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(Felodipine 2.5, 5, and 10 mg per each extended release tablet) 
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Hypertension, angina pectoris. 
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Contraindications 
Unstable angina pectoris. 
Pregnancy.  
Patient with a previous allergic reaction to Penedil or other dihydropyridines because of the 
theoretical risk of cross-reactivity. 

Penedil should not be used in patients with clinically significant aortic stenosis, haemodynamically 
significant cardiac valvular obstruction, dynamic cardiac outflow obstruction uncompensated heart 
failure, and during or within one month of an acute myocardial infarction. 
As with other calcium channel blockers, Penedil should be discontinued in patients who develop 
cardiogenic shock. 
 

Special warnings and precautions for use 
As with other vasodilators, Penedil may in rare cases, precipitate significant hypotension with 
subsequent tachycardia. This may lead to myocardial ischaemia in susceptible patients which in 
susceptible individuals may result in myocardial ischaemia. 
Mild gingival enlargement has been reported in patients with pronounced gingivitis/periodontitis. The 
enlargement can be avoided or reversed by careful dental hygiene.  
Felodipine is cleared by the liver. Consequently higher therapeutic concentrations and response can 
be expected in patients with clearly reduced liver function Penedil contains lactose and patients with 
hereditary galactose intolerance, the Lapp lactase deficiency or glucose-galactose malabsorption 
should not take this product.  
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Interaction with other medicinal products and other forms of interaction� �

 
Enzyme interactions  
Felodipine is metabolized in the liver by cytochrome P450 3A4 (CYP3A4). Enzyme inhibiting and 
enzyme inducing substances of cytochrome P450 isoenzyme 3A4 may exert an influence on the 
plasma level of felodipine.  
 
Interactions leading to increased plasma concentrations of felodipine  
Enzyme inhibitors of the cytochrome P450 3A4 system have been shown to cause an increase in 
felodipine plasma concentrations such as cimetidine, erythromycin, itraconazole, ketoconazole and 
anti HIV/protease inhibitors (e.g. ritonavir) impair the elimination of felodipine, and Penedil dosage 
may need to be reduced when drugs are given concomitantly.  
 
Interactions leading to decreased plasma concentrations of felodipine  
Enzyme inducers of the cytochrome P450 3A4 system may cause a decrease in plasma concentrations 
of felodipine such as phenytoin, carbamazepine, phenobarbital, rifampicin, barbiturates, efavirenz, 
nevirapine and hypericum perforatum (St John’s wort). Higher than normal Penedil doses may be 
required in patients taking these drugs.  
 
Additional interactions  
No dosage adjustment is required when Penedil is given concomitantly with digoxin.  
 
Concomitant administration of substances which interfere with the cytochrome P450 3A4 enzyme 
system may affect plasma concentrations of felodipine. Enzyme inhibitors such as cimetidine, 
erythromycin, itraconazole and ketoconazole impair the elimination of felodipine, and Penedil dosage 
may need to be reduced when drugs are given concomitantly.  Conversely, powerful enzyme inducing 
agents such as some anticonvulsants (phenytoin, carbamazepine, phenobarbital) can increase 
felodipine elimination and higher than normal Penedil doses may be required in patients taking the 
drugs. 
 
No dosage adjustment is required when Penedil is given concomitantly with digoxin. 
 
The high degree of plasma protein binding of felodipine does not appear to affect the unbound 
fraction of other extensively plasma protein bound drugs such as warfarin. 
 
Felodipine may increase the concentration of tacrolimus. When used together, the tacrolimus serum 
concentration should be followed and the tacrolimus dose may need to be adjusted. 
 
Felodipine does not affect plasma concentrations of ciclosporin.  

 
Fertility, pregnancy and lactation 
Data on male and female fertility in patients are missing .  
 
Lactation 
Felodipine has been detected in breast milk; When taken in therapeutic doses by the nursing mother it 
is, however, not likely to affect the infant., but it is unknown whether it has harmful effects on the 
new-born. 
 
Effects on ability to drive and use machines 
Patients should know how they react to felodipine before they drive or use machines because 
occasionally dizziness or fatigue may occur.  
None. 
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Undesirable effects 
Like other arteriolar dilators As with other calcium antagonists, felodipine can cause flushing, 
headache, palpitations, dizziness and fatigue may occur. Most of these reactions are dose-dependent 
and appear at the start of treatment or after a dose increase. Should such reactions occur, they are 
usually transient and diminish with time These reactions are usually transient and are most likely to 
occur at the start of treatment or after an increase in dosage. 
 
As with other dihydropyridines, dose-dependent ankle swelling can occur in patients treated with 
felodipine. This results from precapillary vasodilatation and is not related to any generalised fluid 
retention. Experience from clinical trials has shown that 2 % of patients interrupted treatment due to 
ankle swelling.  
 
As with other calcium antagonists, mild gingival enlargement has been reported in patients with 
pronounced gingivitis/periodontitis. The enlargement can be avoided or reversed by careful dental 
hygiene.  
 
As with other calcium antagonists ankle swelling, resulting from precapillary vasodilation, may 
occur. The degree of ankle swelling is dose related. 

 
In patients with gingivitis/periodontitis, mild gingival enlargement has been reported with Penedil, as 
with other calcium antagonists. The enlargement can be avoided or reversed by careful dental 
hygiene. 
 
As with other dihydropyridines, aggravation of angina has been reported in a small number of 
individuals especially after starting treatment. This is more likely to happen in patients with 
symptomatic ischaemic heart disease. 
 
The following adverse events have been reported from clinical trials and from Post Marketing 
Surveillance. The following adverse events have been reported from clinical trials and from Post 
Marketing Surveillance. The following definitions of frequencies are used: Very common (�1/10), 
common (�1/100 and <1/10), uncommon (�1/1000 and <1/100), rare (�1/10000 and <1/1000) and 
very rare (<1/10000).  
 
In the great majority of cases a causal relationship between these events and treatment with felodipine 
has not been established. 

 
System Organ class Frequency Adverse Drug Reaction 

Nervous system disorders Common 
Uncommon 

Headache 
Dizziness, paraesthesia 

Cardiac disorders Uncommon Tachycardia, palpitations 

Vascular disorders Common 
Uncommon 
Rare 

Flush 
Hypotension 
Syncope 

Gastrointestinal disorders Uncommon 
Rare 
Very rare  

Nausea, abdominal pain 
Vomiting 
Gingival hyperplasia, gingivitis 

Hepatobiliary disorders Very rare Increased liver enzymes 
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Skin and subcutaneous tissue 
disorders 

Uncommon 
Rare 
Very rare 

Rash, pruritus 
Urticaria 
Photosensitivity reactions, 
leucocytoclastic vasculitis 

Musculoskeletal and connective 
tissue disorders 

Rare Arthralgia, myalgia 

 
 
 

Renal and urinary disorders Very rare Pollakisuria 

Reproductive system and breast 
disorders 

Rare Impotence/sexual dysfunction 

General disorders and 
administration site conditions 

Very common 
Uncommon 
Very rare 

Peripheral oedema 
Fatigue 
Hypersensitivity reactions, e.g. angio-
oedema, fever 

 
 
 

Skin:  very rarely - leucocytoclastic vasculitis, rarely - rash and/or pruritus, and isolated cases of 
photosensitivity. 
Musculoskeletal:  in isolated cases arthralgia and myalgia. 
Psychiatric:  rarely impotence/sexual dysfunction. 
Central and peripheral nervous system: headache, dizziness. In isolated cases paraesthesia. 
Gastrointestinal: very rarely - gingivitis, in isolated cases abdominal pain, nausea, vomiting, gum 
hyperplasia. 
Hepatic:  in isolated cases increased liver enzymes. 
Urinary system:  very rarely urinary frequency. 
Cardiovascular:  rarely - tachycardia, palpitations and syncope. 
Vascular (extracardiac):  peripheral oedema, flush. 
Other:  very rarely - fever, rarely - fatigue, in isolated cases hypersensitivity reactions e.g. urticaria, 
angio-oedema. 
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