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SUMMARY OF PRODUCT CHARACTERISTICS

MAME OF THE MEDICINAL PRODUCT
[Mationally completed name] 1.25 mg film-coated blets

mmwﬁﬁmwm
[Mationally completed name] 7.5 mg film-coated tablets

DUALITATIVE AND QUANTITATIVE COMPOSITION
Each film-couated tablet contains 1,25 mg of bisoprolol fumarate,

i
Each film-coated tablet contains 1.2 mg of lactose {as monobydrate),

Eﬁlw‘ﬁﬂmzﬂmu{&mﬁ TG e

Each film-coated tablet contains 7.5 mg of bisoprolol fumarate.
Each film-coated tablet comains 1.7 mg of lactose (as monohydrate).
For the full list of excipients, see section 6.1,

PHARMACEUTICAL FORM

Film-coated tablet.

1.2 mg film-comed fablets:
White colouwred, round filme=coated tablets with a one=sided embossment | BIS 1.25%

2.3 mg filme-coated tablers,
mmmmwmm  one-sided embossment ,BIS 2.5,
The tablets can be divided into equal doses. » —
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375w film-coated tablets. ) _ .
;’%Fﬂﬂhwm round, scored film-coated tablet with a one-sided embossment , BIS
The tablets can be divided into three equal doses.

Yellow coloured, round, scored film-coated tablet with 2 one-sided embossment BIS 7.57.

CLINICAL PARTICULARS
Therapeutic indications

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

Posology and methoed of administration

Posology
Stable chronie heart Tailare

Standard treatment of CHF consists of an ACE inhibitor {or an angiotensin receptor blocker in
case of intolerance to ACE inhibitors), a beta-blocking agent, diuretics, and when appropriate
cardiac glycosides. Patients should be stable (without acute failure) when bisoprolol treatment is
initiated.

It is recommended that the reating physictan should be experienced in the mansgement of
chronic hean failure,

Tirrasion phase
The treatment of stable chronic heart failure with bisoprolol requires a fitration phase.

The treatment with bisoprolol is to be started with a gradual uptitration sccording to the
following steps:

.25 mg once daily for | week, if well tolerated increase o

2.5 mg once daily for a funther week, if well tolerated increase to

3.75 mg once daily for a further week, if well tolerated increase (o

5 mp once daily for the 4 following weeks, if well tolerated increase o
7.5 mg once daily for the 4 following weeks, if well tolerated increase to
10 mg onee daily for the muimenance therapy,

The maximum recommended dose is 10 mg once daily,

Transient worsening of heart failure, hypotension, or bradyeardia may occur during the titration
period and thereafier.

Close monitoring of vital signs (heart rate, blood pressure) and symptoms of worsening heart
failure is recommended duning the titration phase. Sympioms may already occur within the first
day after initiating the therapy.
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Trecadanar mesdificintioee
If the maxinwn recnmmended dose s uab well 1olerated, pradual dnse reductinn may he
cansidered.

In casc offransiand worsening of hea failure, by potension, o bradyveardia reconsideraticn af
the dessage of the concom itant madicidion 1% recommended . Emay also be mecessany o
teoporanly lower the dose of busaprolol or Lo coosider discontinuation.

Ihe reimimuduction andor uptitration of bisoprolol should alveavs be considered when the pativnt
bBecearies Stk agann,

Fiecarivns iaf treeeimenat
Treatment of stable chromic hean failure with Bisopralal s genzrally 0 Inng-lerm ocaimain.

The wreatmend with Risopraloel must not ke stopped abeuptly sinec his miche lcad 1o 2 wansioerys
worsenine of comdition. Fapocially in patients with isc hacmic heart discase, ircatiment mws noe
b dizcontioued suddenly. Crradual cedwcoan of the daily dose s recommended.

Rtoned o Fegotic Tmpirmen!

Thiere is rie wifarmtion regacding phamoacekinetive of bisuprodal i potients sl chrone e,
G lure and witb upisiresd Bver oc ceoal Tunetsan, Ulpuinmative wl 1he dose o e pupslatiaons
Lhewddd cherefore he made wiladdicinnal cduion.

ol
Moy dirsape adjusncnt i reguiced.

Favefartric pogswlation
There 15 nu experivoce with bsvprulul in chldren ws adolescents, therefore s wee canog be
recorroended tor chaldeen

Peent bwond ot aed g fgaf ol £ oy

Fru nral adavinisteacnm.

Biznpralal tablecs should he caken in the moening and can bz faken wich foed. They should he
gwallowed wich liquid and showld oo be chewed.

Contraindications

Biznprolol 1w conimaimdisated in:

0 hiypersensitiviny o the active substanee ar 1o any of the cacipicnes listed inscction 6.]

* acule heart Jalucy or durine pisodes of heart lilune decompensanan requicing iy, notropc
thirapy

= pacdiogeniy shock

A% hlnck of second nr third degrec

slck sinws synilroame

sarikaial bxlosck

gy mpdomane brady vardia

srmplemmatic by polension

severe hennehial ambnna nr seveee eluonic absrictive panonary disease

severe lomms ol poripheral aderial ooelusive discase nrsevere torms o Kay naed's syodroo:

= yroceatsd plasochnanos o §see scuon $.4)

4 nelabealic acidnsy

m & 4 &

b o 4
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44 Specinl wamings and precaodons Tor use

The creatiment of stable chroaic hean ailure with Bisaprelal has 1o be ininiated with a special
ticeatian phase (sec soction 4.2).

Lspecially in patients with ischarmic head desease the cessadion ot therapy with brsoprolal most
nol He duow abcuptly unles clearly indocated, becaose ts mas bead to monsitiona | seomsenine of
heart condution s sectoon 4,21

The twitiatsn and vessauon af rrsiterment af stable cheonie bean Tiluee seith bzupoulul
necessitaces edsular monitenng  Foe che paasnlngs and mathed of adtinizieacnn please refien 1o
soarinn 4.1

Bizppralal st be wsed with caucion in:

hrnchespeern (bronchml wsthma, choarme absimucive pul morene disvise (0. Alhoagch

cirdiceel et (bt ) Beta-bluckers e hivew Tess el on lunz Tunctison thian nun-se ety

Tonia-belosckuers s wqth 01 beta-belosckers, thase should b avaided o potienes wath absirpsive

arway & diseasas, wiless there ale eompelling climcal rcasoms fare rheir wse Whebe such

reasonts chisl, rhiz medicindl preaduct may e used with cadion. In patiems with nbstroenive

aiways discasos, e treanment with bisopralol shouwld be stancd ac the lnwesn mrossible dose

and patiencs should he carefilly monitored 107 mew 53 mptoms (8. dyspncd, excroise

intolerance. ooueht. In bronchial asthma or ther cheonic absteuctive lone discascs, sshich may

cuuse svmpdoms, boonchedilanog therpys should be piven cereomitantls, Oocisionally un

incoeass of the aunvi, ces1stinee may ueeur inpalisnts with ethma, therefore the dose of

betia,=1ienu lants e bivee to be inereised,

diaberes mcllins with [arpe fluetuarinng in blood eleeosz valwes, Sympaoms of by poplycacmin

rep tachycandin, palpitations o aucating) can be masked.

strict tustinge.

A desesinisanian 1heragy . As with uler etastbiochers, hisaprelel mgy neeese hoh e

S Ly Wweinds allerere. and The sew2riny ol anaply aene ceactiows. bpinephire neanen

may no Alwan s vicld the expacked therapediz 2feet.

AN block ol lirst depnes.

= Proemetal s wnpuin Cases of coturiary viasusprasng Tive been bserved  Deepie s high betal-

selectlivity, mgeing alkavks conanul be completel s eacluded when bisoprolel s adonoisienad
o patienrs with Peipemeral's anginag.

# peripheral amerial acclusive disease. Aagravaion of symplones may sccur cspecially when
slaring therapy.

a graneral Arsavshesin,
[ panients wdvmgoing, general auaesthesin boa-blovkads reduves the ticiderse of arr iy himias
ansd rvesanhal sehagrma siering inductisan ansd intubsaiong aod 1he post-aperativg period s
curienrly reenmunended Hal maidenance of heta-Blockade shoold e eonrinned peri-
apertively. The anacschetiz muse be avare of berihlnckade hecause of the pncential for
intcractions with ot medicinal products, resuling in hradyaridwibmias, atienwacon nl'che
Teflex rachy cardia and the decreased refles ahility o compensa tor blood Iass. ITLE is thought
nercessany o wichdrwa bivia-bBlacking apent therupy before surgeny. this shoold be dome
rraduully wnd completed about 48 hours before anaesibesia,

- &

Fatisnis with psoriagis or o histucy of psociases zbould only be piven bela-blocking aeenls (2. e.
biopralal ) altee varelully balanciyge e bewe s agoins the cizks,
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I patients with phaeochromocyioma hisoprolol muest net be administered until after alpha-
recepior Blockade,

Linder treatment with bisoprolol the symptoms of a thyrotoxicosis may be masked.

Combination of bisoprolol with caleium antagondsts of the verapamil or diltarem type, with
Class I antiarrhythmic medicinal products and with centrally-ascting antihypertensive medicinal
products i5 generally not recommended (see section 4.5).

There iz no therapeutic experience of bisoprolol treatment of heart failure in patients with the
following diseases and conditions:

nsulin dependent diabetes mellitus (type 1)

severely impatred renal function

severely impaired liver function

restrictive cardiomyopathy

congenital heart disease

haemaedynamically significant organic valvular disease

myocardial infarction within 3 months

[Nationally completed name] contains lactose and sodium
Patients with rare hereditary problems of galactoss intolerance, total lactase deficiency or
elucose-galactose malabsorption should not take this medicinal product.

- & @ & & & @

This medicinal product contains less than 1 mimod (23 mg) sodium per film-coated tablet, that is
to say essentially *sodiom-free’.

Interaction with other medicinal products and other forms of interaction

Combinations not recommended

Calcium antegonists of the verapamil tvpe and 10 a lesser extent of the diliiaeem type: Megative
influgnce on contractility and atro-veniricular conduction, Intrivenous administration of
verapamil in patients on B-blocker treatment may lead o profiound hypotension and
atrioventricular block.

Class [ anfiarrhythmic medicinal products (e.g, quinidine, disopyramide; lidocaine, phenytoin;
flecainide, propafencme); Effect on atrio-veptricular conduction time may be potentiated and
negative inotropic effect increased.

Centrally-acting antihypertensive medicinal products such as clonidine and others {e.g.

methy ldopa, moxonodine, rlmeniding): Concomitant wse of centrallv-acting antthyvperiensive
medicinal products may worsen beart failure by a decrease in the central sympathetic tonus
(reduction of heart rate and cardiae output, vasodilstion). Abrupt withdrawal, particularly if
prior 1o beta-blocking agent discontinuation, may increase the sk of “rebound hypertension’.

Combinat | § wit y
Calcium antagonists of the dibydropyridine type such as felodipine and amilodipine:
Concomitant use may increase the risk of hypotension, and an increase in the risk of a further
deterioration of the ventricular pump function in patients with heart failure cannot be excluded.

Class-I11 antiarrhythmic medicinal products (e.g. amiodarone): Effect on atrio-ventricular
comduction tme may be potentiated.
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loprical beradlocking apenns dey 2ve drops T glangoams reanment | may add 10 the sy slernic
effects of biscpiolol

Fatasy mpathomimeric medicinal produccs: Concomitant use may inerzase alrin-vonoricular
conduction ioe and the risk of bradycordie.

Intulin and vral antidiabeic medicinal prislocts: Increase of hlood suzar Jowerine eftect,
Blockade of brta-adrenscepors miy mask ssmptoms of by poelecinemi.

Al e et Alerwaton of G re ey nehecomdnn and meeease of e nsk ol brepalsrs o
LTur Twrther information o general anpsethuesia sea alao seston 344,

Mhgitalis wlvensides: Reduction of hean rate, inerease ot atnio-wventiicuwlar conductinn 1ime.

Momesteroidal anti-inflammatony droas C5A108) MEA DS may reduce the hypotensive otfecr
of hiscprall.

Fexrmpil o neenie aeents (2. suprena hne, dubutarmne: Combunition with bisoproedlel mis
reduce Lhe eflect ol buth agents.,

S it lsoraietics el achivate Bl B ard v-adraneepiors Oe 2 nordrerialine. adrealne);
Crvlinarissn with Bisapicdel mas wnmaszk the ceadeeneceplor mediated vasocansericoine efzcis

nf these apents leading oo hload pressuee increase and exacerhaled incenmitlen claudicanio.
Such mcergetion: are considened 6 Beomone likels wich noseleclive [-hlixkars.

Concuimilant wse with antihypedcnsve agents a5 well as with cther medicinal prodwets with
blood pressure lowerine polential (e.p. dricyelic anlideprss=ants. bachitwnles. phenothipenes)
My Ioereit Lhe rigk o by polesion,

Lurpbiargsticas 16 ke comzidera]
Mefoyineg irsreiased risk of bradveandia

hAomcaimine axidase inhihitors [eacepd BMACRY inlihicora). Enhanced by potenzive ofteor ol the
heta-hlackine agents. b also risk tor hypenensive crisia,

Hitempicin: B light coduction of the hali=life of bisopredol passible doe to the induction of
hepitic drug-mesabolising soevmes. Xomally no dosigae adjustment is necessan,

Ergntnnig derivalives: Lsicerbation of penpheral cweulntory distuchunces,
46 Ferlility. pregnancy wod biclalivn

Pregnding,
Bizaprelol has phanmaeclogicdl cilvels that may cause harmful elteos on progoancy andior e

ioszrus neveham. 1 general, hoa-gd renacepor blockine apent, redoce placental peeficsion,
which e Boen associaned will grawih eecardation. ioeauterine death. abaction or early Llabour.
Adverse ptiocte (ooE. hypoelecacmii and bradyecardia) may veeur in the fooe and neabam
infiant. IE treatmenl with beta-adrenocepior blocking apents = necessary, beti-selective
sdrenuesptor blosking weemils are preterable.

F:I-i.a{||'|r\-.’_‘||-f_‘|| L5 ol e ereplod dllriuj__r FCRIANG Lirp U n.":lL'.;’IFII:r PSS I troatirgene waig))
hisnprolol s eonsideed nevessary, moninring ol e werop lacencal hlyed 11gw and the lieal
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4.5

gromsth iy recommended. b casg of hamTul ezt on prepnarey or the Mmelus cungaleraion of
aleginative treannen is recnmmended. The newhorn infanr mos be clnsely meanitoed,
Symptnms nd hypoelycacmia and bradycardia are generally o be expecred within ke frst 3
daye.

Brrusi-tesline
It iz ned koesarn whether this medicinal prsloct s excreted in human milk, Theretore.
brewstbseding 15 not tcommended durine admosteation of brsuprolal,

EFecls on wbiliny to drie and use machines

In asody witl caramary hear disease pacens bsepealed did aor engsaae deieingt oo,
Drepending nn the individwal panene’s respotss the abiline oo drive a vehicle o w use machines
rmay ke impaiced. This necds o be consideted panicularly ac slan of ocatmem, wpon change af
imedication, ar in conjunction with alcohol.

Undesirable eflects

The Tollewing defirnitions apply o e Mrequencs temmaneleay vsed herealec

Yery comnca [ L0 Commoa 1x LG onc- 100, Vinecmmaon = 17T 000 oo 17100, Rare
(= 1-1t00ck ra < 1 1000, Yery tare (< 1. 100K, ™ot known (canoo be ostimaced toom the
avii FabTe dati),

Fsvchialric diswrders
Liozoremresnt & heep shsorders., deprass oo
Rarte: nightmaes, hallucinaninng

Mer anx gyl disorders
Crummon: dizzincss. headache

Hure: svocope

Exe dinorders
Fare: reduced tear MTove o be consadered i the pitient wses lemeses)
Wery mice s ot unclivitts

EHr amd Jabyrrinth disorders
Rure: heating Jisnders

Cardiae disorders

Yoy commaot: brads cardid i patienes veach ciironic hear failare

Comman: worsening of pro-cxisting hear 1ailuee in pacients with chronie hearl Jailune
Uncommen: AV -candocicn disturbanees

Yasculsr disorders

Commue feeliong of culdoess or nuenbaess in e esirenites, bypolosion (especially in
(ratigngs vl hesarl Tailuray

[Inenmmeatt oethnstanic Ty pincensinn

Respiratory, thoraew and mediasting| disonlers
[ncommon: bronchospasm it patiens with beonchial aasthma ar a hisuoey of ohslnaclive airsan s
discase
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Rare: allergic rhinitis

Gastrointestinal disorders
Common: gastrointestinal complainis such as nausea, vomiting, diarrhoea, constipation

Hepatohiliary disorders
Rare: hepatitis

skin and subcutancous tissue disorders

Rare: hvpersensitivity reactions such as itching, Mush, rash

Wery rare: beta-blocking agenis may provoke of worsen psociasis or induce psoriasis-like rash,
alopecia

Musculoskeletal and connective tisue disorders
Uncommon: muscular weakness, muscle cramps

Reproductive system and breast disorders
Rare: erectile dyvslunction

General disorders and administration site conditions
Common: asthenia, fatigue

Investigations
Rare: increased iriglycerides, increased liver enzymes (ALAT, ASAT)

Reporting of suspected adverse reactions

Reporting suspected adverse reactions after authonsation of the medicinal product s important.
It aflows continued monitoring of the benefitrisk balance of the medicinal product. Healthcare
professionals wre asked to report any suspected adverse resctions via the nationzl reporting
system listed in Appendix V.

Diverdose

Symptoms

With overdose {e.g. duily dose of 15 mg instead of 7.5 mg) third degres AV-block, brudycardia,
and dizziness have been reported. In general, the most common signs expected with overdose of
a beta-blecking agent are bradycardia, hypotension, bronchospasm, scute cardiac insulficiency
and hypoglycaemia, To date a few cases of overdose (maximum: 2000 mg) with bisoprolol have
been reporied in patients suffering from hyperiension and’or coronary heart disease showing
bradyveardia and'or hypotension; all patients recovered, There is a wide inter-individual variation
in sensitivity fo one single high dose of hisoprolol and patients with heart failure are probably
wery sensifive, Therefore if is mandatory to initiate the freatment of these patients with a gradual
uptitration according to the scheme given in section 4.2.

hMuanagement

In general, if overdose ocours, bisoprolol treatment should be stopped and supportive and
sympiomatic treatment should be provided. Limited daia soppest that bisoprolol s hardly
dialyzable, Based on the expected pharmacologic actions and recommendations for other beta-
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Dlogking agents. the fllos iy generl measures should e considered when clinieally
R ERTIETY

Bradveaedia: Administcr inravenous atrnpine. [F1he response is inadequate. isopyenaline or
annther aacnt with positive chransropic properies may be given cautiously. Lnder some
cicrumslances. rinsyvenouy pidemaker tnsertion miy be neoessars,

Hypolension: Intrvsenous tuads arsd wisopressore should be admoistened. Intmesoenaos wlucapoen
mity e sl

AN Tlesch, Caaecnd or tind degroeds Manars showld be carefully moncorad med weated wih
inprenaline infusian o Transvennus candiac pacernakon insortion,
Acure worsening ol hean failuve: Admiaisier iy, dioretcs, innoapiz agencs, vasodilating agenes.

Bronchospasm: Administer beonc hodilator therapy swch as isoprenaline, beta--sympathomimetic
medicinal products and:or aminophylline.

Hypoelvcaem: Adwoinizier iy, glucose,

FHARMACOLOGLC AL 'ROIMERTLES
Plareacod v properties
Phunmaeacherapeutic proup: Bela blacking agents, seleerive, ATL Cade: COFFABOT

Mechanism of action

Bizoprolol 15 hoehly beta-selective-aleneseplor bluckonp weeen. Backine iadrinswe
sympathurmimetic i celevanl rnentbcane stabdisine activity. Itonly shows low alliniy Se the
beta —reveptor o The spouth museles ol bronehi and veeests a5 well s 1w the B2rie-recepiar
eongeres] wish ietabaehic repulation Tlierefore, biwapralol is peneraily qun 1 b enpenial i
influence rhe aireay 1esstmee and hetaze-mediated meabalic effecs. (s bera selectivity
exlends beyond he cherapeutie dose range.

Hisoprolol isweed Jor the treasment of heperension, angina pectoris and heanl failore. Az with
other bera-1-blocking aaonts. the method of acting in hvpenonsion s woclear, Howeweer, it is
known that bizoprolol redugces plasmi renin acteeley mackedly,

Antrunenil mechamsm: Hisoprelol by inlibting the caedioc bt receplons inhats 1the nesponss
iven b svenpathetic activatoon i results motbe deereiss of beart gate and contmactibly this
wity decnepning the axovgen dewsand ol the andiae sl

The indicarion Tean Gailme was wvestigaed inthe OIBRES Heial. el 2847 pacenrs were
inelwded, K305 (R - 2302 ware e YA elass T amd 107% W — A4 5 wera in WY A class 1Y
They had stable ssmplematic sys1clic hearn filure (2ieeniot fracinn =138, hased nn
cchocardingraphy). Toral marality was redeced from [7.3% 10 1 8% {relative reduction 34%w).
A deerease in sudden death {3.6% wa 6.3%, reladve redoction 44%) and a reduced number of
lear fallure episodes requicinge bospitil wdmiseion (2% ve T7.6%. relutive reduction 36%0) wus
pbscrved. Finally. i sipniticant improvemend of the tunctivnl steiwe seeordine 1o %Y HA

class Oeation has been zhovwn, During the cnwiatoon and fitcatoon of basuprulol hospatal
admizzion due w brsdvearde (9.5 3%, hvpolene ien (9.2 3550wl aculs Jecenpensation
(4.97%% b wers ubserved bul they were net e freguent dian i the placcboeproup §0%, 0 3%
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aed 873950 [Tig wumbwn s of Taal and disabrbing sinskes during he oal study perio] werg 240 in
the hisopralol group and 15 in1le placebn pgioms.

The CIBIS 1 ial investigaed 1910 paticnes aged 203 vears with mild o moderate chrobic
leart tailuee {CHIFF; MY ELA class 1 oar U and lefl ventricular of ection feaction 53% who had
nat been treaned precioasly seith ACL inbibicaes. bea-hloekine apents. ar angintensin neceptor
bluckers. Futients were treuted wicth o combination ot bisoprolal and snalupril tor 6 to 24 months
alLer an imitial & menths treatmend with either bisoprolul or enidupnl.

There wink o iremsd Towvard o hoeher feegeency of chrenic bead fadure worsening when bisoproslol
sias st b iminal & rooenhes tretnsnt Ssoninfeneie of heaprolol-fe veros enalapril-
N1 Cresilanan® weis 1010 pruren 11 G poer-protueal sl ysis, althewel The peeo siRslagies Mor
imtiatab T CEHE nieatmenr slassed a simtilae eaie oF the primary cambaned aad poine death and
hospitalization ac sty end 112.4% inthe hizapralal-fiest genup va. 33010 % i che cnalapril-Miest
prou. per-protoesl popadacon, The study shows that bisaprolal can alse he wsed inocldedy
chronic hean failone paticnts with mild o maderate discase.

In wcwie adminisccation in pasients with coronary hear disease without chronic hewrt tuilure
bisupcolal reduces tee heart cate and stroke wolume and thus e cacdiae cutput and oxssen
cersumptivce. o clrooie adomnastration e iniially 2lesvaled penpheral resistionoe decreises.,

Fharmacohinek propenlics

Ao
Biznpwalal 15 aksorbed and has a binlogical availahilicy of abouc 90% afier oral adminisceacion.

Chseribulivn
Ihe plasma procein Bindine of bisoprolol 5 about 30%. The disscibution yolume 15 3.5 Tk,

Biatransferrntion and elicrieation

Tomial clesarance is appeuairmiesty 15 by The lal =k i plema of 10002 Towms gives @ 24 hor
Mt afrer dosing vieg daily

Bisnpiralal s escreted fiown the bady by fwn i, S s metabolized By the liver 1oinactive
reetaholices which arc then esercred b che kidney s, The remaming 5004 iz cxcreled by the
kidneys iman unimelakalised foem.

Lincarity 'noo-linearty
Ihe kimstics of bisoprolol wre linear and wndependent of ape.

spusiul pupalatin

Sivsey the alurnind i Takes plave i1 the kidiee s and the Tover 10nhe sanm gatent o dospges

adj oo iz sl coquimesd Tor padients wah inpaicsd Liser Tuoguion or renal insucieney The
pharmacckinetics in parients with stable cheonic hear failare and warh bnpaiced Bvee o ienal
foeninn has aod bees studied  In pavents with cheonie heaer falues (M1 1A smge T rhe
[lasma levels of hisnpralal arc higher and the hall=life is prodoaged eompared 1o heahhy
volumeers. Maximum plasma concencration as steady state is 64221 ng-mil an a daily dose of 10
mp and che halt=lite i5 1 7+3 hours.

Preclinical safeiy data

Mun= Bl dita reseal nu special bssard Far hurrans bieed on cowvendional studies ol safely
pliorrmoseloey, repueated duse wsivily, peoviuxicily or sarcinugenivity, Like wiher buta-blacking
dpents, bisopolo] caogesd gl Cdeereiced Fod inake dmd deevegsed Twdy weighp and
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BISOPROLOL FUMARATE 1.25 MG; 2.5 MG; 3.75 MG; 7.5 MG
FILM-COATED TABLET

T21-5607.00 T21-5608.00
721-5600.00 T21-5611.00

embryo/Toeial woxicity (increased incidence of resorptions, redueced birth weight of the offspring,

retarded phywsical development) at high doses, bul was pot feratogenic.

. PHARMACEUTICAL PARTICULARS

6.1  List of excipients
125 mg and 2.5 mg film-coated fablets;
calcium hydrogen phosphate, anhvdrous

cellufose, microcrysialline
maize starch, pregelatinised
croscarmellose sodium
silica, colloidal anhydrous
MaEmesIum stearate

lactose monohydrate
hypromellose

miasrogol 4000

titanium dioxide (E 171)

3.75mg and 7.5 mg flm-<coated tables

ttanium diovide (E171)
ron oide, yellow (E172)

6.2  Incompatibilities
Mot applicable.

6.3  Shelf lific

Bl months

Shelflife afer first opening:
e afe
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BISOPROLOL FUMARATE 1.25 MG; 2.5 MG; 3.75 MG; 7.5 MG T21-5607.00 T21-5608.00
FILM-COATED TABLET 721-5600.00 T21-5611.00

6.4

6.5

Special precautions for storapge

This medicinal product does not require any special storage conditions.

Storage conditions after first opening of the bomle:
Do not store above 25°C.

25 me 3.7 Smyg, 7.5 mg film-coated tablets:
er first opening of the bottde:

Do no sor sboe:
Mature and contents of container

The film-coated tablets are packed in OPASAIWPYC/Alu blisters and inserted in a carton.
Pack sires:

1.25 mg film-comted tablerx:
T, 00, 0, 28, 30, 50, 60, 100, 1030, 1030 flm-coaied iableis

2.5 mg 3.7 Smg, 7.5 my
7, 10, 20, 28, 30, 50, 6

The film-coated tablets are packed in OPA/AIWPYC/Alu blisters and inserted in a carton, or are
packed in  HOPE tablet bottle with PE cap,

125 mg f
71&m3ﬂ;&ﬂ.ﬂﬁﬁ%1ﬁ1mmm

23mg 175 my 7.5 m—mw rs:
?E':lﬂ.m;-lﬁ"ﬂﬂ:&ﬂ.gﬁﬂ;!wm 100, 10x30 film-coated tablets

Mot all pack stees may be marketed.

100, 10x30 film-coated tablets
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BISOPROLOL FUMARATE 1.25 MG; 2.5 MG; 3.75 MG; 7.5 MG T21-560°7.00 T21-5608.00
FILM-COATED TABLET 721-5605.00 T21-5611.00

6.6  Special precantions for disposal and other handling
25 me 3.75 mg, 7.3 mg film-coated tablers:
The film-coated tablet can be divided by placing it on a solid surface with the score pointing
upward. The film-coated tablet is divided by exerting a slight pressure with the thumib.

Any unused product or waste material should be disposed of in accordance with local
requirements.

1. MARKETING AUTHORISATION HOLDER

[To be completed nationally]

8 MARKETING AUTHORISATION NUMBER(S)
[To be completed nationally]
9. DATE OF FIRST AUTHORISATION /| RENEWAL OF THE AUTHORISATION

Date of first authorization: (DD month YYYY)
Dxate of latest renewal: (DB month ¥YYY)

[ To be completed nationally]

. DATE OF REVISION OF THE TEXT

IMMYYYY]
ki
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