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Mild to moderate essential hypertension.
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Microcrystalline cellulose, lactose monohydrate, sodium starch glycolate, povidone, hypromellose,
magnesium stearate, titanium dioxide, macrogol 6000, talc, ferric oxide.
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4. CLINICAL PARTICULARS
[ ]

Method of administration

Precautions to be taken before handling or administering the medicinal product:

- Treatment should be preferably administered in the morning at least 15 minutes before breakfast
a meal.

- This product should not be administered with grapefruit juice (see section 4.3 and 4.5).

[..]

4.6 Fertility, pregnancy and lactation:

Pregnancy
Data for lercanidipine provide no evidence of a teratogenic effect in the rat and the rabbit and

reproductive performance in the rat was unimpaired. Nevertheless, since there is no clinical experience
with lercanidipine in pregnancy and lactation, and other dihydropyridine compounds have been found
teratogenic in animals, Vasodip should not be administered during pregnancy or to women with child-
bearing potential unless effective contraception is used. Because-of-high-lipophilicityof-lercanidipine;
distribution-in-milk-may-be-expected-:

Breast-feeding
It is unknown whether lercanidipine/metabolites are excreted in human milk. A risk in the

newborns/infants cannot be excluded. Vasodip is contraindicated during breastfeeding (see section 4.3).

Fertility

No clinical data are available with lercanidipine. Reversible biochemical changes in the head of
spermatozoa which can impair fecundation have been reported in some patients treated by channel
blockers. In cases where repeated in-vitro fertilisation is unsuccessful and where another explanation
cannot be found, the possibility of calcium channel blockers as the cause should be considered.

4.7 Effects on ability to drive and use machines:

machinery. Vasodlp has minor mfluence on the ab|I|ty to dr|ve and use machines. However cautlon
should be exercised because dizziness, asthenia, fatigue and rarely somnolence may occur.

[...]
4.9 Overdose:

In the post-marketing experience, some cases of overdose were reported (£50-mg-280-mg-and from 40
up to 800 mg of lercanidipine including reports of suicide attempt).
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Dose level Signs/symptoms Management Outcome
Srrenasetoleehel
280-mg+5.6mg Cardiogenic-shock High-dosecatacholaminnes recovered
moxonidine severe-myocardial Furecomide

mild-renal failure Parenteral plasma expanders
800-mg Emesis active charcoal recovered

Hypotenstion cathartics
Symptoms

As with other dihydropyridines, overdosage might be expected to cause excessive peripheral
vasodilatation. Symptoms associated to overdose include marked hypotension and reflex tachycardia.

Treatment
In case of severe hypotension, bradycardia and unconsciousness, cardiovascular support could be
helpful, with intravenous atropine for bradycardia.

In view of the prolonged pharmacological effect of lercanidipine, it is essential that the cardiovascular
status of patients who take an overdose is monitored for 24 hours at least. There is no information on the
value of dialysis. Since the drug is highly lipophilic, it is most probable that plasma levels are no guide to
the duration of the period of risk and dialysis may not be effective.

[...]
5.3 Pre-clinical safety data:

Non-clinical data reveal no special hazard for human based on conventional studies of safety
pharmacology, repeated dose toxicity, genotoxicity, carcinogenic potential, toxicity to reproduction.
Safety pharmacological studies in animals have shown no effects on the autonomic nervous system, the
central nervous system or on gastrointestinal function at antihypertensive doses.

The relevant effects which have been observed in long-term studies in rats and dogs were related,
directly or indirectly, to the known effects of high doses of Ca-antagonists, predominantly reflecting
exaggerated pharmacodynamic activity.

Lercanidipine was not genotoxic and showed no evidence of carcinogenic hazard.
Fertility and general reproductive performance in rats were unaffected by treatment with lercanidipine.

There was no evidence of any teratogenic effect in rats and rabbits, however, in rats, lercanidipine at
high dose levels induced pre-and post implantation losses and delay in foetal development.

Lercanidipine hydrochloride, when administered at high dose (12 mg/kg/day) during labour, induced
dystocia.

The distribution of lercanidipine and/or its metabolites in pregnant animals and their excretion in breast
milk have not been investigated.

Metabolites have not been evaluated separately in toxicity studies.
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