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Indication

Vasodip Combo must not be taken in:

hypersensitivity to a therapeutically active
constituent (enalapril or lercanidipine), to any
ACE-inhibitor or dihydropyridine calcium
channel blocker or to any other constituent of
this medicinal product.

History of angioedema associated with
ACE-inhibitor therapy

Hereditary or idiopathic angioedema.

Association with aliskiren-containing
products in patients with diabetes mellitus or
renal impairment (GFR<60ml/min/1.73m?) (see
section 4.5 and 5.1)

second and third trimesters of pregnancy
(see sections 4.4 and 4.6)

left ventricular outflow obstruction,
including aortic stenosis

untreated congestive heart failure

unstable angina pectoris

within 1 month of a myocardial infarction

severe renal impairment (creatinine
clearance < 30 ml/min), including patients
undergoing haemodialysis

severe hepatic impairment

co-administration with:

strong CYP 3A4 inhibitors (see section 4.5)

ciclosporin (see section 4.5)

grapefruit juice (see section 4.5)

Vasodip Combo must not be taken in:

e hypersensitivity to a therapeutically
active constituent (enalapril or
lercanidipine), to any ACE-inhibitor or
dihydropyridine calcium channel
blocker or to any other constituent of
this medicinal product.

e second and third trimesters of
pregnancy (see 4.4 and 4.6)

e |eft ventricular outflow obstruction,
including aortic stenosis

e untreated congestive heart failure

e unstable angina pectoris

e within 1 month of a myocardial
infarction

e severe renal impairment (creatinine
clearance < 30 ml/min), including
patients undergoing haemodialysis

e severe hepatic impairment

e co-administration with:

o strong CYP 3A4 inhibitors
(see 4.5)

o ciclosporin (see 4.5)

o grapefruit juice (see 4.5)

e a history of angioedema caused by

previous therapy with an ACE

inhibitor

hereditary or idiopathic angioedema.

contraindications

Posology, dosage &
administration




pressurelessthan-90-mmHg
——decompensated-heartfailure

Use in renal impairment

Particular caution is required with enalapril
when initiating treatment in patients with mild
to moderate renal impairment. Routine
monitoring of serum potassium and creatinine
under enalapril treatment is part of the normal
medical care of these patients.

Reports of renal failure associated with the use
of enalapril have been made especially in
patients with severe heart failure or underlying
renal disease, including renal artery stenosis.

If diagnosed promptly and treated
appropriately, renal failure under enalapril
treatment is usually reversible.

Some hypertensive patients with no apparent
pre-existing renal disease, have developed
increases in blood urea and creatinine when
enalapril has been given concurrently with a
diuretic. Dosage reduction of enalapril and/or
discontinuation of the diuretic may be
required. This situation should raise the
possibility of underlying renal artery stenosis
(see section 4.4, Renovascular hypertension).

Renovascular hypertension

Patients with bilateral renal artery

stenosis or stenosis of the artery of a single
functioning kidney are particularly at risk of
developing hypotension or renal failure
under ACE-inhibitor therapy. Loss of renal
function may occur with only mild changes in
serum creatinine. In these patients, therapy
should be initiated under close medical
supervision with low doses and cautious
titration and monitoring renal function.

Hepatic failure

The antihypertensive effect of lercanidipine
can be potentiated in patients with hepatic
dysfunction.

Symptomatic hypotension

Particularly careful monitoring is required
with enalapril in:

e severe hypotension with systolic
blood pressure less than 90 mmHg
e decompensated heart failure

Use in renal impairment

Particular caution is required with
enalapril when initiating treatment in
patients with mild to moderate renal
impairment. Routine monitoring of serum
potassium and creatinine under enalapril
treatment is part of the normal medical
care of these patients.

Reports of renal failure associated with
the use of enalapril have been made
especially in patients with severe heart
failure or underlying renal disease,
including renal artery stenosis.

If diagnosed promptly and treated
appropriately, renal failure under
enalapril treatment is usually reversible.

In some hypertensives with no pre-
existing renal disease, the combination of
enalapril with a diuretic can lead to an
increase in blood urea and creatinine.
Dosage reduction of enalapril and/or
discontinuation of the diuretic may be
necessary. In these cases, the possibility
of an underlying renal artery stenosis
should be considered (see 4.4,
Renovascular hypertension).

Renovascular hypertension

Patients with bilateral renal artery
stenosis or stenosis of the artery of a
single functioning kidney are particularly
at risk of developing hypotension or renal
failure under ACE-inhibitor therapy. In
these patients, treatment should be
initiated under close medical supervision
with low doses and causion titration.
Renal function should be assessed at
baseline and closely monitored during
treatment.

Hepatic failure

The antihypertensive effect of
lercanidipine can be potentiated in
patients with hepatic dysfunction.

Special Warnings and
Special Precautions for
Use




Rarely, ACE-inhibitors have been associated
with a syndrome that starts with cholestatic
jaundice or hepatitis and progresses to
fulminant hepatic necrosis and sometimes
death. The mechanism of this syndrome is not
understood. Patients receiving ACE-inhibitors
who develop jaundice or marked elevation of
hepatic enzymes should discontinue the ACE-
inhibitor and receive appropriate medical

follow up.

Hypersensitivity/angioneurotic oedema

Angioneurotic oedema with involvement of the
face, extremities, lips, tongue, glottis and/or
larynx, has been reported in patients treated
with ACE-inhibitors, including enalapril. It may
occur at any time during treatment. In such
cases, enalapril must be stopped immediately.
The patient is to be carefully monitored in
order to ensure that the symptoms have fully
resolved before discharge from the hospital.

Even in those instances where swelling of only
the tongue is involved, without respiratory
distress, patients may require prolonged
observation since treatment with
antihistamines and corticosteroids may not be
sufficient.
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Very rarely, fatalities have been reported due
to angioedema associated with laryngeal
oedema or tongue oedema.

Patients with involvement of the tongue,
glottis or larynx are likely to experience airway
obstruction, especially those with a history of
airway surgery.

When the tongue, glottis or larynx are affected
and are likely to cause airway obstruction,
appropriate treatment must be instituted
promptly (e.g. subcutaneous administration of
adrenalin 1:1000 (0.3 ml to 0.5 ml) and/or
measures to ensure a patent airway.

Rarely, a syndrome that starts with
cholestatic jaundice and progresses to
fulminant hepatic necrosis (sometimes
fatal) has been observed with ACE-
inhibitor treatment. The mechanism of
this syndrome is unclear. Patients who
develop jaundice or a marked rise in liver
enzymes with ACE-inhibitors must stop
taking the ACE-inhibitor and should be
given appropriate treatment.

Hypersensitivity/angioneurotic oedema

Angioneurotic oedema with involvement
of the face, extremities, lips, tongue,
glottis and/or larynx, has been reported in
patients treated with ACE-inhibitors,
including enalapril. It may occur at any
time during treatment. In such cases,
enalapril must be stopped immediately.
The patient is to be carefully monitored in
order to ensure that the symptoms have
fully resolved before discharge from the
hospital. In cases where the swelling was
limited to the face and lips, symptoms
generally resolved without treatment.
However, antihistamines were useful in
relieving the symptoms.

Angioneurotic oedema with laryngeal
involvement can be fatal. When the
tongue, glottis or larynx are affected and
are likely to cause respiratory obstruction,
appropriate treatment must be instituted
without delay (e.g. subcutaneous
administration of adrenalin [diluted
1:1000]) and/or measures to ensure a
patent airway.




Hyperkalaemia

An increase in serum potassium has been
observed in some patients on ACE-inhibitors
including enalapril. Risk factors for
hyperkalaemia are: 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 as well as
concurrent treatment with other drugs that
can lead to an increase in serum potassium
values (e.g. heparin).-H-concomitantuseofone-
of the-above-mentionedsubstancesis-
- i . I |
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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.
Hyperkalaemia can cause serious, sometimes
fatal arrhythmias. If concomitant use of
enalapril and any 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).

Lithium

The combination of lithium and enalapril is
generally not recommended (see section 4.5).

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

There is evidence that the concomitant use of
ACE-inhibitors, angiotensin Il receptor blockers
or aliskiren increases the risk of hypotension,
hyperkalaemia and decreased renal function
(including acute renal failure). Dual blockade of
RAAS through the combined use of ACE-
inhibitors, angiotensin Il receptor blockers or
aliskiren is therefore not recommended (see
sections 4.5 and 5.1).

If dual blockade therapy is considered
absolutely necessary, this should only occur
under specialist supervision and subject to
frequent close monitoring of renal function,
electrolytes and blood pressure.

ACE-inhibitors and angiotensin Il receptor
blockers should not be used concomitantly in
patients with diabetic nephropathy.

Hyperkalaemia

An increase in serum potassium has been
observed in some patients on ACE-
inhibitors including enalapril. Risk factors
for hyperkalaemia are: renal failure,
diabetes mellitus, concurrent treatment
with potassium-sparing diuretics,
potassium supplements or potassium-
containing salt substitutes as well as
concurrent treatment with other drugs
that can lead to an increase in serum
potassium values (e.g. heparin). If
concomitant use of one of the above-
mentioned substances is indicated, serum
potassium should be regularly monitored.




Other not recommended medications

This medicinal product is generally not
recommended in combinations with
lithium, potassium-sparing diuretics,
potassium supplements and estramustine
(see 4.5)

Lercanidipine

Pediatric population

Interaction studies have only been performed
in adults.

Enalapril maleate

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

Clinical trial data has shown that dual blockade
of the renin-angiotensin-aldosterone-system
(RAAS) through the combined use of ACE-
inhibitors, angiotensin Il receptor blockers or
aliskiren is associated with a higher frequency
of adverse events such as hypotension,
hyperkalaemia and decreased renal function
(including acute renal failure) compared to the
use of a single RAAS-acting agent (see sections
4.3,4.4and 5.1).

I

Potassium-sparing diuretics and potassium

supplements

ACE-inhibitors attenuate diuretic-induced
potassium loss. Potassium-sparing diuretics

Enalapril maleate

Some active substances or therapeutic
classes may favour the development of
hyperkalaemia: potassium salts,
potassium-sparing diuretics, ACE-
inhibitors, angiotensin Il inhibitors, non-
steroidal anti-inflammatory agents,
heparins (low molecular weight or
unfractionned), ciclosporin and
tacrolimus, trimethoprim.

The occurrence of hyperkalaemia may
depend on the existence of associated risk
factors.

This risk is increased in combination with
the above-mentioned medicinal products.

Not recommended combinations

Potassium-sparing diuretics and

potassium supplements

ACE-inhibitors attenuate diuretic-induced
potassium loss. Potassium-sparing

Interaction with Other

Medicaments and Other

Forms of Interaction




(e.g. spironolactone, eplerenone, triamterene
or amiloride), potassium supplements or
potassium-containing salt substitutes may lead
to significant increases in serum potassium. If
concomitant use is indicated because of
demonstrated hypokalaemia, they should be
used with caution and with frequent
monitoring of serum potassium (see section
4.4).

Non-steroidal anti-inflammatory drugs (NSAIDs)

Including Selective Cyclooxygenase-2 (COX-2)
Inhibitors

Non-steroidal anti-inflammatory drugs (NSAIDs)
including selective cyclooxygenase-2 inhibitors
(COX-2 inhibitors) may reduce the effect of
diuretics and others antihypertensive drugs.
Therefore, the antihypertensive effect of
angiotensin Il receptor antagonists or ACE-
inhibitors may be attenuated by NSAIDs
including selective COX-2 inhibitors.

The co-administration of NSAIDs (including
COX-2 inhibitors) and angiotensin Il receptor
antagonists or ACE-inhibitors exert an additive
effect on the increase in serum potassium, and
may result in a deterioration of renal function.
These effects are usually reversible. Rarely,
acute renal failure may occur, especially in
patients with compromised renal function
(such as the elderly or patients who are
volume-depleted, including those on diuretic
therapy). Therefore, the combination should be
administered with caution in patients with
compromised renal function. Patients should
be adequately hydrated and consideration

diuretics (e.g. spironolactone, triamterene
or amiloride), potassium supplements or
potassium-containing salt substitutes may
lead to significant increases in serum
potassium. If concomitant use is indicated
because of demonstrated hypokalaemia,
they should be used with caution and with
frequent monitoring of serum potassium
(see 4.4).

Estramustine:

Risk of increased adverse effects such as
angioneurotic oedema (angioedema) (see
4.4).

Combinations requiring precautions for

use

Non-steroidal anti-inflammatory drugs

(NSAIDs)

Chronic treatment with NSAIDs may
reduce the antihypertensive effect of an
ACE-inhibitor. NSAIDs and ACE-inhibitors
exert an additive effect on the increase in
serum potassium and may result in a
deterioration of renal function. This is
usually reversible. Rarely, acute renal
failure may occur, especially in patients
with impaired renal function such as
elderly or dehydrated patients.




should be given to monitoring renal function
after initiation of concomitant therapy and
periodically thereafter.

Baclofen

Antiscidsi | bioavailabilitvof
ACE inbibitors.

Sympathomimetics

Sympathomimetics may reduce the
antihypertensive effects of ACE-inhibitors. A-
decreased-responseto-pressoramines{e.g

ine) ible. Efici
preclude-theiruse:

Baclofen

Increased antihypertensive effect.
Monitor blood pressure and adapt
antihypertensive dosage if necessary.

Ciclosporin

Ciclosporin increases the risk of
hyperkalaemia with ACE inhibitors.

Combinations to be taken into account

Amifostine

Increased antihypertensive effect.

Corticosteroids, tetracosactide (systemic)

(except hydrocortisone used as a

substitute in Addison’s disease):

Reduced antihypertensive effect
(corticosteroid-induced salt/volume
retention).

Allopurinol, cytostatic or

immunosuppressive agents, systemic

corticosteroids or procainamide

Concomitant administration with ACE
inhibitors may lead to an increased risk for
leucopenia.

Antacids

Antiacids induce decreased bioavailability
of ACE inhibitors.

Sympathomimetics

Sympathomimetics may reduce the
antihypertensive effects of ACE-inhibitors.
A decreased response to pressor amines
(e.g adrenaline) is possible, but not
sufficient to preclude their use.

Pregnancy

For enalapril

The use of ACE inhibitors (enalapril) is not

Pregnancy

For enalapril

The use of ACE inhibitors (enalapril) is not

Pregnancy and Fertility,
Lactation




recommended during the first trimester of
pregnancy (see section 4.4).The use of ACE
inhibitors (enalapril) is contra-indicated during
the second and third trimesters of pregnancy
(see sections 4.3 and 4.4).

Epidemiological evidence regarding the risk of
teratogenicity following exposure to ACE
inhibitors during the first trimester of
pregnancy has not been conclusive; however a
small increase in risk cannot be excluded.
Unless continued ACE inhibitor therapy is
considered essential, patients planning
pregnancy should be changed to alternative
anti-hypertensive treatments which have an
established safety profile for use in pregnancy.
When pregnancy is diagnosed, treatment with
ACE inhibitors should be stopped immediately,
and, if appropriate, alternative therapy should
be started.

Exposure to ACE inhibitor therapy during the
second and third trimesters is known to induce
human foetotoxicity (decreased renal function,
oligohydramnios, skull ossification retardation)
and neonatal toxicity (renal failure,
hypotension, hyperkalaemia)- (See section 5.3).
Maternal oligohydramnios, presumably
representing decreased fetal renal function,
has occurred and may result in limb
contractures, craniofacial deformations and
hypoplastic lung development. Should
exposure to ACE inhibitor have occurred from
the second trimester of pregnancy, ultrasound
check of renal function and skull is
recommended. Infants whose mothers have
taken ACE inhibitors should be closely observed
for hypotension (see sections 4.3 and 4.4).

For enalapril and lercanidipine in association

There are no or limited amount of data from
the use of enalapril maleate/lercanidipine HCI
in pregnant women. Animal studies are
insufficient with respect to reproductive
toxicity (see section 5.3). Vasodip Combo
should not be used in the second and third
trimester of pregnancy. It is not recommended
in the first trimester of pregnancy and in
women of childbearing potential not using
contraception.

recommended during the first trimester of
pregnancy (see 4.4).The use of ACE
inhibitors (enalapril) is contra-indicated
during the second and third trimesters of
pregnancy (see 4.3 and 4.4).

Epidemiological evidence regarding the
risk of teratogenicity following exposure
to ACE inhibitors during the first trimester
of pregnancy has not been conclusive;
however a small increase in risk cannot be
excluded. Unless continued ACE inhibitor
therapy is considered essential, patients
planning pregnancy should be changed to
alternative anti-hypertensive treatments
which have an established safety profile
for use in pregnancy. When pregnancy is
diagnosed, treatment with ACE inhibitors
should be stopped immediately, and, if
appropriate, alternative therapy should be
started.

Exposure to ACE inhibitor therapy during
the second and third trimesters is known
to induce human foetotoxicity (decreased
renal function, oligohydramnios, skull
ossification retardation) and neonatal
toxicity (renal failure, hypotension,
hyperkalaemia). (See 5.3). Should
exposure to ACE inhibitor have occurred
from the second trimester of pregnancy,
ultrasound check of renal function and
skull is recommended. Infants whose
mothers have taken ACE inhibitors should
be closely observed for hypotension (see
4.3 and 4.4).

For enalapril and lercanidipine in
association

Consequently, the use of Vasodip Combo
is not recommended during the first
trimester of pregnancy and it is
contraindicated from the second
trimester of pregnancy onwards.




Summary of the safety profile

The safety of Vasodip Combo has been
evaluated in five double-blind controlled
clinical studies and in two long term open-label
extension phases. In total, 1,141 patients have
received Vasodip Combo at a dose of 10 mg/10
mg, 20 mg/10 mg and 20 mg/20 mg. The
undesirable effects observed with combination
therapy have been similar to those already
observed with one or the other of the
constituents given alone. The most commonly
reported adverse reactions during treatment
with Vasodip Combo were cough (4.03%),
dizziness (1.67%) and headache (1.67%).

Tabulated summary of adverse reactions

In the table below, adverse reactions reported
in clinical studies with Vasodip Combo 10
mg/10 mg, 20 mg/10 mg and 20 mg/20 mg and
for which a reasonable causal relationship
exists are listed by MedDRA system organ class
and frequency: very common (> 1/10), common
(=1/100 to <1/10), uncommon (=1/1,000 to
<1/100), rare (= 1/10,000 to < 1/1,000), very
rare (<1/10,000) not known (cannot be
estimated from the available data).

l . palpitations, Tac! g
collapse*
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Undesirable effects

The undesirable effects of the combined
preparation are similar to those that have
been observed with one or other of the
constituents when given alone.

The MedDRA system organ class and
frequency convention has been followed:
very common (> 1/10), common (>1/100
to <1/10), uncommon (=1/1000 to
<1/100), rare (= 1/10000 to < 1/1000),
very rare (<1/10000) not known (cannot
be estimated from the available data).

In controlled clinical trials using the
combination lercanidipine hydrochloride
10 mg/ enalapril maleate 10 mg and
including 329 patients, undesirable effect
were reported as shown in the following
table.

Adverse drug reactions observed with
Vasodip Combo 10:

Immune system disorders:
Uncommon: Hypersensitivity*
Nervous system disorders:
Common: Dizziness
Uncommon: Headache

Ear and labyrinth disorders:

Common: vertigo, including vertigo
positional

Cardiac disorders:
Uncommon: Palpitations, Tachycardia*
Vascular disorders:

Uncommon: Hypotension*, Circulatory
collapse*

Respiratory, thoracic and mediastinal
disorders:

Common: Cough
Uncommon: Dry throat*

Gastrointestinal disorders:

Adverse events




Uncommon:-Dermatitis® Erythema® Lip
. ’ 7
cedema* Urticaria*
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Uncommon: Abdominal pain upper*,
Nausea*

Skin and subcutaneous tissue disorders:

Uncommon: Dermatitis*, Erythema*, Lip
oedema¥*, Urticaria*

Musculoskeletal and connective tissue
disorders:

Uncommon: Arthralgia*
Renal and urinary disorders:
Uncommon: Polyuria*, Pollakiuria*

Reproductive system and breast
disorders:

Uncommon: Erectile dysfunction*

General disorders and administration site
condition:

Uncommon: Fatigue, Asthenia*
Investigations:

Uncommon: Hemoglobin decreased
Note: *in 1 patient only

In controlled clinical trials using the
combination lercanidipine hydrochloride
10 mg/ enalapril maleate 20 mg and
including 410 patients, undesirable effect
were reported as shown in the following
table.

Adverse drug reactions observed with
Vasodip Combo 20:

Immune system disorders:
Uncommon: Angioedema*

Blood and lymphatic system disorders:
Uncommon: Thrombocytopenia

Metabolism and nutrition disorders:
Uncommon:
Hypertriglyceridaemia*

Psychiatric disorders:
Uncommon: Anxiety*
Nervous system disorders:

Common: Headache, Dizziness (including
dizziness postural)

Cardiac disorders:




Blood and lymphatic system disorders
Uncommon: Thrombocytopenia

Rare: Haemoglobin decreased
Immune System Disorders

Rare: Hypersensitivity

Metabolism and nutrition disorders
Uncommon: Hyperkalaemia
Psychiatric disorders

Uncommon: Anxiety

Nervous system disorders

Uncommon: Palpitations
Vascular disorders:
Common: Flushing
Uncommon: Hypotension*

Respiratory, thoracic and mediastinal
disorders:

Common: cough

Uncommon: Pharyngolaryngeal pain*
Gastrointestinal disorders:

Uncommon: Abdominal pain,
Constipation*, Dyspepsia*,

Nausea*, Tongue disorder*

Skin and subcutaneous tissue disorders:

Uncommon: Erythema*, Rash*

Musculoskeletal and connective tissue
disorders:

Uncommon: Arthralgia*
Renal and urinary disorders:
Uncommon: Nocturia*

General disorders and administration site
condition:

Common: Oedema peripheral

Uncommon: Asthenia, Fatigue, Feeling
hot*

Investigations:
Uncommon: ALT increased, AST increased

Note: *in 1 patient only




Common: Dizziness, headache
Uncommon: Dizziness postural

Ear and labyrinth disorders
Uncommon: Vertigo

Rare: Tinnitus

Cardiac Disorders

Uncommon: Tachycardia, palpitations
Vascular disorders

Uncommon: Flushing, hypotension
Rare: Circulatory collapse

Respiratory, thoracic and mediastinal
disorders

Common: Cough
Rare: Dry throat, oropharingeal pain
Gastrointestinal disorders

Uncommon: Abdominal pain, constipation,
nausea

Rare: Dyspepsia, lip oedema, tongue disorder,
diarrhoea, dry mouth, gingivitis

Hepatobiliary Disorders

Uncommon: ALT increased, AST increased
Skin and sub-cutaneous tissue disorders
Uncommon: Erythema

Rare: Angioedema, swelling face, dermatitis,
rash, urticaria

Musculoskeletal, connective tissue disorders
Uncommon: Arthralgia

Renal and urinary disorders

Uncommon: Pollakiuria

Rare: Nocturia, polyuria

Reproductive System and Breast Disorders
Rare: Erectile dysfunction

Erectile dysfunction

General disorders and administration site
conditions

Uncommon: Asthenia, fatigue, feeling hot,
oedema peripheral




Undesirable effects occurring in one patient
only are reported under the frequency rare.

Additional information on the individual
components

Lercanidipine alone

Enalapril alone

Among the adverse drug reactions reported for
enalapril are:

Blood and lymphatic system disorders:

Uncommon: anaemia (including aplastic and
haemolytic forms)

Rare: neutropenia, decreases in hemoglobin,
decreases in hematocrit, thrombocytopenia,
agranulocytosis, bone marrow depression,
pancytopenia, lymphadenopathy, autoimmune
disorder.

Endocrine disorders:

Not known: syndrome of inappropriate
antidiuretic hormone secretion (SIADH)

Cardiac and vascular disorders:
Very common: dizziness

Common: hypotension (including orthostatic
hypotension), syncope , theraciepain, rhythm
disturbances, angina pectoris, tachycardia,
chest pain

Uncommon: palpitations, myocardial infarction
or cerebrovascular accident*, possibly
secondary to excessive hypotension in high-risk
patients (see section 4.4)

Rare: Raynaud's phenomenon

* Incidence rates were comparable to those in
the placebo and active control groups in the
clinical trials.

Additional information on the individual
components.

Lercanidipine alone

Adverse reactions occurred in
approximately 1.8% of patients
treated.

Enalapril alone

Among the adverse drug reactions
reported for enalapril are:

Blood and lymphatic system disorders:

Uncommon: anaemia (including aplastic
and haemolytic forms)

Rare: neutropenia, thrombocytopenia,
agranulocytosis, bone marrow failure,
pancytopenia, lymphadenopathy.

Cardiac disorders:

Common: myocardial infarction, possibly
secondary to excessive hypotension in
high-risk patients (see 4.4), thoracic pain,-
arrhythmias, angina pectoris, tachycardia
Uncommon: palpitations

Vascular disorders:

Common: hypotension, syncope,
cerebrovascular accident, possibly
secondary to excessive hypotension in
high-risk patients (see 4.4)

Uncommon: flushing, orthostatic
hypotension

Rare: Raynaud's phenomenon

Respiratory, thoracic and mediastinal
disorders:

Very common: cough

Common: dyspnoea




Skin and subcutaneous tissue disorders:

Common: Rash, hypersensitivity/angioneurotic
edema: angioneurotic oedema of the face,
extremities, lips, tongue, glottis and/or larynx
have been reported (see section 4.4)

Uncommon: hyperhidrosis, pruritus, urticaria,
alopecia

Rare: erythema multiforme, Stevens-Johnson
syndrome, dermatitis exfoliative, toxic
epidermal necrolysis, pemphigus,
erythroderma.

Reproductive system and breast disorders:
Uncommon: erectile-dysfunetion-impotence
Rare: gynaecomastia

General disorders and administration site
conditions:

Very common: asthenia
Common: fatigue

Uncommon: muscle cramps malaise, tinnitus,
flushing, fever

4.10 Overdose

Uncommon: rhinorrhoea,
pharyngolaryngeal pain and dysphonia,
bronchospasms/asthma

Rare: lung infiltration, rhinitis, alveolitis
allergic/eosinophilic pneumonia

Skin and subcutaneous tissue disorder
Common: Rash

Uncommon: hyperhidrosis, pruritus,
urticaria, alopecia

Rare: erythema multiforme, Stevens-
Johnson syndrome, dermatitis exfoliative,
toxic epidermal necrolysis, pemphigus.

Reproductive system and breast disorders:
Uncommon: erectile dysfunction
Rare: gynaecomastia

General disorders and administration site
conditions:

Very common: asthenia
Common: fatigue, chest pain

Uncommon: malaise

4.9 Overdose

Up to the present time, no cases of Vasodip
Combo overdose have been reported.

The likeliest symptoms of overdose are sevg
hypotension, bradycardia, reflex
tachycardia, shock, stupor, electrolyte
disturbances and renal failure.

Management of overdose:

Treatment is principally directed towards
elimination of the poison and restoration
of stable cardiovascular conditions.

Following oral ingestion, copious gastric




lavage — possibly combined with intestinal
irrigation —is indicated.

Experience with lercanidipine overdose
Symptoms:

As with other dihydropyridines, overdose m
be expected to cause excessive peripheral
vasodilatation with marked hypotension
and reflex tachycardia.

In post-marketing experience, three cases g
overdose have been reported (150 mg,

280 mg and 800 mg of lercanidipine
respectively had been ingested in an
attempt to commit suicide). The first
patient developed sleepiness. The second
patient developed cardiogenic shock with
severe myocardial ischaemia and mild
renal failure. The third patient showed
vomiting and hypotension.

All patients recovered without sequelae.

Treatment:

In the above mentioned cases, treatment
consisted respectively in: gastric lavage;
high-dose catecholamines, furosemide,
digitalis and parenteral plasma
expanders; activated charchoal, laxatives
and intravenous dopamine.

In the case of severe hypotension, bradycar|
and unconsciousness, cardiovascular
support can be helpful, with intravenous
atropine to counteract the bradycardia.

In view of the prolonged pharmacological a
of lercanidipine, the cardiovascular status
of patients who have taken an overdose
must be monitored for at least 24 hours.
There is no information on the value of
dialysis. Since lercanidipine is highly
lipophilic, it is very unlikely that plasma
levels will be indicative of the duration of
the risk phase. Dialysis may not be
effective.

Experience with enalapril overdose

Limited data are available on overdose in
humans.

Symptoms:

The most prominent features of overdose
reported to date are marked hypotension
(beginning some 6 hours after ingestion
of the tablets), concomitant with
blockage of renin-angiotensin system, and




In the post-marketing experience, some cases
of intentional overdose requiring
hospitalization were reported with
administration of enalapril/lercanidipine at
doses from 100 up to 1000 mg each. The
reported symptoms (blood pressure systolic
decreased, bradycardia, restlessness,
somnolence and flank pain) could also be due
to the concomitant administration of high
doses of other drugs (e.g. beta-blockers).

Symptoms of overdose with enalapril and
lercanidipine alone:

The most prominent features of overdose
reported with enalapril to date are marked
hypotension (beginning some six hours after
ingestion of the tablets), concomitant with
blockade of the renin-angiotensin system, and
stupor. Symptoms associated with overdose of
ACE-inhibitors may include circulatory shock,
electrolyte disturbances, renal failure,
hyperventilation, tachycardia, palpitations,

stupor.

Symptoms associated with overdose of ACE|
inhibitors may be circulatory shock,
electrolyte disturbances, renal failure,
hyperventilation, tachycardia,

palpitations, bradycardia, dizziness,

anxiety and cough. Serum enalaprilat

levels 100- and 200-fold higher than
usually seen after therapeutic doses have
been reported after ingestion of 300 mg
and 440 mg of enalapril, respectively.

Treatment:

The recommended treatment of overdose ig
intravenous infusion of saline solution. If
hypotension occurs, the patients should
be placed in the shock position. If
available, treatment with angiotensin Il
infusion and/or intravenous
catecholamine may also be considered. If
the tablets were ingested is recently,
measures to eliminate enalapril maleate
should be taken (e.g. vomiting, gastric
lavage, administration of adsorbents or
sodium sulphate). Enalaprilat can be
removed from the circulation by
haemodialysis (see 4.4). Pacemaker
therapy is indicated for therapy-resistant
bradycardia. Vital signs, serum
electrolytes and creatinine should be
continuously monitored.




bradycardia, dizziness, anxiety and cough.
Serum enalaprilat levels 100- and 200-fold
higher than usually seen after therapeutic
doses have been reported after ingestion of
300 mg and 440 mg of enalapril respectively.

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

Treatment of cases of overdose with enalapril
and lercanidipine alone:

The recommended treatment of overdosage
with enalapril is intravenous infusion of saline
solution. If hypotension occurs, the patients
should be placed in the shock position. If
available, treatment with angiotensin Il infusion
and/or intravenous catecholamines may also
be considered. If the tablets were ingested
recently, measures to eliminate enalapril
maleate should be taken (e.g. vomiting, gastric
lavage, administration of absorbents or sodium
sulfate). Enalaprilat can be removed from the
circulation by haemodialysis (see section 4.4).
Pacemaker therapy is indicated for therapy-
resistant bradycardia. Vital signs, serum
electrolytes and creatinine should be
continuously monitored.

With lercanidipine, in the case of severe
hypotension, bradycardia and unconsciousness,
cardiovascular support can be helpful, with
intravenous atropine to counteract the
bradycardia. In view of the prolonged
pharmacological action of lercanidipine, the
cardiovascular status of patients who have
taken an overdose must be monitored for at
least 24 hours. There is no information about
the value of dialysis. Since the drug is highly
lipophilic, it is very unlikely that plasma levels
will be indicative of the duration of the risk
phase. Dialysis may not be effective.

Enalapril

In short-term clinical studies in diabetic and
non-diabetic patients with renal disease,
decreases in albuminuria and urinary excretion
of IgG and total urinary protein were seen after
the administration of enalapril.

Two large randomised, controlled trials
ONTARGET (ONgoing Telmisartan Alone and in
combination with Ramipril Global Endpoint
Trial) and VA NEPHRON-D (The Veterans Affairs
Nephropathy in Diabetes) have examined the
use of the combination of an ACE-inhibitor with

PHARMACOLOGICAL
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an angiotensin Il receptor blocker.

ONTARGET was a study conducted in patients
with a history of cardiovascular or
cerebrovascular disease, or type 2 diabetes
mellitus accompanied by evidence of end-organ
damage. VA NEPHRON-D was a study in
patients with type 2 diabetes mellitus and
diabetic nephropathy.

These studies have shown no significant
beneficial effect on renal and/or cardiovascular
outcomes and mortality, while an increased risk
of hyperkalaemia, acute kidney injury and/or
hypotension as compared to monotherapy was
observed. Given their similar pharmacodynamic
properties, these results are also relevant for
other ACE-inhibitors and angiotensin Il receptor
blockers.

ACE-inhibitors and angiotensin Il receptor
blockers should therefore not be used
concomitantly in patients with diabetic
nephropathy.

ALTITUDE (Aliskiren Trial in Type 2 Diabetes
Using Cardiovascular and Renal Disease
Endpoints) was a study designed to test the
benefit of adding aliskiren to a standard
therapy of an ACE-inhibitor or an angiotensin Il
receptor blocker in patients with type 2
diabetes mellitus and chronic kidney disease,
cardiovascular disease, or both. The study was
terminated early because of an increased risk
of adverse outcomes. Cardiovascular death and
stroke were both numerically more frequent in
the aliskiren group than in the placebo group
and adverse events and serious adverse events
of interest (hyperkalaemia, hypotension and
renal dysfunction) were more frequently
reported in the aliskiren group than in the
placebo group.

Enalapril/Lercanidipine

The combination of these substances has an
additive antihypertensive effect, reducing
blood pressure to a greater degree than either
component alone.

In a placebo and active-controlled randomized
double blind study with a factorial design
conducted on 1,039 patients with moderate
hypertension (defined as office SDBP 100-109
mmHg, SSBP < 180 mmHg and home DBP > 85
mmHg), patients on enalapril
20mg/lercanidipine 20 mg had a significantly
greater reductions in office and home SDBP
and SSBP compared with placebo (P<0.001).
Clinically relevant differences in the change




from baseline in office SDBP at trough were
observed between combination therapy
20mg/20mg (-15.2 mmHg, n=113) in
comparison with enalapril 20mg (-11.3 mmHg,
P=0.004, n=113) or lercanidipine 20mg alone (-
13.0 mmHg, P=0.092, n=113). Similarly,
clinically relevant differences were observed in
the change from baseline in office SSBP at
trough between combination therapy
20mg/20mg (—19.2 mmHg) compared with
lercanidipine 20mg (—13.0 mmHg, P=0.002) or
enalapril 20mg alone (—15.3 mmHg, P=0.055).
Clinically relevant differences were also
observed in home SBP and DBP. A significant
increase in the responder rates for SDBP (75%)
and SSBP (71%) was observed with
combination therapy 20mg/20mg over placebo
(P<0.001) and both monotherapies (P<0.01).
Normalization of blood pressure was achieved
by a higher percentage of patients treated with
combination therapy 20mg/20mg (42%) than
with placebo (22%).

Distribution

Following absorption, oral enalapril is rapidly
and extensively hydrolysed to enalaprilat, a
potent angiotensin-converting enzyme
inhibitor. Peakserum-concentrationsof

. 304 ¢ |
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ot ¢ L follow
concentrations-of-enalaprilat-wasreached-after
fourdays-oftreatment: Peak serum
concentrations of enalaprilat occur about 4
hours after an oral dose of enalapril maleate.
The effective half-life for accumulation of
enalaprilat following multiple doses of oral
enalapril is 11 hours. In subjects with normal
renal function, steady-state serum
concentrations of enalaprilat was reached after
four days of treatment.

Over the range of concentrations which are
therapeutically relevant, enalapril binding to
human plasma proteins does not exceed 60%.

Distribution

Following absorption, oral enalapril is
rapidly and extensively hydrolysed to
enalaprilat, a potent angiotensin-
converting enzyme inhibitor. Peak serum
concentrations of enalaprilat occur 3 to 4
hours after an oral dose of enalapril
maleate. The effective half-life for
accumulation of enalapril following
concentrations of enalaprilat was reached
after four days of treatment.

Over the range of concentrations which
are therapeutically relevant, enalapril
binding to human plasma proteins does
not exceed 60%.

Pharmacokinetic
properties

Lercanidipine

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-antagonist,
predominantly reflecting exaggerated

Lercanidipine

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-
antagonist, predominantly reflecting

Preclinical safety data




pharmacodynamic activity.

| dinine.sl -
. ¢ carei e .

Non —clinical data reveal no special hazard for
humans based on conventional studies of
safety pharmacology, repeated dose toxicity,
genotoxicity, carcinogenic potential, toxicity to
reproduction.

exaggerated pharmacodynamic activity.

Lercanidipine showed no genotoxicity or
evidence of carcinogenic hazard.
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