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Vasodip Combo 10:

Each tablet contains lercanidipine hydrochloride 10 mg and enalapril maleate 10 mg
Vasodip Combo 20:

Each tablet contains lercanidipine hydrochloride 10 mg and enalapril maleate 20 mg

NMYIRN A'lINN

Vasodip Combo 10: Treatment of essential hypertension in patients whose blood
pressure is not adequately controlled by lercanidipine monotherapy.

Vasodip Combo 20: Treatment of essential hypertension in patients whose blood
pressure is not adequately controlled by enalapril monotherapy.
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Contraindications

[..]

e Co-administration with:

[...]
o grapefruit or grapefruit juice (see section 4.5)

¢ Concomitant use with sacubitril/valsartan therapy. Enalapril must not be initiated
earlier than 36 hours after the last dose of sacubitril/valsartan.

4.4  Special warnings and precautions for use

[.]



Peritoneal Dialysis

Lercanidipine has been associated with the development of cloudy peritoneal
effluent in patients on peritoneal dialysis. The turbidity is due to an increased
triglyceride concentration in the peritoneal effluent. Whilst the mechanism is
unknown, the turbidity tends to resolve soon after withdrawal of lercanidipine. This is
an important association to recognize as cloudy peritoneal effluent can be mistaken
for infective peritonitis with consequential unnecessary hospitalization and empiric
antibiotic administration.

[...]
Hypersensitivity/angioneurotic oedema

[.]

Concomitant use of ACE inhibitors with sacubitril/valsartan is contraindicated due to
the increased risk of angioedema. Treatment with sacubitril/valsartan must not be
initiated earlier than 36 hours after the last dose of enalapril. Treatment with enalapril
must not be initiated earlier than 36 hours after the last dose of sacubitril/valsartan.
Concomitant use of ACE inhibitors with racecadotril, mTOR inhibitors (e.g. sirolimus,
everolimus, temsirolimus) and vildagliptin may lead to an increased risk of
angioedema (e.g. swelling of the airways or tongue, with or without respiratory
impairment) (see section 4.5). Caution should be used when starting racecadotril,
MTOR inhibitors (e.g. sirolimus, everolimus, temsirolimus) and vildagliptin in a
patient already taking an ACE inhibitor.

[...]

4.5 Interaction with other medicinal products and other forms of interaction
[...]

Enalapril maleate

Medicines increasing the risk of angioedema
Concomitant use of ACE inhibitors with sacubitril/valsartan is contraindicated as this
increases the risk of angioedema

Concomitant use of ACE inhibitors with racecadotril, mMTOR inhibitors (e.g. sirolimus,
everolimus, temsirolimus) and vildagliptin may lead to an increased risk for
angioedema.

[...]

Potassium sparing diuretics, potassium supplements or potassium-containing salt
substitutes
[...]

Care should also be taken when enalapril is co-administered with other agents that
increase serum potassium, such as trimethoprim and cotrimoxazole
(trimethoprim/sulfamethoxazole) as trimethoprim is known to act as a potassium-
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sparing diuretic like amiloride. Therefore, the combination of enalapril 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.

Ciclosporin
Hyperkalaemia may occur during concomitant use of ACE inhibitors with ciclosporin.

Monitoring of serum potassium is recommended.

Heparin
Hyperkalaemia may occur during concomitant use of ACE inhibitors with heparin.

Monitoring of serum potassium is recommended.
[...]

Alcohol
Alcohol enhances the hypotensive effect of ACE inhibitors.
[...]

Lercanidipine

Contraindications of concomitant use

Inhibitors of CYP3A4

[...]

Co-prescription of lercanidipine with inhibitors of CYP3A4 (e.g. ketoconazole,
itraconazole, ritonavir, erythromycin, troleandomycin, clarithromycin) should be
avoided (see section 4.3)

[...]

Grapefruit or Grapefruit juice
[...]

Concomitant use not recommended

Inducers of CYP3A4

Co-administration of lercanidipine with CYP3A4 inducers like anticonvulsants (e.g.
phenytoin, phenobarbital, carbamazepine) and rifampicin should be approached with
caution, since the antihypertensive effect may be reduced and blood pressure should
be monitored more frequently than usual (see section 4.4).

[.]

Precautions including dose adjustment

Substrates of CYP3A4

Caution should be exercised when lercanidipine is co-prescribed with other
substrates of CYP3A4 like terfenadine, astemizole, class Il antiarrhythmic drugs,
such as amiodarone, quinidine, sotalol.

[...]

Concomitant use with other drugs

[...]




Diuretics and ACE inhibitors
Lercanidipine has been safely administered with diuretics and ACE-inhibitors.

Other medications affecting blood pressure

As for all antihypertensive medications, an increased hypotensive effects may be
observed when lercanidipine is administered with other medications affecting blood
pressure, such as alphablockers for the treatment of urinary symptoms, tricyclic
antidepressants, neuroleptics. On the contrary, a reduction of the hypotensive effect
may be observed with a concomitant use with corticosteroids.

[...]

4.8 Undesirable effects

[...]
Lercanidipine alone

[...]

Immune system disorders
Rare: hypersensitivity

Nervous system disorders
Common: headache
Uncommon: dizziness
Rare: somnolence, syncope

Cardiac disorders
Common: tachycardia, palpitations
Rare: angina pectoris

Vascular disorders
Common: flushing
Uncommon: hypotension

Gastrointestinal disorders

Uncommon: nausea, dyspepsia, abdominal pain upper,
Rare: vomiting, diarrhoea

Not known: gingival hypertrophy, peritoneal cloudy effluent
[...]

Skin and subcutaneous tissue disorders

Uncommon: rash, pruritus

Rare: urticaria

Not known: angioedema

Musculoskeletal and connective tissue disorders
Uncommon: myalgia

Renal and urinary disorders
Uncommon: polyuria
Rare: pollakiuria

General disorders and administration site conditions
Common: oedema peripheral
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Uncommon: asthenia, fatigue

Rare: chest pain
[...]

49 Overdose

[...]
Symptoms of overdose with enalapril and lercanidipine alone:

As with other dihydropyridines, lercanidipine overdosage results in excessive
peripheral vasodilation with marked hypotension and reflex tachycardia. However, at
very high doses, the peripheral selectivity may be lost, causing bradycardia and a
negative inotropic effect. The most common ADRs associated to cases of overdose
have been hypotension, dizziness, headache and palpitations.

[.]
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