Warnings and 

Precautions for use

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.

3

Triplixam 

Coated 

Tablets

Perindopril arginine,  

indapamide and 

Amlodipine Besilate 

2.5mg/0.625mg/5mh; 

5mg/1.25mg/5mg; 

5mg/1.25mg/10mg; 

10mg/2.5mg/5mg

4-Mar-19
Les Laboratoires 

Servier
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Special Warnings and 

Precautions for use

Inclusion under Hypersensitivity/angioedema                                                                                                                                                                                        

The combination of perindopril with sacubitril/valsartan is contraindicated due to the increased risk of 

angioedema (see section 4.3). 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 sections 4.3 and 4.5). Concomitant 

use of other NEP inhibitors (e.g. racecadotril) and ACE inhibitors may also increase the risk of 

angioedema (see section 4.5). Hence, a careful benefit-risk assessment is needed before initiating treatment 

with NEP inhibitors (e.g. racecadotril) in patients on perindopril.

Concomitant use of mTOR inhibitors (e.g. sirolimus, everolimus, temsirolimus):

Patients taking concomitant mTOR inhibitors (e.g. sirolimus, everolimus, temsirolimus) therapy may be at 

increased risk for angioedema (e.g. swelling of the airways or tongue, with or without respiratory 

impairment) (see section 4.5).

4-Mar-19
Les Laboratoires 

Servier

3

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

4-Mar-19
Les Laboratoires 

Servier

Precautions for use

Inclusion under hypotension and sodium depletion                                                                                                                                                                                                     

- 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 4.8 and 4.9).

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.

Triplixam 

Coated 

Tablets

Perindopril arginine,  

indapamide and 

Amlodipine Besilate 

2.5mg/0.625mg/5mh; 

5mg/1.25mg/5mg; 

5mg/1.25mg/10mg; 

10mg/2.5mg/5mg
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Inclusion under Potassium Levels                                                                                                                                                                                                                     

Elevations in serum potassium have been observed in some patients treated with ACE inhibitors, including 

perindopril. 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). The use of 

potassium supplements, potassium-sparing 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. 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 4.5).

Excipients                                                                                                                                                                                                                                                                        

Level of Sodium :Triplixam contains less than 1 mmol sodium (23 mg) per tablet, i.e. essentially ‘sodium-

free’.

Concomitant use contraindicated

Concomitant use contraindicated (See section 4.3):

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 4.3). If such treatment is required, consideration should be given to 

using a different type of dialysis membrane or a different class of antihypertensive agent.

Sacubitril/valsartan: The concomitant use of perindopril with sacubitril/valsartan is contra-indicated as 

the concomitant inhibition of neprilysin and ACE may increase the risk of angioedema. 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 section 4.3 and 4.4).

Precautions for use

Perindopril arginine,  

indapamide and 

Amlodipine Besilate 

2.5mg/0.625mg/5mh; 

5mg/1.25mg/5mg; 

5mg/1.25mg/10mg; 

10mg/2.5mg/5mg

Triplixam 

Coated 

Tablets

4-Mar-19
Les Laboratoires 

Servier
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Concomitant use which requires 

special care

Racecadotril:                                                                                                                                                                                                                                                                             

ACE inhibitors (e.g. perindopril) are known to cause angioedema. This risk may be elevated when used 

concomitantly with racecadotril (a drug used against acute diarrhea).

mTOR inhibitors (e.g. sirolimus, everolimus, temsirolimus):

Patients taking concomitant mTOR inhibitors therapy may be at increased risk for angioedema (see section

4.4).

Amlodipine:                                                                                                                                                                                                                                                                               

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: 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.                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                                        

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.

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.

Ciclosporine: No drug interaction studies have been conducted with ciclosporine and amlodipine in 

healthy volunteers or other populations with the exception of renal transplant patients, where variable 

trough concentration increases (average 0% - 40%) of ciclosporine were observed. Consideration should 

be given to monitoring ciclosporine levels in renal transplant patients on amlodipine, and ciclosporine 

dose reductions should be made as necessary

3

Concomitant use which requires 

special care

Concomitant use to be taken into 

consideration

Triplixam 

Coated 

Tablets

Perindopril arginine,  

indapamide and 

Amlodipine Besilate 

2.5mg/0.625mg/5mh; 

5mg/1.25mg/5mg; 

5mg/1.25mg/10mg; 

10mg/2.5mg/5mg

4-Mar-19
Les Laboratoires 

Servier
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Concomitant use not recommended

Co-trimoxazole (trimethoprim/sulfamethoxazole) : Patients taking concomitant co-trimoxazole 

(trimethoprim/sulfamethoxazole) may be at increased risk for hyperkalaemia (see section 4.4).

Fertility, pregnancy and lactation

Breastfeeding:                                                                                                                                                                                                                                                                   

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 

Fertility, pregnancy and 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

Summary of the safety profile                                                                                                                                                                                                                                              

The most commonly reported adverse reactions with perindopril, indapamide and amlodipine given 

separately are: dizziness, headache, paraesthesia, , somnolence, dysgueusia, 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 maculopapular, muscle spasms, ankle swelling, asthenia, oedema and 

fatigue.

Nervous System Disorders                                                                                                                                                                                                                                          

Possibility of onset of  hepatic encephalopathy  in case of hepatic insufficiency (see sections 4.3 and 4.4) :   

Indapamide     (Frequency unknown)

Undesirable effects

3

Triplixam 

Coated 

Tablets

Perindopril arginine,  

indapamide and 

Amlodipine Besilate 

2.5mg/0.625mg/5mh; 
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Ear and labyrinth disorders                                                                                                                                                                                                                                              

Vertigo: Peridonpril (common) Indapamide (rare)

Cardiac Disorders:                                                                                                                                                                                                                                                             

Arrhythmia (including bradycardia, ventricular tachycardia and atrial fibrillation): Amlodipine (uncommon)

Respiratory, Thoracic and Mediastinal Disorders:                                                                                                                                                                                                             

Cough : Amlodipine (Uncommon)

Gastro-intestinal Disorders                                                                                                                                                                                                                                                           

Amlodipine:                                                                                                                                                                                                                                                                    

Constipation   (common)                                                                                                                                                                                                                                                

Diarrhoea  (common)                                                                                                                                                                                                                                                                   

Dyspepsia (common)                                                                                                                                                                                                                                                       

Change in bowl habit (common)  

Skin and Subcutaneous Tissue Disorders:                                                                                                                                                                                                                                       

Amlodipine Urticaria (Uncommon)

Psoriasis aggravation :                                                                                                                                                                                                                                                        

Perindopril (Rare)

Toxic epidermic necrolysis                                                                                                                                                                                                                                                       

Amlodipine (Not known)

Musculoskeletal  And Connective Tissue Disorders                                                                                                                                                                                                              

Possible worsening of pre-existing systemic lupus erythematosus                                                                                                                                                                            

Indapamide (Not known)

4-Mar-19
Les Laboratoires 

Servier
Undesirable effects
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Triplixam 

Coated 

Tablets

Perindopril arginine,  

indapamide and 

Amlodipine Besilate 

2.5mg/0.625mg/5mh; 

5mg/1.25mg/5mg; 

5mg/1.25mg/10mg; 

10mg/2.5mg/5mg
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Renal and Urinary Disorders                                                                                                                                                                                                                                                       

Nocturia                                                                                                                                                                                                                                                                                     

Amlodipine (Uncommon)                                                                                                                                                                                                                                                       

4-Mar-19
Les Laboratoires 

Servier

Pollakiuria                                                                                                                                                                                                                                                                              

Amlodipine (Uncommon)

General Disorders and Administration Site Condition                                                                                                                        

Oedema                                                                                                                                                                                                                                                                                 

Amlodipine very common

Inclusion of the statement                                                                                                                                                                                                                                                      

Cases of SIADH have been reported with other ACE inhibitors. SIADH can be considered as a very rare but 

possible complication associated with ACE inhibitor therapy including perindopril.

4 Coveram

Perindopril 

Arginine/Amlodipine 

5mg/5mg; 

5mg/10mg; 

10mg/5mg; 

10mg/10mg

Contraindications

Linked to Perindopril                                                                                                                                                            

-Concomitant use with sacubitril/valsartan (see sections 4.4 and 4.5),

• Extracorporeal treatments leading to contact of blood with negatively charged surfaces (see section 4.5),

• Significant bilateral renal artery stenosis or stenosis of the artery to a single functioning kidney (see

section 4.4)

4-Mar-19
Les Laboratoires 

Servier

Undesirable effects

Perindopril arginine,  

indapamide and 

Amlodipine Besilate 

2.5mg/0.625mg/5mh; 

5mg/1.25mg/5mg; 

5mg/1.25mg/10mg; 

10mg/2.5mg/5mg

Triplixam 

Coated 

Tablets
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Linked to Perindopril                                                                                                                                                        

Special warnings 

Hypersensitivity/Angioedema:

The combination of perindopril with sacubitril/valsartan is contraindicated due to the increased risk of 

angioedema (see section 4.3). 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 sections 4.3 and 4.5). Concomitant 

use of other NEP inhibitors (e.g. racecadotril) and ACE inhibitors may also increase the risk of 

angioedema (see section 4.5). Hence, a careful benefit-risk assessment is needed before initiating treatment 

with NEP inhibitors (e.g. racecadotril) in patients on perindopril.

Neutropenia/Agranulocytosis/Thrombocytopenia/Anaemia:                                                                                                   

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

Dual blockade of the renin-angiotensin-aldosterone system (RAAS):                                                                                                                                                                       

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.

Precautions for use

Hyperkaliemia:

Elevations in serum potassium have been observed in some patients treated with ACE inhibitors, including 

perindopril.

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 dehydratation, 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). The use of potassium 

4-Mar-19
Les Laboratoires 

Servier
4 Coveram

Perindopril 

Arginine/Amlodipine 

5mg/5mg; 

5mg/10mg; 

10mg/5mg; 

10mg/10mg

Special warnings and precautions 

for use
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4 Precautions for use Excipients:

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

galactose malabsorption, or the Lapp total lactase deficiency should not take this medicinal product

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 4.3). If such treatment is required, consideration should be given to using a different type of 

dialysis membrane or a different class of antihypertensive agent.

Sacubitril/valsartan:                                                                                                                                                                                                                                                         

The concomitant use of perindopril with sacubitril/valsartan is contra-indicated as the concomitant

inhibition of neprilysin and ACE may increase the risk of angioedema. Sacubitril/valsartan must not be

started until 36 hours after the last dose of perindopril therapy. Perindopril therapy must not be started until

36 hours after taking the last dose of sacubitril/valsartan. (see section 4.3 and 4.4). 

Concomitant use not recommended

Co-trimoxazole (trimethoprim/sulfamethoxazole):

Patients taking concomitant co-trimoxazole (trimethoprim/sulfamethoxazole) may be at increased risk for

hyperkalaemia (see section 4.4).

Concomitant use which requires 

special care

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

4-Mar-19 4-Mar-19Coveram

Perindopril 

Arginine/Amlodipine 

5mg/5mg; 

5mg/10mg; 

10mg/5mg; 

10mg/10mg

Interaction with other medicinal 

products and other forms of 

interaction
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Concomitant use to be taken into 

consideration

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

Fertility, pregnancy and lactation

Breastfeeding                                                                                                                                                                                                                                                                         

Linked to 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

Skin and Subcutaneous Tissue Disorders                                                                                                                                                                                                                                       

Toxic epidermal necrolysis Amlodipine (Not kown) 

Included statement

Cases of SIADH have been reported with other ACE inhibitors. SIADH can be considered as a very rare

but possible complication associated with ACE inhibitor therapy including perindopril.

Undesirable effects

4

Perindopril 

Arginine/Amlodipine 

5mg/5mg; 

5mg/10mg; 

10mg/5mg; 

10mg/10mg

Coveram 4-Mar-18
Les Laboratoires 

Servier
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