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receptor blocker in case of intolerance

to ACE inhibitors), a beta-blocker,
diuretics, and when appropriate
cardiac glycosides. Patients should be

stable (without acute failure) when
bisoprolol treatment is initiated.

It is recommended that the treating
physician should be experienced in
the management of

chronic heart failure.

Transient worsening of heart failure,
hypotension, or bradycardia may
occur during the

titration period and thereafter.

increased slowly. In all cases
the dosage should be adjusted
individually, in particular
according to the pulse rate and
therapeutic success.

Hypertension
The recommended dosage is 5

mg bisoprolol fumarate once
daily.

In milder forms of
hypertension (diastolic blood
pressure up to 105 mmHg)
therapy with 2.5 mg once
daily may be adequate.

If necessary, the dosage may
be increased to 10 mg once

VN vopo M LYPL 1o¥a P9
- _Treatment of stable chronic, moderate | - Hypertension 4.1 Therapeutic
to severe heart failure with impaired - Coronary heart disease indications
systolic ventricular function (_ejection (angina pectoris)
fraction < 35 %, determined by
echocardiography) in addition to ACE
inhibitors and diuretics, and optionally
cardiac glycosides.
- Hypertension
- Coronary heart disease (angina
pectoris)
o Heart Failure Treatment should principally 4.2 Posology
Standard treatment of CHF consists of | be initiated gradually with low and—method{-of
an ACE inhibitor (or an angiotensin doses, which are then administration




Titration phase

The treatment of stable chronic heart
failure with bisoprolol requires a
titration phase

The treatment with bisoprolol is to be
started with a gradual uptitration
according to the

following steps:

 1.25 mg once daily for 1 week, if
well tolerated increase to

» 2.5 mg once daily for a further week,

if well tolerated increase to

* 3.75 mg once daily for a further
week, if well tolerated increase to

* 5 mg once daily for the 4 following
weeks, if well tolerated increase to
7.5 mg once daily for the 4
following weeks, if well tolerated
increase to

» 10 mg once daily for the
maintenance therapy.

The maximum recommended dose is
10 mqg once daily.

Close monitoring of vital signs (heart
rate, blood pressure) and symptoms of
worsening heart

failure is recommended during the
titration phase. Symptoms may
already occur within the

first day after initiating the therapy.

oo sopene

Treatment modification

If the maximum recommended dose is
not well tolerated, gradual dose
reduction may be

considered.

In case of transient worsening of heart
failure, hypotension, or bradycardia
reconsideration of

the dosage of the concomitant
medication is recommended. It may
also be necessary to

temporarily lower the dose of

daily. Any further increase of
dosage is justified only in
exceptional cases.

The maximum recommended
dosage is 20 mg once daily.

Coronary heart disease
(angina pectoris)

The recommended dosage is 5
mg bisoprolol fumarate once
daily.

If necessary, the dosage may
be increased to 10 mg once
daily. Any further increase of
dosage is justified only in
exceptional cases.

The maximum recommended
dosage is 20 mg once daily.

Dosage in hepatic and/or
renal insufficiency

In patients with liver or kidney
function disorders of mild to
moderate severity no dosage
adjustment is normally
required. In patients with
severe kidney function
disorders (creatinine clearance
< 20 ml/min) and in patients
with severely impaired liver
function a daily dose of 10 mg
bisoprolol fumarate should not
be exceeded.

There is only limited
experience with the use of
bisoprolol in dialysis patients.
There are no indications of the
necessity to alter the dose
regimen.

Elderly people
No dose adjustment is

required in elderly patients.

Children

There is no therapeutic
experience with bisoprolol in
children. Therefore, its use
cannot be recommended for
children.

The film-coated tablets are to




bisoprolol or to consider
discontinuation.

The reintroduction and/or uptitration
of bisoprolol should always be
considered when the

patient becomes stable again.

If discontinuation is considered,
gradual dose decrease is
recommended, since abrupt
withdrawal may lead to acute

deterioration of the patients condition.

Treatment of stable chronic heart
failure with bisoprolol is generally
a long-term treatment.

Patients with hepatic or renal
impairment

There is no information regarding
pharmacokinetics of bisoprolol in
patients with chronic heart failure and

with impaired hepatic or renal
function. Uptitration of the dose in
these populations should therefore be
made with additional caution.

be swallowed whole with
some liquid in the morning
before, during or after
breakfast. Do not chew tablets.

The duration of treatment is
not limited. It depends upon
the nature and severity of the
disease.

Concor therapy should not be
stopped abruptly, particularly
not in patients with coronary
heart disease, as this may lead
to acute deterioration of the
patient's condition. If
discontinuation of therapy
becomes necessary, the dose
should be gradually reduced
(e.g. halving of the dose at
weekly intervals).

-second or third degree AV block
{without a pacemaker}

-sick sinus syndrome

-sinoatrial block

-symptomatic bradycardia
-symptomatic hypotension

-severe bronchial asthma ersevere

chronic obstructive pulmenary

-second or third degree AV
block (without a pacemaker)
-sick sinus syndrome
-sinoatrial block
-symptomatic bradycardia
-symptomatic hypotension
-severe bronchial asthma or
severe chronic obstructive
pulmonary dysfunction

4.3.
Contraindications




The treatment of stable chronic heart
failure with bisoprolol has to be
initiated with a special

titration phase.

Especially in patients with ischaemic
heart disease the cessation of therapy
with bisoprolol

must not be done abruptly unless
clearly indicated, because this may lead
to transitional

worsening of heart condition.

The initiation and cessation of
treatment with bisoprolol
necessitates reqular monitoring.

fatlure.

There is no therapeutic experience of
bisoprolol treatment of heart failure in
patients with the

following diseases and conditions:

« insulin dependent diabetes mellitus
type |

» severely impaired renal function

« severely impaired hepatic function

* restrictive cardiomyopathy

» congenital heart disease

« haemodynamically significant organic
valvular disease

» myocardial infarction within 3 months

Combination of bisoprolol with calcium

antagonists of the verapamil or
diltiazem type, with

Class | antiarrhytmic drugs and with
centrally acting antihypertensive drugs
is generally not

recommended, for details please refer
to section 4.5.

Although cardioselective (betal) beta-
blockers may have less effect on lung
function than

non-selective beta-blockers, as with all
beta-blockers, these should be avoided

Concor therapy should not be
stopped abruptly, particularly
not in patients with coronary
heart disease, as this may lead
to transitory deterioration of the
patient’s condition (see section
4.2).

Concor must be used with
caution in patients with
hypertension or angina pectoris

and accompanying heart failure.

Use of Concor may give
positive results in doping tests.

4.4  Special
warnings and
special
precautions for
use




in patients with obstructive airways
diseases, unless there are compelling
clinical reasons for their use. Where
such reasons exist, Concor may be used
with caution.

uselel _Sellnee_l i) g'fe positive

Combinations Cencomitant Concomitant administration 45 Interaction
administration-with-the-following with the following drugs only with other
drugss not recommended: with caution: medicinal

Class | antiarrhythmic drugs (e.qg.
quinidine, disopyramide; lidocaine,
phenytoin; flecainide, propafenone):
Effect on atrio-ventricular conduction
time may be potentiated and negative
inotropic effect increased.

Class I antiarrhythmic agents
(e.g. quinidine, disopyramide,
lidocaine, phenytoin, flecainide,
propafenone): Effect on atrio-
ventricular conduction time may
be potentiated and negative
inotropic effect increased.

products and
other forms of
interaction

Cardiac disorders
Very common: bradycardia.
Common: worsening of heart failure.

Uncommon Bradyeardia,-AV-

conduction disturbances;
\oteriorati  oxcisting | cail
Vascular disorders
Common Sensation-ofcold-or
numb-extremities-feeling of coldness or
numbness in the extremities,

hypotension.
Uncommon:

hypotension.

orthostatic

General disorders and-administration
- e

Common

Fatiguefatigue*

Unecommon——Asthenia

asthenia,

. _
at the start of treatment. They are-
comopn el ol pee b
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Cardiac disorders
Uncommon Bradycardia,
AV-conduction disturbances,
deterioration of existing heart
failure

Vascular disorders
Common Sensation of cold or
numb extremities

General disorders and
administration site conditions
Common Fatigue*
Uncommon Asthenia

*These symptoms occur
especially at the start of
treatment. They are
generally mild and mostly
disappear within 1-2 weeks.

4.8 Undesirable
effects




5.1 Pharmacodynamic properties

5.1 Pharmacodynamic
properties

The maximum effect of
bisoprolol sets in 3-4 hours
after oral administration.
The plasma elimination
half-life of 10-12 hours
results in 24-hour efficacy
when administered once
daily. In general, the
maximum antihypertensive
effect of bisoprolol is
achieved after 2 weeks of
treatment.

Bisoprolol suppresses the
response to
sympathoadrenergic activity
by blocking cardiac beta;-
receptors. This causes
slowing of the heart beat
and decreasing contractility
thus leading to reduced
mycocardial oxygen
consumption. The latter
represents the desired effect
in patients with angina
pectoris and underlying
coronary heart disease.

5.
Pharmacological
properties




