PACKAGE LEAFLET

MRRUK

Concor® 5 mg / Concor® 10 mg

Active ingredient: bisoprolol hemifumarate

1. NAME OF THE MEDICINAL PRODUCT
Concor 5 mg film-coated tablet
Concor 10 mg film-coated tablets.

2. QUALITATIVE AND QUANTITATIVE COMPOSITION
Concor § mg: Each tablet contains 5 mg bisoprolol fum:
Goneor 10120: il conans 10.1 ioproll Tmaree.
For the full st of excipients, see section 6.1

3. PHARMACEUTICAL FORM
Fim-coated tablet
Visual appearance:

mg: yellowish white, hear-shaped, fim-coated tablefs scored on both sides.

Concor 10 mg: pale orange-ight orange, heart-shaped, fim-coated tablets scored on both
sides.

4. CLINICAL PARTICULARS

4 eutic indications
+"" High blood pressure (hypertension)

‘Treatment of stable chronic heart failure with reduce systolic left ventricular
function in addition to ACE inhibitors, and diuretics, and optionally cardiac.
glycosides (for additional information see section 4.2, 4.4 and 5.1).

42 Posology and method of administration

Tre: dise:
Aaine For o manons e otage.is 5 mg bisoproe famarate once daiy
I necossar,te dose may be ncroased 1 10mg iioproll umarats once daiy

‘The maximum recommended dose is 20 mg once daily.

In all case: in par

and therapeutic success.

Treatment of stable chronic heart falur

Standard toatmont of GHE congi of an ACE inhibior (or an angioensin recepior
blocker in case of intolerance to ACE inhibitors), a beta-blocker, diurelics, ant
appropriate cardiac glycosides.

Monoamine oxidase inhibitors (except MAO-B inhibitors): Enhanced hypotensive
effect of the betarblockers but also risk of hypertensive crsis
4.6 Fertility, pregnancy and lactation

Bisoprolol has pharmacological effecs that may cause harmful effects on prognancy
andior the foetusiewbor. In general, f-adrenoceplor blockers reduce placental
perfusion, which has been associated with growth refardation, intrauterine death,
abortion o early labour. Adverse effects (e.g. hypoglycaemia and bradycarcia) may
el e fsks nd netor et | eaimnt wi racronocoplor bockers &
Bi-selective adrenoceptor blockers are preferable. Concor is not
vecommended Guing rognany uiees oty ecarsty N vecmen o consersd
oritoring of the uteroplacental blood flow and the foetal growth is
fecommendad. In cas0 of amiul fectson pregnancy o o focus consideraton of
altemaiive reatment is recommended. The newbom infant must be ciosely monitored
Symploms of hypoghcaemia and bracycaria ars general o be expectad i e
st 3 days
Bsastntion
There are o daa anth excratonof bisoprolol n human breast ik of e sfey of
bisoprolol exposure in infants.
Tharaiore. reasieong s ot rscommended duing administalon o Goncor
47 Effects on ability to drive and use machines
In a study with coronary heart disease patients bisoprolol did not impair diving
performance. However, due to indiidual variations in reactions to the drug, the abilty
o v a et or 1 opaate machiney may b Impaiec. T s 1o be considered
paricularly at star of ireatment and upon change of medication as well as in
Corhncion witslchol
48 Undesirable effect
Thoolowing dfniions apoly o the frequency temminaogy used
vy camna (110, Comeon 2 100, < 110 ncoran & o%0. < 100,
T TR 006, 11600 vry v (110
investigation
Rare: Icreased tigycerdes, Increased ver enzymes (ALAT, ASAT)

(in )
Common;wersening of heat vawwe (m patents i vl et e).
-existing heart failure

Itis recommended that the treating physician be experienced in the management of
chronic heart faiure.
Transient worsening of heart ailure, hypotension, or bradycardia may occur during the
et patd and et
Titration phas:
The reamont o stable chroric ear falre it bisoprolol equiresa raon phese, The
treatment with bisoprolol is 1o be started with a gradual uptiration according
olowing steps

1.25 mg once daily for 1 week, if well tolerated increase to
- 2.5 mg once daily for a further week, f well tolerated increase to
- 275 mgonce daly o a e week,f el olrated ncrease o

Un patients with hypewns\an or angma pectons), bradycarda (n paténis. with
hypertension or angina pectoris)

Nervous system disorders

Common: dizziness*, headache*

Rare: syncop

Rare: reduced tear flow (to be considered if the patient uses contact lenses)
Very rare: conjunctivits

Ear and labyrinth disorders

Rare: hearing disorders

= 3mg once dalyfor e 4 foowing weeks,
ing wasks, ol lersiod ncrease 1o
e ther

mmen
lose monitoring of vital signs (heart rate, oot pressure) and symptoms of

worsening heart faiure is recommended during the titration phase. Symptoms may

already ocour within the first day after initiating the therapy.

Treatment modifcation

If the maximum

Besaton. tocrie g
bronchospasm in patients with bronchial asthma or a history of

e airways disease

Rare: a\lerg\c hinitis

inal disorders

Soon gastvomtewna\ ‘complaints such as nausea, vomiting, diarthoea, constipation

Rare: ypersanafiiy roacions such as fhing,fush,rash

Very rare: al

. gradual dose
be considered.

In case of hypotension,

ation of the dosage of the concomitant medication is recommended.
1t may also be necossary o temporarty lower the dose of biosproll or 10 consider
discontinuation.

“The reintroduction and/or upmrauun of bisoprolol should always be considered when
the patient becomes stable

brupt

lead the patients condl

Gurston o thers
Traatmens wit boeprolol s generally a ong-term the
T aatment vl coprach mast no be Sopped sbuply snce he mightlead o a

transitory worsening of condition. Especially in patients with ischaemic heart disease,
roatment must not be discontnued suddany. Gradual reducton of the dosage &
recommer

Rona orver impsiment
Hypertension or angina pectori
1 patients with o o Kidney functon disorders of mild o moderate severty, no
dosage adjustment s normally required. In patiens with severe renal impairment
{cratrine clarancs < 20 mbin)and npaints wihaevers vr funcion isorders
dally dose of 10 mg is not exceeded.
Exporence win 1 use of bcpree n reval e patents f imited: however,
inere s o evidoncetht thedosage regmen needs o be aered
Stable chronic heart failur
There s no_information regarding pharmacokinetics of bisoprolol in patients with
hvorichearfaire and witmpaird hepatic o enal funcon. Uptirtonof e dose
inthese populations should therefore be made with additional cautic

o, dosage adjustmentis required.
Paediatric population
There is no paediatric experience with bisoprolol, therefore its use cannot be
or ediatric patients.
Method of administration
Bisopraol talas shoud be taken i the moring snd can b ke with 000, They
ould be swallowed with liquid and should not be chews
Contraindic:
B.sopmml s contrari mmcs(ed inpaints with
ilure. heart
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‘symptomatic bradycardia,

symptomat bypterson
re bronchial asthma,

ot siages of penpharal arterl ‘and Raynaud'’s synd

untreated phaeochromocytoma (see section 4.4),

metabolic acidosis.

. toanyofthe [

warnings and precautions for use

“The treatment of stable chronic heart failure with bisoprolol has to be iniiated with a

special trtration phase (see section 4.2)

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

bisopraol mus no b done abrupty uless larly dicaled, because this may lead

o transitional worsening of heart condition. (see sectior

Biaoprll s b el wih auton b patnts i nypenensm or angina pectoris

and accompanying heart failurg

Th intlaton and caseation ofoatmont of stabl chroic heartfauro wit bisopraol

necessitates regular monitoring. For the posology and method of administration see

section 4.2

“There is no therapeutic experience of bisoprolol reatment of heart falure in patients

with the following diseases and conditions:

- insulin dependent diabetes melitus (type 1)

+ severalyimpskad rena funcon

- severely impaired hepatic function

T Tesvicive cariomyopethy

- congenital heart disease

- haemodynamically significant organic valvular disease

- myocardial infarction within 3 months

Bisoprolol must be used with caution in

d in see section 6.1,

‘Symptoms
tachycardia, |
« strict fasting,
ongoing desensitisation therapy. As with other B-blockers, bisoprolol may
increase both the sensitvity towards allergens and the severty of
anaphylactic reactions. Epinephrine treatment may not always give the
expected therapeuic effect,
+ First degree AV block,
« Prinzmetal's angina,
heral

especially when starting therapy.
Patlents wilh psoriass of with 8 sty of pRoriais shoud oy b given -blockers
{29, Hisoprll atr  carsfl blancing of ben
e symptoms of hyrotoxicosis may b6 masked under pieiver iy bisoprolol.

It atints wih phasachomocytome bsopolol Must ot be adrminstred uni aer
a-receptor blockade.

In patients undergoing general anaesthesia beta-blockade reduces the incidence of
arhythmias and myocardial ischemia during inducton and intubalion, and the

itis

loskeletal v tissue disor
Uncommon: - muscle weakness, muscle cramps

Common: feeling of coldness or numbness in the extremities, hypotension (in patients
with chronic heart failure).

It P orthostatic
hypotension (in patients with chronic heart faiure).

General disorders
Common: asthenia (in patients with chronic heart failure), fatigue®
Uncommon: asthenia (in patients with hypertension or angina pectoris)

Rare: hepatitis

Reproductive system and breast disorders
Rare: potency disorders

Psychiatric disorders
Uncommon: depression, sleep disorders

' especially oceur at the beginning of the therapy of hypertension or
angina pectoris

They are generally mild and usually disappear within 1-2 woeks.

49 Overdose

The most common signs expeced wih overdose of 3 BHlocker ae bradyardia.
There s mited

expainos wi iy ovosece of blcprll ony e cases o vardse v o heve
sa

bisoprolol e paums

vt in sensitvity ol

2
Managent

in gen erdose ocours, discontinuation of bisoprolol treatment and supportive
2nd symplomati reatment s recormended

block-

ors,

i
or another agent vith positive chronotropic properties may be given cautiously. Under

¥
Hypotension: Intravenous fluids and vasopressors should be adminstered.
Intravenous glucagon may be

AV block (second o third degree: Patients should be carefully monitored and treated
with isoprenaline nfusion or temporary pacing

Bronchospasm:  Administer bronchodilator therapy  such as
beta2-sympathomimetic drugs andor aminophyline.

isoprenaline,

Hypoglycaemia: Administer .. gluct

(e data uggest ht pisopolol 4 harly diaysable
5. PHARMACOLOGICAL PROPERTIES

51 Pharmacodynamic properties

Pharmacotherapeutic group: Beta blocking agents, selective
ATC code: COTABOT

Bioprok s st arsnacpkr ookl gent, lackg s sinaieg nd
‘memebrane stablising actiy. It only shows very ow affity o the 2-eceptor

the smooth musdies of bronchi ol 51 o 2 ecaprs concome i

metaboke reguaon. Trereos, bsoproll 14 enarely ot o be xpected o nce e

y
peutic dose range.
Biaprohas o pronouned e ot ofect

b\sﬂvm\ﬂ\ educas tho hear rle and SToke oo, s rodung Cordi and
e Sonaumion. In ot saminrato he ial slviiod pphere rediance
decveases Amon cler, he depression of plasma renin sy s dscussed 25 &
pism of acton underlying the anthypertensive effect of

Blaoproll depesess e responce (6 ympaoadencd ammy vough bockade of

cardiac f-receptors. This causes a decrease in heart rate and in contractity, and thus a
ke of ool gan o i b s sk e i ngha pockta

with underlying coronary heat dise:

52 Pharmacokinetic pmnemes

Absor

Absorption
Bisoprolol is almost completely (>30%) absorbed from the gastrointestinal tract and,
because of its small frst pass metabolism of approximately 10%, it has an absolute
bioavailability of approximately 90% after oral administration.

Distribution

“The volume of distrbution is 3.5 1/kg. Binding to plasma proteins is approximately 30%.

Bio-transformation and elimination
Bisoprolol s removed from the organism via two equaly effective clearance routes:
50% is transformed into Inactive metaboliles in the liver with excretion of the
Kidneys.

via the kidneys. Therefore, bisoprolol generally requires no dosage adjustment in
patients wilh fiver or kidney function disorders of mild or moderate severily since the
lmination tskes s o e same extent i the Kneys and e e

Bisoprolol reached maximal effect 34 hours after oral adminisiration. The plasma

Linearity
Bisorprolol has linear, age-independent kineics.
Social population

continued peri-operatively. The anaesthetist must be awar
Decause of the potential for ieracions wih o drugs, resumng in bradyarrhythi-

1745 hours.
in patients with stable chronic heart failure and concomitant

s, atenuston ofrofle tachycardis, and docreased rflex abity m compensa«a for

Hood oge. It rgery.

this shoul

Alhough crdissiective (bta!)bet-tockers may havelss ffcton \ung function

. these should be avoided in

paients with obstructive airways diseases, unless there are compeling clinical

reasons for their use. Where such reasons exist, Concor may be used with caution.

In bronchial ashma of other chonic obsrucive pmmm.y dsseses, which mey
i

1y an ncebse of e arway roisanc may oo m patients with asthma, ereors

the dose of gz simulants may have to be increa:

other medicinal ymduﬁ: and other forms of

Cambinatans ot ecorymend ed

irugs {eg cuindine. ducpyramie: Idocains. phanyion:

flecaids, propalenons). Eflect on aifcveniicuar. conducion. tme. may

potentiated and negative inotropic effect increaset

Applie to al ndcations

extent of the diliazem type:

negsnve ncence. an contractiity and rovenviodr conducin. ravenies

administration of verapamil in patients on B-blocker treatment may lead to profound

hypotension and atrio-ventricular block.

Centrally-acting antihypertensive drugs (e.g. methyldopa, moxonodine, reserpine,
oncomitantuse o cenraly-acing anthyperensive cruge may vorsen

hear failu heart rate and

cardac oulpu, vasoatatation). Abrupt wilrawa, prtulr i prer 1o olocker

discontinuation, may increase the risk of ‘rebound hypertension’

Applies only to hypertension or angina pectoris:
Class- antiarthythmic drugs (e.g. quiniine, disopyramide, idocaine, phenytoin; flecainide
propafenone): Effect on atrio-veniricular conducton time may be potentiated and negative
Inotropic effectincreased.

Applies to all indications:

Calcium antagonists of the dihydropyridine type (e.g. nifedipine): Concomitant use
may increase the risk of hypotension, and an increase in th of a futher
deerioaton of the ventiuar pumpfuncion n patets it heart faure cannat bo
exclude

Cloes antiarthythmic drugs (e.g. amiodarone): Effect on  atrio-ventricular
‘conduction time may be potentiate
Parseympatromineti dugs: Concomiant use may incresse. tio-vntiuac

conduction time and the risk of bradyc:
Topical B-blockers (e.g. eye drops for glaucoma treatment) may add to the systemic
effects of bisoprolol

Insulin and oral antidiabetic drugs: Intensification of blood sugar lowering effect.
Blockade of

Ansesihetio agent: Atanuaton of the refle tachycerdia and ncrsse ofthe ik o
hypotension (for further information on gent n4.4.)
Digtas Gyoosides: Increase of i Somviouat sanieton te; s saduction in

eart ra
Nom st
effectof bisoprolol.
B-sympathomimetics (e.g. soprenaiine, orciprenaline, dobutamine): Combination with
bisoprolol may reduce the effect of both ag
Sympathomimetis that activate both - and a-adrenoceplors (e.g. noradrenaline,
arenaing): Combinaon wihbisoprollmay unmask the -acrenacepor medatsd
gents leading to blood pressure increase and

exacerated mmient c\sudmanon S mesacions e conlderos s oo v
kel with nonselective f-bi

Lomiantvso i aiyponensie agois 2 ol vithibe s withbood
pressure lowering _polential (eg. ticyclic _anidepressants, ~ barbilurates,
phenothiazines) may increase the isk of hypotension

Combination to be considered
Mefloquine: increased risk of bradycardia

i
mpalrd iver o rena fundton have not been shudied
53 Preclinical safety data

studies of
singe and repeated dase toncly, genctenlcityl mutagenicly or cansnogenily
Reproduction toxicity

In reproduction toxicology studies bisoprolol had no influence on fertly or on general
reproduction performance.

i

of the off b

6. PHARMACEUTICAL PARTICULARS
List of excipients.

Table core:

Silica, colloidal anhydrous
carate.

Crospovidone

Microcrystaline cellulose

Maize starct
Calcium hydrogen phosphate, anhydrous

fon oxide yelow (£172)

Dimethicor

Macrogol 4

Tt donde (E171)

Hypromellose

Concor 10 mg,

Contains iron oxide red (E172) in the film coating in adition to the above excipients.
62 Shelflife

36 months.

6.3 Special precautions for storage

Do not store above 30°C.

6.5 Nature and contents of container

Nature of container: aluminum/aluminum bister

Pack size: Carton box containing 3 sirips, with package insert leaflet. Each strip
contains 10 tablets.

6.6 Special procautions for disposal

No special requirements.

7. Manufactured by:

Merck KGaA, Franklurler Strasse 250, 64293 Darmstad, Germany
8. Marketing authorisation holder

Merck KGaA, Franklurler Strasse 250, 64293 Darmstad, Germany.
9. Date of information

23 May 2014
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