Core Safety Profile_nitrendipine
4.3 Contraindications
Baypress® tablets should not be administered

- in patients with known hypersensitivity to nitrendipine

- during pregnancy and lactation
From experience with the calcium antagonist nifedipine it has to be expected that rifampicin accelerates the metabolism of nitrendipine due to enzyme induction, and that efficient nitrendipine plasma levels might thus not be obtained.
4.4 Special warnings and precautions for use
In patients with severe disturbances of liver function the effects of Baypress can be potentiated and prolonged. In these cases treatment should commence with the lowest available dose (10 mg nitrendipine = 1 tablet of Baypress® 10 / day) and the patient carefully monitored during the therapy. 
4.5 Interaction with other medicinal products and other forms of interaction
Nitrendipine is metabolised via the cytochrome P450 3A4 system, located both in the intestinal mucosa and in the liver. Drugs that are known to either inhibit or to induce this enzyme system may therefore alter the first pass or the clearance of nitrendipine.

Beta-receptor blockers and/or other antihypertensive drugs

The antihypertensive effect of Baypress® tablets can be potentiated by Betareceptor blockers and/or other antihypertensive drugs.

α adrenergic blocking agents 
At concomitant therapy with αadrenergic blocking agents like prazosin orthostatic dysregulation has been observed.

Diuretics

Concomitant administration of diuretics may lead to initially enhanced natriuresis.

Muscle relaxants

The duration and intensity of action of muscle relaxants like pancuronium may

be enhanced under therapy with nitrendipine.

Nitredipine is metabolised via the cytochrome P450 3A4 system, located both in the intestinal mucosa and in the liver. Drugs that are known to either inhibit or to induce this enzyme system may therefore alter the first pass or the clearance of nitrendipine

Cimetidine, Ranitidine

Cimetidine and - to a lesser extent - ranitidine can lead to an increase in the plasma nitrendipine level and thus potentiate the effects of nitrendipine.

Digoxin

Increased plasma levels of digoxin have to be anticipated when digoxin is taken simultaneously. Patients should thus be monitored for symptoms of digoxin overdosage, if necessary by determination of the digoxin plasma levels, and the glycoside dose may have to be reduced.

Rifampicin

Rifampicin strongly induces the cytochrome P450 3A4 system. Upon coadministration with rifampicin, the bioavailability of nitrendipine like other dihydropyridine calcium antagonists is distinctly reduced and thus its blood pressure lowering effect attenuated.

Grapefruit juice

As grapefruit juice inhibits the oxidative metabolism of nitrendipine, concomitant intake of grapefruit juice leads to increased nitrendipine plasma level and consequently to an enhanced blood pressure lowering effect.

Based on experience with the calcium-antagonist nifedipine, after regular intake of grapefruit juice this effect may last for at least 3 days after the last ingestion of grapefruit juice.

Theoretical Potential Interactions

Phenytoin, Phenobarbitone, Carbamazepine

A formal interaction study investigating the potential of drug interaction between nitrendipine and anticonvulsants has not been performed. However, phenytoin, phenobarbitone and carbamazepine are known as potential inducers of the cytochrome P450 3A4 system. Furthermore, concomitant administration of these anticonvulsants and of drugs structurally closely related to nitrendipine clearly reduced their bioavailability. Thus a clinically relevant reduction of the bioavailability of nitrendipine and hence a decrease in efficacy may be anticipated. If the dose of nitrendipine is increased during co-administration with phenytoin, phenobarbitone or carbamazepine, a reduction of the nitrendipine dose should be considered when the treatment with anticonvulsants is discontinued.

Ketoconazole, Itraconazole, Fluconazole

A formal interaction study investigating the potential of drug interaction between nitrendipine and ketoconazole, itraconazole or fluconazole has not been performed. Drugs of this class are known to inhibit the cytochrome P450 3A4 system, and various interactions have been reported for other dihydropyridine calcium antagonists. Therefore, when administered orally

together with nitrendipine, a substantial increase in systemic bioavailability of nitrendipine due to a decreased first-pass metabolism cannot be excluded.

Upon co-administration, the blood pressure should be monitored and, if necessary, a reduction in the nitrendipine dose considered.

Nefazodone

No formal studies have been performed to investigate the potential interaction between nitrendipine and nefazodone. This antidepressant drug has been reported to be an potent inhibitor of the cytochrome P450 3A4. Therefore, the potential for an increase in nitrendipine plasma concentrations upon coadministration with nefazodone cannot be excluded.

Valproic acid

No formal studies have been performed to investigate the potential interaction between nitrendipine and valproic acid. As valproic acid has been shown to increase the plasma concentrations of the structurally similar calcium channel blocker nimodipine due to enzyme inhibition, an increase in nitrendipine plasma concentrations and hence an increase in efficacy cannot be excluded.

Erythromycin, troleandomycin, clarithromycin, roxithromycin

No interaction studies have been carried out between nitrendipine and the above macrolide antibiotics. Erythromycin, troleandomycin, clarithromycin and roxithromycin are known to inhibit the cytochrome P450 3A4 mediated metabolism of other drugs. Therefore, the potential for an increase of nitrendipine plasma concentrations upon co-administration of nitrendipine with these macrolide antibiotics cannot be excluded.

Amprenavir, ritonavir, indinavir, nelfinavir, saquinavir

No formal studies have been performed to investigate the potential interaction between nitrendipine and protease inhibitors. Drugs of this class have been reported to be potent inhibitors of the cytochrome P450 3A4 system. Therefore the potential for an increase of nitrendipine plasma concentrations upon coadministration with these protease inhibitors cannot be excluded.

Quinupristin/Dalfopristin

Based on experience with the calcium-antagonist nifedipine, co-administration of quinupristin/dalfopristin may lead to increased plasma concentrations of nitrendipine. Upon co-administration with these drugs, the blood pressure should be monitored and, if necessary, a reduction of the nitrendipine dose considered.

Interactions Shown not to Exist

Enalapril

Concomitant administration of nitrendipine and enalapril has no effect on the pharmacokinetics of nitrendipine.

Midazolam

Concomitant administration of nitrendipine and midazolam did not reveal any potential for mutual interaction.

4.6 Pregnancy and lactation
Pregnancy:

Baypress is contraindicated during pregnancy. Animal studies using clearly maternally toxic doses of nitrendipine have brought to light evidence of malformation.

Lactation:

Baypress is contraindicated during the breastfeeding period. In rats, nitrendipine passes into the milk. Concentrations in the milk reflect the course of the plasma levels. However, no data are available to estimate the pharmacodynamic effects of nitrendipine in infants.

4.7 Effects on ability to drive and use machines
Reactions to the drug, which can vary in intensity from individual to individual, may impair the ability to drive or to operate machinery. This applies particularly at the beginning of treatment, on changing the medication, and in combination with alcohol.
4.8 Undesirable effects
In placebo controlled clinical studies the following adverse drug reactions sorted by frequency and body system have been reported (status: 12.05.97)

	SOC
	Adverse Drug Reactions
	nitrendipine (n=802)
	Placebo (n=545)

	Incidence of frequency ≥10%

	Nervous system:
	headache 
	11.0
	7.5 

	Incidence of frequency ≥1% < 10%

	Body as a whole:
	asthenia
	3.4
	0.9

	Cardiovascular system: 
	palpitation 
	1.6
	0.2

	
	vasodilatation
	3.7
	0.9

	Digestive system:
	nausea
	1.1
	0.4

	Metabolic and nutritional disorder
	peripheral edema
	5.0
	1.5

	Nervous system:
	dizziness
	3.2
	2.6

	Incidence of frequency ≥0,1% < 1%

	Cardiovascular system: 
	chest pain
	0.4
	0.4

	
	hypotension
	0.4
	0.2

	
	tachycardia
	0.7
	0.2

	Digestive system:
	abdominal pain
	0.6
	0.2

	
	constipation 
	0.2
	0

	
	diarrhoea
	0.6
	0.2

	
	dyspepsia
	0.5
	0.7

	
	vomiting
	0.5
	0.2

	Musculo-skeletal system: 
	myalgia 
	0.4
	0

	Nervous system:
	nervousness
	0.7
	0

	
	tremor
	0.1
	0

	0.9
	vertigo
	0.9
	0.4

	Respiratory System
	dyspnea
	0.4
	0.4

	Skin and appendages: 
	pruritus
	0.2
	0

	
	rash
	0.5
	0.7

	Special senses:
	abnormal vision 
	0.5
	0

	
	blurred vision
	0.1
	0


The most common adverse drug reactions based on all clinical studies with nitrendipine sorted by frequency and body system (n = 6720 patients, status: 21.4.97)

Incidence of frequency ≥10%

Cardiovascular system:

Nervous system:

vasodilatation

headache

Incidence of frequency ≥1% < 10%

Body as a whole:

Cardiovascular system:

Digestive system:

Metabolic and nutritional disorder

Nervous system:

asthenia
palpitation, tachycardia

nausea

peripheral oedema

dizziness 

Incidence of frequency ≥0,1% < 1%

Cardiovascular system:

Digestive system:

Musculo-skeletal system:

Nervous system:

Respiratory system:

Skin and appendages:

Special senses:

Urogenital system: 

angina pectoris, chest pain, hypotension

nausea, peripheral oedema abdominal pain, constipation, diarrhea, dyspepsia, vomiting
myalgia

nervousness, paraesthesia, tremor,vertigo,

dyspnea

pruritus, rash, urticaria

abnormal vision, blurred vision

increased urinary frequency, polyuria

Incidence of frequency ≥0,01% < 0,1%

Digestive system:

liver function test abnormal

Additional adverse drug reactions based on spontaneous reports with nitrendipine

sorted by frequency and body system calculated on patient exposure (n = 462

reports, status: 15.04.97)

Incidence of frequency ≤0,01%

Digestive system:

Skin and appendages:

Hemic and lymphatic system

gum hyperplasia

gynaecomastia

leucopenia, agranulocytosis

4.9 Overdose

Symptoms of Intoxication:

An increased occurence of flush, headache, blood pressure reduction (with circulatory collapse), and a change in the heart rate (tachycardia or bradycardia) must be anticipated in acute overdosage/intoxication.

Treatment of Intoxication:

The initial therapeutic measure to be considered is gastric lavage followed by instillation of activated charcoal. The vital functions must be monitored. If there is an extreme fall in blood pressure, dopamine or noradrenaline is indicated.

Attention should be paid to possible catecholamine side effects (particularly heart-rhythm disturbances).

If bradycardia occurs, as it is the case with overdosage or intoxication with other calcium antagonists, atropine or orciprenaline is indicated.

On the basis of experience of intoxication with other calcium antagonists, repeated intravenous administration of 10 ml volumes of calcium gluconate or calcium chloride 10%, followed by administration as a drip infusion (beware of hypercalcaemia), usually leads to a rapid improvement in the symptoms.

Catecholamines have occasionally been effective in such cases only at high doses. Subsequent treatment should by governed by the most prominent symptoms.

Extracorporal detoxication is not promising (see section 5.2) and there is no experience with such treatment.
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