uuummis

Keep out af reach of children

Read the instruction carefully before use
Consuit yaur doctor for mare information
Use upon doctar's prescription only

COMPOSITION
Each film-coated Scmmn 8:5_3
Active ingregient: Each film-coated tablet contains § mg bisopralol fumarate.

Excigients: Tablet core: Silica, colloidal anbydrous; magnesium stearate, crospoividane,
H i alcium hydrogen phosphate, anhydrous.

Film coating: Iron oxide vellow [E172}, dimethicone, macrogol 400, titanium dioxide {£171),
nypromeliose,

PHARMACEGTICAL DOSASE FORAE.
Film-coated tablet

Concar® 5 mg are yellowish white, heart-shaped tablets with a di
The scored tablets can be divided inte equal doses.

G SCOTE.

INDICATION .

e Treatment of :_mj Eoon Enmﬂ:m ?%2%353
e Treatment of Coronary jmmd disease FS_:» pectoris}

i mam, ion to ACE inhi ,SF and 9533. and optionally cardiac m_ﬁomanw

Posology

Treatment of hypertension .u_. angina nmnwozu

Treatment should prineipally be initiated greduatly with fow doses, which are q_ma _:Qmuma
slowlhy. In all cases the dosage should ve adjusted individually, in EEE_E according to the
pulse rate and therapeutic success:

Hypertension

The recommended desage is 5 mg bisapralol fumarate once daily.

tn milder forms of hypertension (diastolic blosd pressure up to 108 Bammg Hjm_.wn{ with
2.5 mg once daily may be adequate.

If necessary, the dosage may be increased to 10 my once datly, ..:E}Q increase umnommmm
s justified only in exceptional cases.
The maximum recommended dosage is 20 mg once daily.
Coranary heart disease fanging pectaris
The recommended dosage is 5 mg bisoprolol fumarate once daily. - - R
If necessary, the dosage may be increased to 10 my ance daily. A further inerease of nommmm
is justified only in exceptional cases.
The maximurn recommended dosage is 20 Bm arce daily:
Duration af theropy
The duration of treatmefit is not __3_"& ‘It depénds upan the natire and mn<n3< uﬂ the
disease.
Concor therapy should not be stopped abruptly, particularly not in um:nﬁm with coronary
neart disease, as this may lead to acute deteriaration of the patient’s state of health, if
discantinuation of therapy becames necessary, the dose should be gradually reduced
[e.g. halving of the Jose et Em%z Intervals).

Treatment of stable chronic heart faiture
Standard treatment of CHE consists of an ACE irh H:: foran w:u_czzm_: :mnan:: zonxﬂ
in case of intolerance to ACE inhibitors), a beta-blocker, diuretics, and when_appropriate
cardizc giycosides. Patients should be stable fwithout acute heart faiture] wheén blsoprolo!
treatment is inftisted, L
Recommendation: The treating physician should be experienced in the mariagement of
chronic hreart fallure.
Transient worsening of heart failure, hypetension, or bradycardia may ocour az::m the
titration period and thereafter,

Posvlogy
Titration phose

itration.
The treatment with bisoprofol is to be Initieted with gragual dose escalation atedrding to
the folfowing regimen: :

®  1.25 mg once daily for 1 week, if this dose is well tolerated increase 3

= 2.5 mg ance daily for a further week, if this dose is welf tolerated increase to :

*  3.75mgonced . if this dose is well tolerated increase to

®  5mgonce daily for the 4 fallowing weeks, If this dose is wefl tolerated incredse to

© 7.5 mgonce daily for the 4 following weeks, if this dose is well tolerated incréase io

@ 10 mg once daily as maintenance dose ’ !

The maximum recommended dose is 10 mog oncé daily,

Close :528:3 of vital signs {blood pressure, heart rate} and m<5u.63m of s‘oqmm:sm
heart failure is recommendad during the titration phase. Symptoms may occur m:mm% an
the first n_m< of treatment.

i the maximum recommended dose is not ém_m S_Q‘mﬁma mwmn:m_ aomm :&:25: may Um
considered.

In case of transient worsening of heart failure, hypotension or aa._:amaa 383_%5:3
of the dasage of the concomitant medication is recommended. it may also be necessary to
tempuorarity iower the dose of bisoprolof or to consider discantinuation.

The renintroduction andfer uptitration of bisoprolot should always be considersed s}m: the
patient becomes stable again.

i discontinuation is considered, gradual dose decrease is recommended, m,jnm abrupt
withdrawal may lead to acute deterioration of the patient's condition.

Treatmiént of stable chronic heart failure with bisoprélot is mgns_:‘ El _ujmhma treatment.

= Treatment of hyperteasion or anging pectoris! 1 Srmim with __<Q or _:%3_ “function
disorders of miid to moderate severity no dosage adjustment is normally required.
In patients with severe renal impairment {erestinine Qnm_.mzmm < 20 mifmin} and in
patients with severe hepatic impairment a dafly dose of 10 mg bisoprolol must noet
oe exceeded.

There is anly limited experience with the use of bisoprolol in dialysis um ents. There are
no indications of the necessity to alter the dose regimen. )

s Teeotment of stoble chronic heort foflire; There is no information regarding
pharmacokinetics of bisopralol in patients with chronic heart faiture and contomitant
hepatic or renal _aom:smi Titration of the dose in these populations must :5333
be made with particular caution.

Elderhy. Mo dosage adjustment is required.

Bradimbein nanilatina: Thave ic inend
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The foliowing definitions muné 8 Sn mmg:m:n( 53530% Enu :asmmqr
Very common {2 1/10), Common (> 1100 to < 1/10], uncommon (2 11,000 o< 100}, rare
[= 110,000 to < 1/1.000), very race (<3/10,000), frequency not known: cannat e estimated
from the available data
*  [nvestigations
Rare: increased triglycerides, increased liver enzymes {ALAT, ASAT}
*  Cordiocdisorders
Very common: bradycardia {in patients with chronic heart failure)
Common: warsening of heart failure (i P P S
Urcemmaon: AV-conduction disturbances; bradycardia & worsening of pre-existing
heart failure {in patients with hypertension or angina pectorish;
®  Nervous system disorders
Common: dizziness”, headache®
Rare: syncope
®  Eyedisorders
Rare: reduced tear flow [to be considered if the patient uses contact fenses)
Very rare: conjunctivitis
*  Farondlabyrinth disarders
Rare: hearing disorders
= Respiratory, thorocic ond mediosting! disorders
Uncammon: bronchospasm in patients with bronchial asthma or a
obstructive airways disease
Rare: aliergic rhinttis
= Gostroiptestinol disorders
Common: gastrointestinal  complaints such as nausea,
constipation
o Skinand subcutaneous tissue disorders
Rare: hypersensitivity reactions such as pruritus, flush, rash
Very rare; alopeceaa, Beta- blockers may provoke or worsen psoria

; istory of

vomiting, .EEL&»P

or ‘inducs

®  Musculoskeletol ond connective Hssue disorders
Ureomsron: muscle weakness, musele eramps
¢ Vasculor disorders
Comman: feeling of caldness or numbness in the extremities; hypotension AS patients
with chronic heart faifure)
Cznnmﬁdc . hypotension {in patients with hypertension or angina pectoris},
orthostatic hypotensian [in patients with chronic heart failure}
e Generol disorders -
Common: 2sthenia (in patients with chromic heart failure), fatigue”
Uncomman: asthenia fin patients with hypertension or angina pectoris).
°  Hepotobiliory disorders
Rare: hepatitis
*  Reproductive system and breast disorders
Rare: erectile dysfunction.
¢ Psychiotric disorders
Uncommon: depression, Sleep disorders
Rare: nightmares, hallucinations
Applies onfy to patients with hypertension ar anging pectoris: -
“These symptoms especiafly oceur at the beginning of the ﬁsmaaf ?2 are mm:ma_a
mifd ang usuatly disappear within 1-2 weeks.
Tell your doctor if you notice any of the side effects listed zbove or Eé other: c:s\m:ﬁm
or unexpected effects. Te prevent serious reactions, speak to 2 doctar immediately if a side
effect is severe, occusred suddenly or gets werse rapidly.

Combinations net recommended
Treatment of stable chr faflure
Class-1 antiarrhythmic medicines {e.g. quinidine, disopyramide, lidocaine, phehytoin;
flecainide, propafenone): Effect on atrio-ventricular conduction time may be potentiated
and the negative inotropic effect increased

Afl indications
Calcium antagenists of the verapamil type and to & lesser extent of the diitiazem type:
Megative influence on contractility and. atrio-ventricutar conduction. Intravenous
administration of calcium antagonists of the verapamil type may fead to profound
hypotension and atrigveniricular biock in patients on beta-blogker treatment.
Centraily acting blood pressure-lowering medicines such as clonidine and others
(e.g. methyldopa, moxonodine, zilmenidine, reserpinel: Combination therapy with centraily
acting antihypertensives may lead to a deterioration of heart failure due te reduction of
the central sympathetic tonus mqmacﬁ_u: of heart rate, cerdiac output, vasodilatation),
_chE withdrawal, particularly if prior to beta-blocker discontinuation, may increase risk
{ "rebound :,\.un;m:mo:

onging pectaris

Class-| antiarrhythmic medicines [(e.g. guinidine, disopyramide, lidocaine, u:mn<8_:
flecainide, propafenanel Effect on atro-ventricular tonduction time and negative
inotropic effect may be increased.
At indfcativns Lo
Calcium antagenists of the dikydropyridine type [e.g. nifedipine]: Concomitant
administration may increase the risk of hypotensien and impairment of ventricular pump
function in patients with heart failure cannot be excluded.

Class-|If antiarrhythmic medicines (e.0. amiodarone): Eftect on atrio-ventricular conduction
fime may be potentiated. o
Parasympathomimetic: Combination therapy may increase the atrio-ventricutar cohduction
fime and the risk of bradycardia,

Topical application B-blackers [e.g. as in eye drops for glaucoma treatment] may intensify
the systemic effects of bisoprolol.
Insulin and oral antidiabetic agents: increase of biood sugar lowering effect. Blockade of
betzadrenaceptars may mask symptoms of hypoglycaemia,

Anassthetic agents: Attenuation of reflex tachycardia and increased risk of :{ucx:maz
{see section Special warnings and precautions)

Digitalis glyosides: Reduction in heart rate, increase of atrip-ventricutar conduction time.
Non-steroidal anti-phlogistics {NSAIDs): may decrease bload pressure-fowering effect.
B-Sympathamimetics {e.g. isoprenaline, dobutamine, orciprenaline]: combination with
bisoprolal may reduced the effect of both agents. Higher doses of adrenaline may be
necessary for treatment of allergic reactions.

Sympathomimetics that activate both B- and a-adrenoceptors feg. noradrenaling,
adrenatine]: petential increase in blood pressure and exacerbated intermittent ctaudication.
Such interactions are more likely in nonselective -blockers.

Concemitant use with antthypertensive agents as weil as other medicines with biood
pressure fowering potential {e.g. tricycfic antidepressants, barbiturates, phenothiazines)
may increase the risk of hypotensien.

Combinations to be considered
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the use of Concor® 5 myg cannet be recemmended far paediatric patients.

Method of administration

Concor® 5 my tablets are taken in the morning with or without food. They are swallowed
with some fiquid and not ta be chewed.

Concor® § mg must not be used in patients with:

® acute heart failure or during episodes of heart failure decompensation reguiring
intravenous inotropic therapy

e cardingenic shock

e second of third degree AV block [without 2 pacemaker]

e sick sinus syndrome

e sinoatrial block

e symptomatic bradycardia

s symptomatic hypolension

& severe bronchial asthma,

s severe forms of peripheral arterfal ocelusive disedse or severe forms of Rayriaud's
syndrome,

®  ustreated phaeochromacytoma {see section Speciaf warnings ond spéciof precautions
for use)

¢ metabolic acidosis,
= hypersensitivity to bisoprotol or to any of the excipients (see composition).

Concor therapy should not be stopped abruntly, particuiarly not in patients 5..3 coronary
heart disease, because this may lead to transitional worsening of :nm: candition
{see section _ucmo.ia.E\a:a_Sm_vauomaqaamr‘nga_

Cencor must be used with caution in patients with hypestension or m:@_:m pectoris and
accompanying heart failure.

Treatment of stable chronic :mml. wm___r.am

itiated sm%

a special titration phase,

Especially in patients with ischaemic heart disease, treatment must not be discontinued

suddenly unless ctearly indicated since this might lead to 2 transitory EES:E.@ of the

heart disease.

Initiation and discontinuation of treatment with bisoproiel requires’ Rmsﬂ patient

monitoring.

There is no therapeutic experience of bisoprolol treatment of heart failure § in mwzmjﬁ with

the following diseases and conditions:

- Insulin dependent disbetes mellitus [type 3}

- severely impaired renal function

- severely impaired hepatic function

- restrictive cardiomyopathy

- tongenital heart disease

- haemodynamically relevant heart <mm<n disease

- myocardial infaretion within the last 3 months
Combination of bisoprolol with calcium antagenists of the verapamil ar nm;mmmaa Jﬁm
with class-| antiarrhythmic drugs and with centratly acting an _m._<_um:m_:mv<n drugs is
generally not recommended [see section Interaction).

For all indications

Bisoprotol must be used with special caution in patients with: . L

- bronchospasm (bronchial asthma, obstructive airways diseases) (in Qmmm.snﬂ of
patients with stabie ehronic heart Ew_ci .

- diabetes mellitus showing iarge fluctuations in blood glucdse <mEmm m<§203m af
hynogiveaemia fe.q. tachycardta, palipitations or sweating) 3% be Suwwnn_

- strict fasting.

- ongéing desensitisation therapy. As with BTQ bata-bl ockers, gwonwomg 3m< inicrease both
the sensitivity towards allergens and the severity of m:wﬁg_mn”a reactions. £pinephrine
treatment may not 2lways give the expected therapeutic effect in these cases,

- first degree AV black, .

- Prinzmetal’s angina; Cases of coronary Vasospasm have been observed. Despite Its
high betal-selectivity, angina attacks carnot be completely exctuded when Emnhﬁao,
is administered to patients with Prinzmetal's angina.

- peripheral arterial oeclusive disease. Deteriorations of symptoris may oceur nmnm aily
when starting therapy.

Although cardioselective {betar) befa-blockérs may have tess effeet an jung function than

nonselectivebeta-oiockers, a3 with alt beta-blockers, these should be avoided in patients with

such reasons exit, Concor may be used with caution, th patients with obstructive airways
disease, the treatment with bisoprolot sheuld be started at the lowest possible dose and
patients should be carefully monitored for new symptoms [e.g. dysnea, exercise intolerance,
cough} fin treatment of stable chronic heart failure). In bronchial asthma or other chronic
obstructive pulmeonary dysfunction that may be associated with symptoms, concomitant
broncheditating therapy is indicated. Occasionally ah increase of airway resistance may occur
in asthma patients, therefore the dose of fz-stimulants may have to be increased.

Seneral anaesthesia

In patients receiving general anaesthesia, beta-blockers reduce the risk of arrhythmia and
mygcaridial ischemia during induction of anaesthesia, intubation, 2nd postoperatively, it is
currently recommended that maintenance of beta-blockade be continued peri-operatively.
The anaesthetist must be informed that the patient is being treatéd viith beta-blockers
as this may lead to potential interactions with other pharmaceuticals resulting in
bradyarrhythmia, and attenuation of reflex tachycardia, and decreased refléx abifity to
compensate for blood ioss. If discontinuation of beta-biocker therapy peior to surgery is
necessary, this should be done gradually and campleted about 48 hours before anaesthesia.
Patients with psoriasis or with a history of psoriasis shauid enly be prescribed heta-blockers
fe.g. bisoprolol) after carefully balancing the benefits against the risks,
fn patients with phaeochremecytoma bisaprelol must not be administered until after
u-receptor biockade.

Under treatrent with bisoprolo! the symptoms of thyrotaxicosis may be masked.

Use of Concor may lead to positive resuits in doping tests. tse of Concor ?: doping may
ve a threat for the user's health.

EEFECTS ONTHE >w=._._.< ._.O mmw<m >ZU USE _<_>nm_2mm

In & study with patients suffering fram coronary heart di sease gmana_a_ did :B mmanﬁ
the driving perfarmance of the patients. However, due to individually different reactions,
the ability to drive a vehicle ar to operate machinery may be impaired. This needs to
e considered particularly at the start of treatment, after change of dose, as welf as in
conjunction with alcohol.

?mm:m:ng

8isoprolol has pharmacological effects that may have a negative iiipact on pregnancy
andfor the fortus{newborn,

In general, beta-Hockers reduce placental perfusion. This has been associatéd with
intrauterine growth retardation, death of the foetus, spontaneous abortion os early fabour.
Adverse effects (e.g. :{Uauznmmﬂa m:n_ Ujmuﬁmaa may oceur in the ‘foetus and the
new-borre infant, betar mm_mﬂzm
adrenoceptor blockers are preferabie,

Bisoprolof is not recammended during pregnancy unfess clearly necessary. If qmmgmjﬂ s:mj
bisoprelal is considered necessary, uteroplacentat biood flow and foetal growth must be
moenitered. In case of harmful effects on pregnancy or the foetus, consideration of alternative
treatment is recommended. The newborn infant must be ciosely menitored. Symptoms of
hypogiycaemia and bragyeardia are generally to be expected within the first 3 days.

Breast-feeding
It s unknown whether bisoprolol is excreted inte human milk. Therefore, breastfeeding is

i WU o | 4 -
Monoamine oxidase inhibitors {except MAQ-B inhibitars) enhanced hypotensive effect of
the beta-blockers but also risk for hypertensive crisis.

PHARMATOLOBICAL 1xcmmn_mm

w:Eamno%:mB_n group

Pharmatotherapeutic group; selective beta-blocker. ATC code: CQZABOY,
Mechonism of oction

Bisoprolol, the active ingredient of Cancor® 5 myg, is a highly betal-sefective- mu_‘m:onmu"oﬁ
blocking agent having neither intrinsic stimutating ner relevant membrane stabilising
activity, It only shows very fow affinity to the betaZ-receptor of the smooth muscles of
bronchi and vessels as well as to the betaz-receptars of enzymatic metabolic regulation,
Therefore, bisoprolof is generally not to be expected to influence the airway resistance and
beta2-mediated metabolic effects. Its betal-selectivity extends beyond the therapeutic dose
range.

FPatient with hypertension and coronory hieart disease {anging pectoris)

Bisoprolol has n10 pronounced negatively inotropic activity, The maximum effect of
bisoprofofl sets in 3-4 hours after oral administration. The plasma elimination half-fife
of 10-12 haurs results in 24-hour efficacy when administered once daily. In general, the
maximum antihypertensive effect of bisoprolot is achicved after 2 weeks of treatment.

In acute therapy of patients with coronary heart disease without chronic heart failure,
bisoprolol decreases the heart rate and reduces the stroke volume resufting in diminished
gjection fraction and oxygen consumption, In cheonle therapy the initially increased
peripheral resistance decreases. Among others depression of plasma renin activity is
discussed asa mechanism of actian underlying the antihypertensive effect of beta-blockers.
Bisoprolol suppresses the response to sympathoadrenergic activity by blocking cardiac
betar-receptors. This causes slowing of the heartbeat and decreasing contractility thus
leating to reduced mycocardial oxygen consumption. The latter represents the desired
effect In patients with anglaa pectons and underlying coronary heart disease,

Clinfcal efficacy and safety fin the treatment of stable Chronic heart foifure]

In total 2647 patients were included in the CIBIS I triaf. 83% {n = 2202} were classified as
NYHA ctass lH and 179% {n = 445} were in NYHA class IV, All patients had stable symptomatic
heart failure [eiection fraction <3500 by nngnmaamangﬂ AH-cause mortality was 17.300
in the placebo group and 11.86%4in the hisogralel group {relative reduction 34%). There was a
decrease in sudden deaths {3.6% vs 6.3%, relative reduction by 4494) and in hospitaiizations
for heart failuse decempensation (1206 w5 175%, refative reduction by 369%). Finally, the

At the start of bisoproiol treatment and during %m titeation phase, patients were admitted
to hospitat for bradveardia 0.53%), hypotension (0.23%) or acute decompensation (4.87%6).
Hewever, hospital admissions were not more freguent ir the bisoprofal group than in the
placebo group (0%, 0.3% or 6.74%, respectively). Throughout the entire study period, fatal
stroke or stroke with subsequent disability occurred in 20 patients in the biseprolod group
vs. 15 patients in the placebo group.

The CIBIS ill study assessed 1010 patients aged 265 years with mild to maderate chronic
heart failure [CHE, NYHA class Il or |18 and left venteicutar ejection fraction €35%, who had
not been pretreated previously with ACE inhibitors, beta-receptor blockers or angiotensin
receptar blockers. Following an initial phase with bisoprelol or enalagril for 8 months,
patlents were treated with the combination of bisoprolol and enalapril for 6 to 24 months.
During the initial &-menth treatment with Bisopralol there was a trend towards a more
frequent worsening of heart fzilure. The per-protocol analysis dig not demonstrate
noninferity of the initial bisoprolol treatment vs._ initial enalaprii treatment, Mevertheless,
both strategies for induction of CHF therapy were asociaied with similar rates for the
combination of death and hospital admission [per-protocot population: 32.49% with initial
sisapralol therapy vs. 33.19% with initial enatapril therapy). The study showed that bisogroiol
cars also be used in elderly patients with mild to moderate chronic heart faifure.

I acute administration in patients with caronary heart disease witheut chronic heart failure
visoprolol redyces the heart rate and stroke volume and thus the cardiac output and oxygen

Pharmacokinetic properties

Absarption

ftore than 909 of an orai dese of bisoprolol is absorbed from the gastrointestinal tract. The
absarption is independent of food intake.

Distribution.

The gistribution volume is 3.5 Ifkg. The plasma protein binding of bisaprolo! is about 30%,
Giatransformation and elimination:

Bisaprolol is excreted fram the body by two routes, 50% s metabolised by the liver {o
inactive metabolites which are then excreted by the kidneys. The remaining 500 is excreted
by the kidneys in an unmetabelised form, Totet clearance is approximately 15 ifh. The
half-life of efimination from plasma of 10-12 hours gives a 24 hour effect after dosing
once dally,

Linearity

The kinetics of bisoprolot are e tinear and independent of age.

Spreciol patient popuiations

Since the climination takes placein the kidneys and the fiver to the same extent aommum
adjustment is not required for patients with impaired hepatic or renal fuction. The
pharmacokinetic in patients with chronic heart failure and with impaired livér or renal
fuction has not been studied. i i i [BYHA stage HI} the

vofunteers, Maximum plasma concentration at steady state is 64 + 21 ngfm| at a daily dose
of 10 mg and the hatf-life is 17 £ 5 hours,

mﬁmﬂ:z‘n_ﬁ. mbm_..l_.< DATA:

The prec _=_nm, ums :Emm_ no mumn_m_ :mww far jcaw:m Smma ns nn_ém_._:n.:m_ m:a_mm
on safety pharmacology, chronic toxicity, mutagenicity or carcinogenicity. Like other
beta-biockers, high deses of bisoprolol caused maternal [decreased food intake and weight
tass) and embryonaiffoetal toxicity (increased incidence of resorptions, reduced birth
weight of the offspring, retarded physical development), but not teratogenicity,

Syimptoms

The rnost common signs of overdase with 2 beta- c_cnxmﬂ are Emm{nma; hwpotension,
bronchospasm, acute heart-insufficiency and hypoglycaemia, To date a few cases of
owerdosage imaximum 2,000 mg) with biscprolol have been reparted in patients with
hypertensian andfor coronary heart disease. These patients exhibited bradycardia and
hypatension. All patients recovered.

The sensitivity to high single doses of bisoprolol varies greatly between individuals, The
probabifity that patients with heart failure could react sensitively should be considered.

IMeasures .

If averdose acours, bisaproiol treatment should be stopped and supportive and symptomatic
treatrnent sheuld be grovided, Limited data suggest that biseprolol is poorly diatysable. Based
o the expected pharmacologic actiens and recommendations for other beta-blockers, the
foltowing generat measures should be considered when clinically warranted.

Bradycardia: Administes intravenous atropine. If the response is inadequate, isoprenaline ar
arother agent with positive chronotrepic groperties may be given cautiousiy. Under some
circumstances, temporary pacemaker insertion may be necessary.

Hypotension: Intravenous fluids and vasopressors should be administered. Intravenous
glucagaen may also be useful. X
AV black [second or third degree): Patients shoufd be carefully monitored and treatad with
isoprenaline infusion. If appropriate, a termporary pacemaker shouid be inserted.

Acute worsening of heart Tailure: Administer iv. diuretics, positive inotropic agents,
vasodilating agents.

Bronchospasm:  Adminfster  bronchoditatos  therspy  such  as  isoprenafine,
beta2-sympathomimetic drugs andfor aminephylline.

Hypoglycaemia: Administer v, glucose.

Storage and Stability

Do not store above 30°C.

Do not use after the expiry date.

Shelf-life: 36 months from the manufacturing day
Product specification: Manufacturer's

Fresentation: fox of 3 blisters x 10 fiim coated tablets
Manufacturer:

Merek Healtheare KGah

Frankfurter Strasse 250

64293 Darmstadt, Germany

Facking site:

P&G Heaith Austria GmbM & Co. OG, Hoesslgasse 20
9800 Spittalf Drau, Austria
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Bisoprolol fumarate

PE xa tém tay tré em

Doe ki hudng dén st dung trude khi ding

Neu ciin them théng tin, xin hoi y kien Boe s7

Thudc nay ohi ding thea dan thude

THANH PHAN CONG THUC THUGC

M@ vien nén bao phim chifa:

Thanh phdn dugechdt: .

Thonh E:S td dugc: Vien nhan: Silica cotioidal khan; magnesi m»mﬁmﬁ Qomnos%:

celhubose vi tinh the, tinh bt ngd, calci hydrophosphat khan,

Lop phim bao: Oxyt sat vang [£172), dimethican, macrogol 400, titan diaxid Amj.:

hypromellose.

DANG BAC CHE

Vien nén bao phim,

Concar ® 5 mg |a vign nén hinh tral tim mau triing hol vang véi mdtvach chial

Vignnénvdi vach chia oo thé dugc bé thanh nhiing liéu bing nhau.

CHI BINH

u tri ting huyét ap

«  Didu tribanh mach vinh {Bau that nguc)

+  Piéy tr| benh suy tim man tinh 6n dinh kém suy gidm chic néing tam thu ﬁrmﬂ trai
két hdp véi thuc de ché men chuyén, thudc 10 tiu va vai cac glycoside tim khi
thich hap.

CACH DUNG, LIEU DUNG

Liéu ivgng

Didw tri ting huy8t ap va berh mach vanh:

MNguyen tdc nén khdi ddu didu ti vai lidu thidp, va sau d6 ting ,m: foRON ,—.Szm moi

truiing hap, iy ding nan duge @ity chinh cho ting benh nhan, d3c biet & dia tren

nhip tim va k&t qué didu 1

Tang huyétap

Liéu khuyén cdo fa 5 my biseprofol fumarate mitinf ngay.

Trong frudng hgp tang 35@ &p nhe {huydt 4p thm truong dén 105 mmHg) cé ﬁ:m diédu

tri véi 2,6 mg mist 14/ ngdy 1a dd.

MEu cAn thilt, liéu ca thé duge tang |8n 10 mg mat 14n/ ngy. Ting Hfu cao han chi duge

phép trong mat st truding hop ngoai |2

Liu khuyén cao tdi da Ja 20 mg mot Hn/ ngay.

Bénh mach vanh

Li#u khuyn céo 1 5 mg bisoprolel fumarate mot 1nf ngay.

NEu chn thigt, liéu ca thé duge tang Ien 10 mg mat 14n/ ngay. Tang iy cao hn chi duge

phépirong Bonmm truang hop ngoai l2.

Lidu khuyén cio t8i da [ 20 mg mbt 14n/ ngay.

Thof gian didu tr

Thoi gizn difu trf thung la khong gidi han. Thei gian diéu i phy %:on Viotinnchatva

mute dh nghiem trong cda bgnh,

Khong nén ding ditu trf 46t ngdtvii Concor, d3cbigt khong dude ditng didut ot nodt

0 nhilng bnh phan b bénh mach vanh, boi didu nay cd thé din dén sty gidm cip tinh

tinh trang sdc khbe cha beah nhan. N&u cdn thi tngiing didu tri, nén gidm liéu it ivi

1 sau méi tudn).

Pidu tri suy tim min 81 Ginh:

Phac dé didu tri chudn suy iim man tinh gém cé cac thude de nrm meh n_‘,E.m: (ACE)

{hodic chen thy the angiotensin trong truding hap khéng dung nap cac thude e chié

men chuy@n), chen beta, thude gl tidu va vl cae glyeoside Lrg tim khi thich hop. Truac

khi bat @au didu trj voi bisaprolod, benh nhan cdn phai dn dinh (khang bi suy tim cip).

_A:_.;&: cao: Bac sTdidu tri cdn phai o6 kinh nghiem trong iy t suy tim man.

Suy tim nang hon thodng qua, kg huy8t dp, hodc nhip tim cham 6 thé xdy ra trong giai

doan chinh [iéu va sau dé.

{itudung

Gial dogn chinh liu

B tri suy tim man tink 8n djnh voi bisoprolal yel cdu can c6 giai dogn Chinh liéu 10

oL

Didu trj vl bisoprolof cdn dugc bat ddu véi viec tang liéu ti ti theo

+  125mg  motldn/ngay trong 1 tudn, néu dung nap t6t tang ien ;

- 25mg mdt lanfngay trong 1 tudn tidp theo, ndu dung nap t6t tinglen

= 375mg . mbtlin/ngay trong 1 tudn tigptheo, néu dung nap t6t ting fen

«  5mg mot lAningay trong 4 tudn tigp theo, néu dung nap 1ot ting len

- 75my mbt 1An{ngay trong 4 tusn tidp theo, néu dung nap 16t ting Ién

< 10mg mbt EAnfngly nhy liéu duy tri

Ligu khuyén cao t8] da 18 10 mg mot 18 mbi ngay.

Cén theo dbi chit ch déu hidu sinh tén (huyt ap, nhlp tim} va céc tribu n_z.sm wc<

nang lén trong giai doan chinh liéu. Tritu chiing o6 thé xay ra ngsy ngay ddu tien didutri,

Diéy chinh chE 48 iy

Néu benh nhan khéng dung nap vai liéu khuyn cao tdi da, co the can nhic gidm mim .

Trong trudng hop xdy ra suy tim ngng hon theang qua, ha huyEt ap hay cham nhip tim,

khuyEn cao nen xem xét tai liéu cda cac thusic dang si dung déng thy @ma fidy

bisopreiof tam thdi hodc xem xét ngung diéu tri bisoprotol khi can thiét,

Ludn can nhic bit ddu sd dyng lai bisaprolol vafhode ting lidu bisoprolol khi benh

nhan 8n dinh 0 lai.

N&u cdn thigt phdi ngung diéu tri, nén gidm liu b W vi ngling

am x8u 1 cip tinh tinh trang cda bénh nhan,

Biéu tr| benh tim min tinh dn dink véi bisapiralol thuimg 14 didu tri 14u dai.

Nhom b&rh nhan dic biét:

Benhnbanbisuy than hav sy gan: ;

« Biéu tri ting huyt ap hay bénk mach voni: kning cdn Jiéu chinh [i8u 67 véi benh
nhan suy chic nang gan rm< than midc 86 nhe 68n trung binh. B8 v benh nhén suy
thin néing {do thanh thai creatinine < 20 mifphiit) va suy gan niing _%o:m duge
vigt qud liéu 10 mg bisoproiof mfi ngay.

C4 rdt it kinh nghigm s dyng bisoprolol & benh nhan chay thin nhan tao. Khéing cé
chidinh cdn thigt phai thay 48] ché g iidu.

= BNéu trf suy tim mdi &n dinki Khong o6 thong tin vé duge ao:m hoc eda Emm_u_a_oﬁ 4
benh nhan suy tim man kém suy gan hay suy than. Do @6, vite tang liéu cho cac
truding hgp nay nén duge tién hanh thén trong hon,

Ngudi gia: Khoing cin didu chinh éu,

Tré em: Chua ¢4 kinh nghigm 8y d0 vé viee it acé bisaprolol ¢ho tré em,vi ﬁrm khong

khuyén cdo st dung Concor® 5 mg cho tré em.

Cach ding: Concor © & mg nén sb dyng vio budi sang, kem hay khang kem zEn an,

cazm thu n<m_ Aude va khdng duge nha

CHONG Q.:EZI

Khong ¢iing Concor® 5 mg cho cac bénh nhan sau:

» Suytim cép hodc cac giai oan suy tim mit bl cdn tigm truyén tinh mach e thube
gaycocatin,

+ Sdedotim

tu trinh'sau:

u trj 46t ngdt cd the

«  Cocrdilogntim

Rt thuding giip: cham nhip tim [ddi vdi benh nhan suy tim man)

Thutdng g&p: tang suy tim (661 véi benh nhan suy tim min}

it gap: r6i loan diin truyén phi that; cham ahip tim va nng thém bénh suy tim vén

cé {6 enh nhan ting huyét 4p hay dau thit ngyc)
« Cdcrdifogn dhé than kinh

Thutdng gap: chong mat® nhic ddu®

Higm gip: ngdt.
« Cacréfiognvé mat

Higm: gidm nuéc mat {cdn by ¥ néu benh nhan ding kinh sat trona)

Rét higm:viem két mac
s Cacrbilognvétaiva taitrong

Higm: riJoan thinh gide
o Cacrdilognvé hd hip, ngycvo trung thdt

it an co thit phé qudn & bnh ahan hen phé quan hay ¢6 tign sii the nghén khi

quan

Higm:viem miididng
« (ocrdifognvé tieu hoo

Thudng gip: cac réi koan titu hdz nhu budn non, ndn, Hi2uchdy, téobdn
«  Cocrdilognvé dova mo dudido

Hiém: cac phdn dng min cdm nhu ngua, &4 da, phat ban

REthigm; ryng téc. Cac thudc chen B cd the gay ra hay lam nang them benh vy nén

hodcban 36 nhu vay nén
o Cacrdifegn vé caxuang ve mafién két

fegap:yéuco,vophé
= Cocrdftognvé moch

Thuiing gap: cam thiy lanh hay t& coiig tay chan: ha huydt 4 ap {0 berh nhan suytim).

it giip: ha huyét ap (6 benh nhan ting huyét 4p hay dau that ngyc), bénh ha huyét

ap thé ding (¢ benh nhan suy tim mén).
= Cécrdifognkhdc

Thudng gap: hen suykn (d6i vdi beah nhan suy tim mén}, metméi®

1t g3p: hen suyén (dbenh nhan ting huydt &p hay dau that nguc)
s Cdcrditogn gon mat

Higm:viemgan
o Coerdilogn vé e sinh san va ngie
Em; 7] loan cuiing diang
o Cderdilogn tdm thin

it gap: tram cam, rdi foan gidc ngl

Higm: ¢ mng, 4o gide
*Veibénh ting huyét ap hay bénh mgch varh, nhing triéu n:r‘:m :S;:rd:mx&}d khi
it ddu diéu trf. Chiing thudng nhe va mat di sau 1-2 tudn didu tri.
Théng bao ngay cha bic si n&u bgn bi nhitng tac dung khéng mong muén dudgc ligt
ké & frén hofic bat of tac dung khdng mong muén nho khic xay ra khi s dyng
thude. Dé wso:m nglia nhilng tic ofjm nghiem trong, nrm_ thang bas ngay che bac st
khitac ncsm |3 nghiem trong, bdt ngd %3y ra hay trd nén ning hon.
TUONG TAC cOA THUSC
Két hgp khéing nén ding
Difu trl suy tim man dn dinh
Cacthudc ching loan :_ﬁu tim nhom | {nhu m:_:a_z a.mouiwaa idocain, phenytain;
ficcainid, propafenan) <6 thé lam ting tac dung dc ch& cha Concor @ 5 mg ien din
truyén xung lyc nht thdt va tng hitu qud gidm co that tim.
Cho t8tcd cac chidinh
Cac chit ddi khang Canxi Ky <2mum3. vi toi mit mic thip han bz loai diltiazem co
thé 1am gidm tinh co thét co tim vi lam cham dan truyén xung lyc nhi thit khi ding
churg va Concor ® 5 mg. Tigm tinh mach rac chit 681 khang canxi kidu  verapamil cho
benh nhin dang diéu tr] vai thutic chen B ot thi gy ra ha huyét ap manh va bldc nhi thit.
Céc thudc ha huyét ap co tac dung trung vong nhy clonidine va caethude khac {nhu
methyldopa, moxonodin, rilmenidin, ﬁmmm%imw sd dyng d6ng thoi voi cic thude ha
rc«.mw ap oo tac dung trung uong co thelzm niing thém suy tim do gidm truang e giao
cam trung uong {giam nhip tim va cung lugng tim, gidn mach). Ngung dung thudc gt
ngdt, dgc bigt B trude khi ngung st dyng thude chen B ¢ the am tang nguy co "ting
nuyEt ap hdi ang”.
K&t hdp phai thin trong
Digu trl ting huyEt 3pva bénh mach vanh
{4 thudic chéng loan nhip tim nhdm | (nhe quinidin, disopyramid, lidoeain, phenytoin;
flecainid, propafenon): c6 thé 1am #ing tic dung Uc ché ien din truyén xung lyc nhi
thiltva tinh co thit tim.
Chotdteacacch
Cac chat 661 khang canyi kidu dihydropyridia (nhu nifedipin): co thé l2m tiing nguy co
hg huy€t ap khi dimg chung vai Concor ® 5 mg. Khang loat trl gia tang nguy co lam suy
giam them chic nzng bom tam thit d bénh nhan suy iim.
Cée thude chidng loan nhin tim nhém |11 inhit amiodaron): co the [2m tang tac dung g
ch tren ddn truyén xung life nhithat,
Cacthude cung phé giao cim: ditu tri kEL hop b the am ting tie dung Je ché ten din
truydn xung ke nhi that vl nguy co chamn
Céc thufic chen m tai chf {nhu thuéc nhd mit m_m: tri glaucoma) co thé tam ting téc
dung todn than cha biscprolol
tnsulin va cac thude didu trf dai thao dudng dung dudng ubng: c& thé _ms gia ting téc
dyng ha dudng huyt. Thude chen beta c6 thé che gidu tritw chiing ciia tinh trang ha
duang huyst,
(e thufc gay me:lam suy gidm nhip nhanh do phan xa v ting nguy cd ha huyét ap
{xin xem phdn cdnh béo va thin trong)
Cae glycoside fim:3m gidm nhip tim, 1am ting thaf glan dBn truyén xung dong.
Cae thude khang viem _Ajosm steraid (NSAIDs): ed thE lam gldm tae dyng ha huybt ap.
Cac chdt cudng giag camB :%: .moﬁ:mzm__: dobutamin, orciprena ne):s¢ dung chung
isoprolo! co %m fam gidm téc dung cha ca hai, Liéy adrenaline cao han o6 thé cin

Cac chét cudng giao cdm hoat hda ca thy the B va o {nhy noradrenalin, adrenalin): 6
thé tam tang huy8t ap va trdm trong hon ching khap khikng cach héi. Cae tuong tac
nay thudng xay ra véi cac chen B khong chon ge.

Bitutr] chung vdicac thudc trl ting huyEt ap cling nhu cae thude E&n ed khd ning lam
ha huygt ap {nhu thubc chéng trim cdm ba vang, barbiturat, phenothiazin} ¢6 thé lam
tang nguycd ha huyét ap.

K&t hgp cdn cin nhic

Mefloguine: e thé lam tang nguy co cham rhip tim,

Thubc tic ché Manoamine axidase {ngoai tril thudc tc ch& IMAD-B} #am ting the dyny
ha huy®t p cla cac thude chen B nhung cling ¢o nguy co tang huyét ap dot ngot.

CAC BAC TINH DUGC LY

Bic tinh duge e hee

[STAE T T om Eenba ol e RS ATF (A4 AT




« " Hbiching suy nit xoang,
« Bl xoang nhi,
+ Nhip tim cham co trigu ching
o Huyétapthdpcdtrieuching
+  Hen ph& quanning,
= Thé ning cia bénh tae dong mach ngaai bien hay hai chiing Raynaud, :
+ Litébao Ua crém chua didu tr {xin xem muc Cank bao vi thén trong khi ding thudc
+ Toanchuyén hoa,
. gm% u&_ﬁ vét bisoprolol hay bit ci thanh phdn nac cda thuc {xem muc Think
phdn).
CANH BAG VA THAN TRONG KHI DUNG THUGC
Diéy irj ting huyet ap hojic bénh mach vanh (Dau thit npucl
Khong nén diing didu tef 9ot nggt vol Concer ®  dic biet & nhilng benh nhan bi benh
mach vanh, vi diéu nay ¢6 thé din dén tinh trang benh chuy#n bign xdu hon (xin xem
muc Ligu ding vi chek ding).
Concor ® phai duge st dung than trong & nhilng binh nhan b ting huygt 4p hodc dau
thit ngyccd kim theo suy tim.
Didy tri benh soy tim mn tinh 85 dich
&4 trf suy tini man tinh Bn dinh voi bisoprolol phdl duge bat ddu voi giai dogn chinh
u ddc bigt.
Bic biet & nhitng banh nhan bi bénh tim thigu mau cuc by, khang duge ngling didy tri
@6t ngét trll khi'ca chi dinh r rang bdi vize ngung dot ngdt cé thé 1am tinh trang suy
fim nang hon.
Canthen dii chit che benh nhan khi bat ddu va ngimg digu tri véi bisoprolo
Khong co kinh aghiem didu tr bisoprolol trong didu tri suy tim <6 kém cic benh/ftink
trangsau:
= Daithdo dufing phu thudeinsulin (Typ ).
+ Suychie ndng thin ndng.
= Suychitc ndng gannang.
+ Bénhcotimhanché.
« Benh tim bim sinh.
«  Benhvan tim thyc thé cd lien quan tdi huygt ddng.
- IRAI mau o tim trong ving 3 thang trude @6, . .
Thusng khong khuyén cdo si dung phéi hop bisoprolol vi cée thuic dbi khing canxi
loai verapamil hodc ditiazemn, cie thude ching toan nhip tim nham |, vi céc thuéc ha
huy&t 4p tac Gong trung uong {xin xem myc Tuang tée cha thudd
Cho tat ¢j cAc chiBinh R
Bisoprolol phi dugc s dung mot cdch than trong dc bigt & nhing bénh nhéncd kem:
- Co thit phé quan [hen phé quén, banh e nghin duang thé) (khi difu trf cho benkh
nhan bi sUy tim man tiah 8n dinh} .
_ Pai thao duding cd mie dudng huyet thay d6] bt thadng: cie trigu chilng cla chiing
ta duiing huyét {nhu mach nhanh, h81 hop hay tigt md ho1) o6 thé bj che gisu.
- bhin in nghiem ngat, ) )
—Dang diéu tri di dng. Cang nht vdi ce thubc chen beta khac, bisopralol ¢d thE lam
1504 tinh nhay cam vél cac khing nguyén va mic 4o nghitm trong cla phén lng phan
ve. Didu i vél epinephrine khoag lutn mang dén higy qua didu tri mong mudn trong
nhitag trudng hap nay. .
- Rt loan diin truyén nhi that nhe {blde nhT thatdg 1), S
- RAi lgan uwrlugng mau trong benh mach vanh do co that mach (Ching dau thit ngue
Prinzriietal); 43 quan sat thdy mat 6 trdéing hdp bi co that mach vinh. Mic di tinh
chonloc cao trén beta 1, nhung khong the feai trd hoan todn cdc con dau that ngec khi
disng bisoprolo! & nivng benh nhan cd mackem bénh Gau thit ngyc the Prinzmetal.
- Benh tAc nghén dhng mach ngoai bien. Cac trigu chitng cd the dién bign x&u hon dic
bizt 14 khi bat ddu didutri :
Mic di cac thudic chen beta chon loc trén tim (beta 1) cé thé 6 it tae ddng len chite
néing phi hon cae thudc chen bete khong chon log, eling nhy vai tt ca cac chit chen
beta, nén tranh si dyng nhling thude n&y & cac bénh nhan bi benh the nghén dudng
thé, trit kki cb cac Iy de tam sing bit bude cdn si dung. Trong nhiing truding hdp bt
bupe, Concor @ cé thé duge sU dung mot cach than trong.  nhing benh nhan bi tic
nghén duitng thé man tinh hodic hen phé quan cd tridu chiing, didu tri voi bisopralo!
nén duge At 4u & Hiéu thip nhat va cdn gidm sat chat ché bénh nharn vé cdc tritu
chung mai bvi du ki th, khang dung nap cac bal tap, he) (Méu trf hénf suy tim min
tink 8n dinh). Cac truting hop hen phé quan hay cac 18] loan chite nang phdi the nghén
man tinh khac co thé gay ra tridu chdng, cdn d6ng thl didu tr] gian phé quén. Thinh
thodng ci thé xay ra sy gia ting d¢ khang duting thd & nhling benh nhan hen suyBn, vi
the ci thE phi ting fity kich thich beta 2.
Gav mé toan than i
O nhilng benh nhan gay me toan thin, thuge chen 3 gidp gidm nguy caloannhip timva
thidy mau cuc ba ¢o tim trong giai doan din me vi d3t ngi khi quan, va trong giat doan
hau phiu. Hien nay dang khuy&n cia nén duy tri thude chen 8 trong giaf doan chu
phAu. Bac 7 gay mé phal duge thong bae trong trudng hdp bEnh nhan Gang duige didu
irf vai chen £ do nguy co tuong tac vdi cae thude khdc, lam cham nhip tim, tam gidm
phan xa ting nhip 1M va gidm khd ning phin xa 62 bit fai sy mdt mau. Neu cn thist
phai ngung s dung thude chen B trusc khi phiu thuat, nén gidm lidwdin d4h va ket
thic 48 b trude khi gay me. : :
Benh nhan b benh véy nén hay tién st bi binh vy nén chi nén st dung chen beta {vidy
bisoprolol] sau khi d& can nhdc cdn than gida 11 fch vé nguy o, o
( benh nhan u tuyén thagng than (u té bao va crdm), khong nén sl dung bisoprofal cho
@6 n sau kni phong téa thuthé o
Khi digy tri vii bisoprolol cac trigu ching clha nhigm ddctuydngidped thé bj che'gidu.
Sd dung Concor @ ¢ thé gy ra k8t qua dudng tinh trong thd doping. S dung Concor
tam chat doping cd thé gy fai cho sickhée ngudi st gung.
ANH HUGNG COA THUGC LEN KHA RANG LAI XE, VAN HANH MAY MOC
Mat nghien citv trén benh rhan b b2nh mach vanh cho thiy bisoprolol khéng Znh
hudng dén kha nang |4 xe cdz benh nhian. Tuy nhign, do phdn ing cé thi xdyra khac
nhau 6 mai ca thé nén kha ning J3i xe v van hinh may moc o6 the bi dnh hudng. Cén
iy d€n khd nang nay dac bist khi bit ddu giéu tr, khi thay A8 1ida cling nhit khi ¢
udng rugu. .
S DUNG THUGE CHO PHY NETCO THAI VA CHO CON BU
Phu nd cb thai .
Bisopratol ¢6 tac dyng duge iy co thé g2y dnh hudng khong e [en phy nii 6 thai
vafhodc bac thaiftré sosinh. N6i chung, chen beta lam gidm tudi mau nhay thal.
Didu nay cd thé lien quan t6i sy cham phat tién cla bao thal trong i cung, thai chét
luy, s3y thai ty phat hodc chuyén da sém. Cae tac dung phy [nhy hg dudng Huygt va
chim nhip tim) c6 thé xdy ra & thai nhi-va trd so sinh. Néu vige didu i chen beta can
thiét, chen giaa cim chon koe trén beta 11 thich hap hon,
isoprolol khong duge khuyén cao st ung khimang thai tritkhi thuc sy c4n thigt. Néu
diéu tri v6i bisoprolol duge coi 1 cén thift, ¢én theo 45i chiit che luu hudng miu rhau
thal, tif cung vé s phat tridn cia bao thai. Truting hap xdy ra tac hai cho me hode thal
khuy8n cao can nhic thay ddi phuong phap diéy trl, Tré s sinh edn dude theo dbi
%7 ngay sau khi sinh. Cée triéu chiing cla gidm dudng huygt vh chim nhip tim thudng
xay ra trong vang 3 ngay ddu tizn, - .
Phundchpconbd ’ E
Chua dugc bigt bisoprolol 6 bai 1€t vao slia mg hay khong. Vi thé, khongicha con bi
khi gang dling bisoprolei. . . . ;
TAC DUNG KHONG MONG MUGN COATHUGC IR
Nhing nh nghta sau duge 2p dung cho thadt ngit ¥n sust duge st dung ben dudi: RET
thudng gap (> 1/16}, thudng g3p (= 1/100 6] < 1/10), it gap (2 1/1.000 161 < 1/100),
wigm (Z1/10.000 t61 < 1/1.006), rit hifm (<1/10.000), tn sudt chua dudc bigt: khong
thé yde tinh dugc t nhilng ¢0 lizu higncs,
s Cdcxétnghiém
Hidm: tang trighycerides, ting men gan (ALAT, ASAT}

CCHehE thetung

Bisoprolo, hogt chit céa Concor ® 5 mg, ka thube chen thy thé B1-giao thrn chon lpccas,
khang co tinh dn dinh mang vé hoat tinh gidng giac cdm nai ta. Bisaprolal cho thay it cd
ta¢ dng trén thy thé B2 cha co tron us%gcwj va mach mau cing nhy dnh hudng trén
chuy®n héa litn quan 8&n thy thé B2, Do dé, bisoprolol nhin chung khong anh huéng lén
tré khang Gudng tha va céc the dung ien chuyEn hoa qua trung gian thy thé 82, Dac tinh
chon loc trén béta 1 cdia thudc vAn tén tai vol liBu vugt khdi khodng & digu t.

Bénh nhén bi cao huyét dp va bénh mach vanh

Bisaprolo! khang c6 hoat tinh co bép am tinh. Bisoprolo! dat dugc tac dung 16i 8a vao
khoang 3 @&n 4 gids sau khi udng thute. Thiti glan ban théi trong huyét twong i 10- 12 gid
5 @8N hiew qua 24 16 khi dugce diing duBing udng 1 13n T ngay. Nhin chung, hitu qua ha
5p tBi da cla bisaprolol dat duge sau 2 tudn didu trl.

Trong diéu 7| c&p tinh & nhiing benh nhén b bérh mach vinh ma khing bl suy tim man
tinh, bisoprofol [3m giam nhip tim v gidm thé tich nhat bop dfin dén giam phan sudt ting
mau va lugng oxy tiu thy, Trang diéu tri man tinh su tang khang e ngoai vi e déu bi
gidm. Trong s8 khac sy gidm hoat d9ng renin huygt tong duge xem nhu [a co ch tac
dung tigm &n cira tdc dyny ha huyEt ap cla chen beta.

Bisoproto! tic ché dap iing voi hoat Gong giac odm bling cach chen thy thé beta 1 trén tim.
Didu nay [am gidm nhip tim va gidm stic co bép cd tim do do din dén gidm tigu thy oxy co
tim. wmn tinh nay mang dén hitu qud trong diéu tri dau thét nguc va benh mach vanh
iém &n.

Hig qud lam sang vé tinf on togn (trong Giéu tef bénh suy tim mén tinft an dink}

Téng 2647 benh nhan tham giz vao nghign cfu CIBIS 1. Trong 40 ¢6 83% (n=2202) duge
phan leai suy tim NYHA @9 Hl va 179 (n=44E) suy tim NYHA g0 IV, Tét ¢ cac benh nhan
déu & tinh trang suy tim Bn dinh {EF < 35% bhng situ am tim). ¥ 12 td vong do moi
nguiyen nhan cla nhém ding gid duge 3 17,3% v nhém ding bisopratol 1a 11,8% {mic
giAm nguy cd tuong 481 12 349%). Gizm 1y I 0ot tl {3,6% so vai 6,3%, giam nguy o tuong
A8 12 £4%) va gidm By 12 nhap vikn do suy tim mit b (120 so vid 17,6%, gidm nguy o¢
tuong 461 i 35%). KEt qua, tinh trang tam sing clia binh nhan duge cai thitn cb y nghia
{theo phan o NYHA). Vao giai doan bat ¢4u didu i vdi bisoprolol va trong sult glal doan
chinh lidy, 1 [& benh nhan nhap vien do cham nhip tim {0,530), ha huyét ap (0,23%)
hogie sy tim mat bii cip (4,97%). Tuy nhien, ty [& nhap vien cla nhom dlng bisoprolot
khong thudng xuyen hon se vai nhom ding gi duge (ty [& tuong dng 14 0%, 0,3% hojc
6,74k}, Trong suGt thili glan nghikn citu, dot quy gay bat Iie hoge 40t quy gay i vong
¥ay ra & 20 binh nhan trong Ahdm ding bisoprolel so vél 15 benh nhan trong nhom gid
dulge.

Nghién ciu CIBIS 1H @nh gia tren 1010 benh niain & 40 tudi 2 85 bj suy tim man th nhe
{01 wung bink fsuy tim man tinh; NYHA @ | nhogc 11} va phan sullt ting mau that trai <
358, tritoe 46 chua dudc didu trf woi thude Uc ché men chuyén, chen thy thé beta hode
chen thy th# angiotensin. Sau giai doan khdl trj 6 thang véi bisoprolol hoge enalapri
benh nhar duge dibu & phéi hop bisoprolol va enalapril treng 6 ti 24 thang.

Trong gial Soan 5 thang khéi &1 véi bisaprelol, cé khuynh hudng tang tdn sust suy tim
ndng heh.

Phan tich thee d¢ cuong nghign clu khong chdng minh syt khong thua kém khi didu t
khi d4u v bisoprotol o vdi khéi déu vai enatapnil, Tuy nhign, e3 2 chién luge khdi tri suy
tim man tinh nay déu co 1 1 veng va nhap vign tuong duong nhad {dan s tuln thd dé
cuong nghién ciiu: 32,4% véi nhém khdi tr véi bisoprolol so vi 23,19 vdi nhom khéi 1
vai enalanl). Mghién ciiu cho thiy bisoprolol c6 thé cling duge s dung cho benh nhan
can tufi b] swy tim ahe §&n truag binh,

Bisoprotol cing dugc chip thugn trong diéu tri tang huyEt ap va binh Gong mach vanh.
Khi dudc si dung df didu trj cip tinh cho cae bEnh nhan bi benh mach vanh khang bi suy
tim man tinh, bisoprolol 1am gidm nhip tim va thé tich nhat bap vi vi vy lam gidm cung
g tim va s tigu tha oxy. Trang G180 tri benh més tinh bisoproiol lam gian sJ tang
khang lc ngogi bien.

Biéc tinh duge dong hoe

Hdp thu:Bisoprotol dude hip thu td Bng titu hoa va cd sinh khd dyng khodng 90 % sau
khi udng. D& hdp thu khang bi dnh hudng bdi thic dn.

Phan ba:Thé tich phan bé 1 3,51fkg. Khoang 30% bisoprolof gén vai protein huyét tuong.
Chuyén héa vé thai trir Bisoprolol duge thai trll theo 2 duiing, 50% duge chuyén hoa §
ganthanh chit chuydn héa khéng cd hoat tinh va sau 86 dugc bai titt qua thin. 50%
cén lai ddge bii Lt qua than d dang khong duge chuyén hda. D& thanh thai toan phén
cika bisoprale| khodng 15 Ifh. Thi gfan bin thal khoi huyét tuong khodng 10-12 9id tao
ra hitu qué 24 gid sau khiubng 1 1dn 1 ngay.

D4 tuyén tinh:Ding hoe cia bisoprolol 12 tuyén tinh va khong phu thubevao &b tubi.
Mhém bénh nhdn doe bigt: Do sU thal trii x&y ra ¢&n bing d than va gan agn khong yeu
ciu didu chink &y cho benh nhén b suy chiic nang thin holic gan. Dugdc 63ng hoc ¢
nhilng benh nhan ¢4 suy tim min tinh c6 kém suy gan hay suy thin chus duge nghien
ciu. O nhang benh nhan bi suy tim man tish én dinh (NYHA giai Goan |1} ndng 60
bisoprolol huvEt tuang ting va thol gian bdn thai bi kéo dai so v nhiing ngudi tinh
nguyen khde manh. C trang thai 8n #inh, néng 48 huyét tuong t8i da khidung mbt 4n
mdt ngay 10 my bisoprolol 12 64 + 21 ng/mi v thoi gian ban thalld 17 + 5gid.

DO LIEU AN TOAN TIEN LAM SANG

D lizu tién tam sang cho thiy khéng ¢o nguy cd d3c bigt ndo cho ngudi dua trén cac
nghién clu thudng quy vé duge 1y an todn, doc man tinh, gay ot Bign hodc ung thel,
Gidng nhy cac thudc chen beta khac, bisoprolol Hiéu cao gay d0c 12n ngudi me [gism dn
v CAN nang) v gAy 8b¢ Hen baa thaifthal nhi {tang tf & hly xuong, gidm can nang cla
trésosinh, fam cham u_ﬁ:qm: thé chit) khi diing 1w cae nhung khang gay quai thai.
QUA LIEU VA CACH XU TR

Tri¢uchung

Ddu hieu thuting gip nh#t khi qué lidu chen beta 2 chaim nhip tim, tut huy€tap, co thit
phé qudn, suy tim cip va ha duing huyét. Cho dén nay chi cé mat ft trudng hop qua &u
vési bisoprotal (641 da 2.000 mg) 43 duoc bia cao & nhing biah nhan bi ting huyet ap
vafnodc benh mach vanh.

Nhilng benh nhdn nay thutng bi cham nhip tim va hg huyét ap. Tat cd cae benh nhan
&tu phuc hdl.

Mic da nhay cdm véi Hiéu cao don & cla bisaprolol khac nhau rit lon gida cieca thé.
Kha nang cac benh nhan bj suy tim oo thé phan dng nhay cim nén dupe xem xét.

Céch xd trl

NBu qua iéu e4n ngung diéu tri bisoprofal va tign hanh digu tri b trd va diéu 1] ity
chitrig. Cac 58 itu han ché cho thay bisoprolol khé bi thdm phan. Dua trén céctacdung
duge 1y dy dodn va cac khuyEn céa 481 voi cac chen beta khac, nhing bign phap sau nen
duae ean nhdce khi duge dam bdo vE matiam sang:

Cham nhip tim: diing atropine tiem fiah mach. NEu dap ing khang ddy da, o thé ding
isoprenaline hodc cac thude lam ting nhip tim khac mot céch than trong. Trong mat s&
truting hop, cf thé cdn A3t may tao nhip tam thisi.

Ha huyét ap: Nen truyn dich tinh mach va ding cac chit tam co mach. Glucagon tiem
tink mach cling cé thé gidp ich.

Bléc nhi th&t (80 2 hojc 83 3): Benh nhan nén duge gidm sat ofn than va digu tri véd
truyén isoprenaline. Nen @3t may tac nhip tam théi, ngu thich hap.

Suy tim dién bign cép tinh: diing igi tifu dudng tiém tink mach, cac thudce iam ting co
bap cd tim vé cae thude gign mach.

Co thét phé quan: ding cac thude fam gian phé quan nhy isuprenaline, cac thude o6
hogt tinh ging giao cAm beta 2 vafhodc aminophylline.

Ha duéng huyEt: ding glucose titm tinh mach.

PIEU KIEN BAO QUAN: Bdo qudn khéng qué 30°C. Khéng ding sau khi hét han st
dyng.

HAN DUNG: 36 thang k€ t ngay sin xust.

TIEG CHUAN THANH PHAM: Tieu chuga nha sén xust.

QUY CACH DONG GOI: Hop 3% 10 vien nén bao phim.

Nha sén xusit: Merck Healtheare KGaA

Frankfurter Strasse 250 64293 Darmstadt, Buc

Ca s& ddny goi: PHG Health Austria GmbH & Co. 06

Hoesslgasse 20 9800 Spittalf Brau, Ao

90042310
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