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NAME OF THEMEDICINE -

The actlve mgredrent in TOPROL-XLTM iS metoprolol succmate The chemlcal name
for metoprolol succinate is di-(£)-1- (lSOpropylamlne) 3- [p (2- methoxyethyl)phenoxy]—
2-propanol succinate. The molecular welght of metoprolol succmate is 652 8 lts R

. structural formula rs =

o o-cHz:CHéﬁerCﬁ(cHg{ﬁ: ) COOH SEE T Nt

S : ::{ CHzCHzO 5

the mac’uve mgredrents ethylcelluloSe hyd'roxypro
,mrcrocrystallrne cellulose, parafﬂn macrogol 6000 8i
fumarate and htanrum dloxrde : Gl

‘ PHARMACOLOGY

' Metoprolol isa B1-select|ve B blocker i e lt blocks [31 receptors at doses lower than
those needed to block Bg-receptors : R T

Metoprolol is practlcally dev0|d of membrane stabllrsmg actrvrty and does not dlsplay
partial agonist activity (i.e. infrinsic sympathomlmetlc activity = ISA) at doses required

to produce B-blockade. The stimulant effect of catecholammes on the heart is’
reduced or inhibited by metoprolol. - This leads to a decrease in heart rate cardiac

output, cardiac contractility and blood pressure

Controlled release metoprolol succinate and the immediate release metoprolof
tartrate are not bioequivalent. Controlled release metoprolol succinate gives an even

plasma concentration time profile and effect (B+- blockade) over 24 hours in contrast
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" to conventlonal tablet formulatlons of B¢-selective blockers including metoprolol

tartrate formulations.

When given together WIth a B2-agonist, metoprolol succinate in therapeutrc doses
interferes less than non-selective p- -blockers with Bo-mediated bronchodilation (see
PRECAUTIONS). When clinically necessary, metoprolol succinate, in combination
with a Ba-agonist, may be given to patients with symptoms of obstructive pulmonary
disease. Metoprolol succinate also rnterferes less with rnsulrn release than non-

selective B- blockers
Pharmacokinetics

Absorption and Distribution

TOPROL-XL consists of several hundred beads of metoprolol succinate; each coated

~with a polymeric membrane which controls the rate of metoprolol release. After rapid

dlsmtegratron within the gastrorntestlnal tract, metoprolol is contlnuously released for .
approximately 20 hours, and a stable metoprolol plasma concentration is achieved

overa dosage interval of 24 hours Approxrmately 12% of metoprolol is bound to

human serum protems

' Metabollsm and Ellmmatron

Metoprolol undergoes oxrdatrve metabollsm in the lrver pnmarrly by CYP2D6 Due to

o polymorphlsm of CYP2DG6; about 5 10% of Caucasnans and a lower percentage of
““Asian'and African populatlons are poor metabolisers of metoprolol Such people
'Vexperlence higher plasma concentrations of metoprolol fora grven dose Becaus
these differences between individuals, gradual dose titration is important. Co-: -

administration of drugs which inhibit CYP2D6 ‘may increase plasma concentratrons of »

‘metoprolol, partlcularly in extensive metabolisers (the majonty of the popula’uon)
Three main metabolites have been rdentrf ed although none have a beta blockrng

effect of clrnrcal rmportance

- Over 95% of an oral dose can be recovered in the urine. Only approxrmately 5% of

the administered dose is excreted unchanged wrth thls flgure rlsmg to 30% ln

' lsolated cases.

Pharmacokinetics in the elderly

The elderly shows no srgnrf icant drfferences in the pharmacokmetrcs of metoprolol as
compared with younger persons. . _
CLINICAL TRIALS

Three randomised, double-blind, placeb‘o-controlled studies and one randomised,
open crossover study had been conducted to establish the efficacy and safety of

TOPROL-XL in patients with chronic heart failure.
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ranged from 0 to 622 days with a mean duration of one year

Participants were predominantly male (76%) Caucasran (94%) previous (55%) or
current (19%) smokers, aged 60-79 years (66%; mean age 64), with heart failure -

The prvotal study, MERIT-HF (n=3991), was a survrval study in patrents wrth NYHA
(New York Heart Association) functional class I|-IV and decreased ejection fraction
(< 0.40) on optimal standard therapy at enrolment. Patients were randomrsed to -
receive either TOPROL-XL (n=1990) or placebo (n=2001) once daily. The dose of
TOPROL-XL was titrated during 6-8 weeks to the target of 200 mg. Treatment

\7)

secondary to ischaemia (65%). Most had mild to moderate symptomatlc heart fallure

at baseline: 41% in NYHA Class I, 56% in Class Il and 4% in Class IV. The mean -
ejection fraction was 0.28. About half the patlents had a hrstory of hypertensron P
(44%) and/or myocardial infarction (48%). 25% 7o had a hlstory of diabetes mellitus.
10-20% had peripheral oedema, jugular venous distension, pulmonary rales and/or

hepatomegaly 23% had a third heart sound, 34% had a heart murmur; 25% had an .

|rregular heart beat and-16% were in atnal fibrillation:. 90% of patlents were on one

or more druretlcs 89% on an anglotensrn convertmg enzyme inhibitor, 7% onan- . :_' S
anglotensm lI-blocker; 63% on digitalis, 36% on long- actlng nltrates 54% on asplrln 2
37% on.an oral antrcoagulant and 23% on a statrn o T SR

| 'The followrng table summarrses the results of the efﬁcacyv»varrables for TOPROL-XL

compared to placebo

Endpoint -

' Event rate per 100

N 1990

patlent-years

[All-cause mortality _

72

:34%.(19%;

AT

©0.0062" |

L 19% (10cy

hospitalisation due to
worsening heart failure and
emergency room visit due

to worsening heart failure®

All-cause mortality andall-" | 31 9 38.7 27%) ~1+0.0001
| cause hospitalisation® e DR E
[All-cause mortality and -~ | 1__5’,5>- 1222 31,%;(20%;’40%)"” 7]7"<0.0001 - |
hospltalrsatron due to B e SRG SRS K
worsening of heart failure® e T T e T e e
Death and heart transplant” 7.5 011007 0 832% (16%:45%) | 0 0002
Cardiovascular mortalrty 64 | 103 | 38% (22%;50%) . | <0.0001
Sudden Death™ 15| 2.9 | 41% (22%;55%) - | .0.0002 |
Death from worsening heart 3.9 6T '49% (21% 67%) ~ -0.0023
failure = - SRR I . S
Cardiac death and non—fatal 6.9 11.4 9% (25% 51%)‘ <0.0001-
acute myocardial infarction” : L , ' .
All-cause mortality, 15.8 23.0 | 32% (21%, 41%) | <0.0001

* Adjusted for interim analyses. Unadjusted p-value = 0.0001

Trme to first event
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The numbers needed to treat (NNT) to achieve a reduction of 1 case of all cause
mortality, cardiac death and non-fatal AMI, mortality from cardlovascular causes and

from sudden death are as follows:

Endpoint NNT
(one year)
All cause mortality 27
A Cardlac death & Non-fatal acute Ml 24
Mortality from CV causes: S 26
Mortality from Sudden death - ' 37

TOPROL-XL was generally well tolerated Treatment was ceased due to adverse
events in 10.3% of patients taking TOPROL-XL compared t0-12.3% of those taklng
placebo.  Compared to placebo the overall rate of treatment wrthdrawal and :
withdrawal due to worsening heart fallure tended to be less wuth TOPROL—XL but the

d|fference dld not reach stat|st|cal srgnlf cance Rt

o lNDlCATlONS
| Stable chromc heart fallure as an adjunct to other heart fallure therapy

v CONTRAINDICATIONS

e Predlsposmon to bronchospasm

- B-adrenerglc blockade of the smooth muscle of bronchl and bronchloles may

- result in an increased airways. resistance. Thesevdrugs also reduce the. L
veffectlveness of asthma treatment Thls may be d’angerous |n susceptlble e

_‘.patlents _ : B e S
Therefore [3 blockers are contralndlcated in any patlent wrth a hlstory of alrways

. obstructlon ora tendency to’ bronchospasm Use of cardloselectlve B- blockers

. " can also result in severe bronchospasm If such therapy must be used, great

| caut|on 'should be exercrsed Alternatlve therapy should be consrdered

. Allerglc dlsorders (mcludlng allerg|c rh|n|t|s) Wthh may suggest a predlsposmon :
to bronchospasm . ) o

. nght ventricular failure secondary to pulmonary hypertenSIon
e Significant right ventrlcular hypertrophy h

° Second and third degree atrloventrl_cular block

e Shock (including cardlogenlc and Ihypovolaemlc shoCk)

e Unstable decompensated congestive heart failure (pulmonary oedema,
hypoperfusion or hypotension).

e Continuous or intermittent inotropic therapy acting through B-receptor ag,onism
e Clinically relevant sinus bradycardia (less than 45-50 beats/minute)

e Non-compensated COngestive heart failure (see PRECAUTIONS)
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o Bronchospasm

)

t’)o ,

e Sick-sinus syndrome
e Severe perlpheral arterial circulatory dlsorders

Suspected acute myocardial infarction with a heart rate of < 45 beats/mlnute a
P-R interval of >0.24 seconds or a 'systolic blood pressure of < 100 mmHg,
-and/or moderate to severe non- compensated heart failure :

. Hypotensron
. Untreated phaeochromocytoma (see PRECAUTIONS)

Hypersensrtlwty fo any component of TOPROL-XL and related derlvatlves Cross—
sensrtrvrty between B- blockers can occur L : - . v

PRECAU 1 iONS :

»Symptomatlc cardlac fallure '

B-blockers should not be used in patlents W|th unstabrhsed heart fallure ThlS
condition should flrst be stablllsed with approprlate treatment (e.q. anglotensm-
converting enzyme inhibitors, dlgoxm diuretics). " If cardlac fallure per_srsts, ‘

XL should be dlscontlnued gradually (see PRECAUTIONS Abrupt W drawal)

The concomltant use of calcrum antagonlsts wrth myocardral suppressant and smus _ e

f node actrvrty (e g. verapamll and to a lesser extent dlltrazem) and 7[3_ blockers may

Antl-arrhythmlc drugs '

Care should be taken when prescrlblng B- blockers with antlarrhythmlc drugs as they

may enhance the negatlve lnotroplc and chronotroplc effects (see INTERACTIONS
WITH OTHER DRUGS) o S : g R

_Dlabetes ‘

TOPROL-XL should be used with cautlon in patlents with dlabetes mellltus

especially those who are receiving insulin or oral hypoglycaemlc agents Dlabetlc
patients should be warned that p-blockers affect glucose metabolism and may mask
some important premonitory signs of acute hypoglycaemla such as tachycardla

In patients with insulin or non-insulin dependent dlabetes,_espeCIally Iablle‘dlabetes,
or with a history of spontaneous hypoglycaemia, -blockade may result in the loss of
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Perlpheral vascular dlsease

: ‘A p- blockade may lmpalr the penpheral CIrculatlon an_d exacerbate the symptoms of

doses or gradually wrthd rawn

Y Prmzmetal angma

C’){

"~ diabetic control and delayed recovery'from hypoglycaemla The dose of lnsulln or
- oral hypoglycaemic agent may need to be adjusted Diabetic pat|ents receiving
- TOPROL-XL should be monltored to ensure d|abetes control is malntalned

Other metabolic effects

Beta adrenoreceptors are involved in the regulatlon of |lpld as well as carbohydrate
metabolism. Some drugs affect the lipid profile adversely although the long-term.
clinical significance of this change is unknown and the effect appears to be Iess for o

A drugs W|th lntrlnslc sympathomlmetlc actlwty

vConductlon dlsorders

Very rarely a pre-exrstlng A-V conductlon dlsorder of moderate degree may become
aggravated (pos3|b|y leading to A-V block) TOPROL-XL should be admlnlstered
w1th cautlon to patlents with ﬁrst degree A V block (see CONTRAINDICATIONS) _

4 only be undertaken m a Coronary o 1

- Effects on the thyrord w

thyrotox1003|s can be made

Phaeoch romocytoma

| Where TOPROL-XL is prescrlbed for a patlent known to be sutferlng from |

phaeochromocytoma, an a-blocker should be g|ven concomltantly to av0|d
exacerbation of hypertensmn : SRR T

Effects on the eye and skin

Various skin rashes and conjunctival xerosis have been reported with [3_¥b|ocking
agents. Cross-reactions may occur between B-blockers, therefore substitutions

- within the group may not necessarily preclude occurrence of symptoms;
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_penis) and various B blockers has been suggested but |s not proven

propensrty for vagal-lnduced brady

. fdone gradually and completed at ut 8 hours be
' Wlthdrawal below) S e

' Ab rupt wrthdrawal

“should not be done.

(7

- Durrng long-term treatment wrth the B-blocking drug practolol a specrfrc rash bearlng

a sefficial resemblance to psorra3|s was occasronally described. ‘Ina number of the
patients affected this rash was accompanred by adverse effects on the eye R '

(xerophthalmia and/or keratoconjunctlwtls) of varylng severrty Thrs condltron is -

“called the oculomucocutaneous or practolol syndrome On a few rare occasions,

serious otitis media, sclerosing perrtonrtls and pleurlsy have been reported as part of
this syndrome. S - R
The oculomucocutaneous syndrome as reported with practolol has not been reported

with metoprolol. However, dry eyes ‘and skin rash have been reported with )
metoprolol. If such symptoms occur dlscontmuatron of metoprolol should be o

considered. .

Recently, an assocratlon between Peyronre S drsease (a ﬂbrosmg lnduratron of the

vGeneral anaestheSIa Lo

’DRUGS) lt is not recomme_ ed

Abrupt wrthdrawal of B- blockade is hazardous especrally |n hlgh nsk patlents and
If there is a need to dlscontlnue treatment with- TOPROL—XL

this should be done gradually over at least two weeks with the d : :
in‘each step, down to a final dose of half a 23 75 mg tablet The final dose. should be L
taken for at least four days before drscontrnuatron Close observatron of the patlent is
requrred during the wrthdrawal phase lf sym ptoms occur, a slows thdrawal rate is
recommended. Sudden WIthdrawal ofB blockade may aggraVate chronrc heart

failure and also rncrease the rrsk of myocardlal mfarctron and sudden death

Allerglc conditions

Allergic reactions may be exaggerated by B- blockade (e g allergrc rh|n|t|s dunng the
pollen season and allergic reactions to bee and wasp strngs) B -blockers should be

avoided if there is a risk of bronchospasm. -
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" In patients taking p-blockers, anaphylactlc shock assumes a more severe form and

may be resistant to usual doses of adrenalrne ‘Whenever possrble B- blockers

| should be avoided in patients who are at mcreased nsk of anaphylaxrs

Hyperthyrordlsm

Because B-blockers may mask the chmcal signs of developmg or contlnumg
hyperthyroidism resulting in symptomatrc lmprovement without any change in thyr0|d
status, special care should be exercised in hyperthyrord patlents who are also
receiving p-blockers. Where TOPROL-XL is administered to patlents having, or
suspected. of ‘developing thyrotoxmosrs both thyrord and cardlac funct|on should be

closely momtored

Effects on the heart rate

If the patient develops mcreasmg bradycardla (heart rate Iess than 50 to 55
beats/mlnute) the dosage of TOPROL-XL: should be’ gradually reduced or treatment
gradually wrthdrawn (see CONTRAINDICATIONS) , T

: lmpalred renal functlon A

L Effects on fertllrty

reduce rts total olearance leadri

_ In rats dosed wrth 500 mg/kg/day (23 tlme the MRCD ona mg/m : basrs)' there was

- a sllghtdecrease m msemlnatlon rate (75‘7'

: "95 A: ln untreated con
of maternal toxmlty There was no evrdence of lmpalred fertrhty at 50 mg/kg/day (2 3

~ times the MRCD)

‘ Usein pregnancy (Category C) ‘_

As with most drugs TOPROL-XL should not be glven dunng pregnancy unless its L

‘use is conS|dered essential. ‘As with all antlhypertenswe agents, B- blockers may .

cause side effects (e g. reduced placental perfusron and bradycardla) inthe foetus
and newborn. During the late stages of pregnancy these drugs should only be glven
after werghmg the needs of the mother agalnst the risk to the foetus e

The lowest possible dose should be used and dlscontlnuat|on of treatment ‘should be
considered at least 2 to 3 days before delivery to avoid increased uterine contractility

- and effects of p- blockade in the newborn (e.g. bradycardla hypoglycaemla)

Metoprolol tartrate was shown to increase foetal loss in rabblts at 25 mg/kg/day PO
(2 times the MRCD on a mg/m? basis), and i lncrease still blrths and decrease '
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' neonatal survival in rats at 500 mg/kg/day PO (23 times the MRCD on a mg/m

vl

basis). These studies revealed no evrdence of teratogemcrty

Usei Il‘l lactatlon

J
R

As with most drugs, TOPROL-XL should not be glven dunng lactatlon unless lts use
is considered essential. As with all antihypertensive agents B- blockers may cause

, srde effects (e.g. bradycardla) in the breast-fed lnfant The amount of metoprolol

infant, if the mother is treated wrth metoprolol |n doses WIthm the normal therapeutlc
range. _ : _ A

Postnatal growth was not affected in lactatlng rats’ dosed wrth metoprolol tartrate at
up to 500 mg/kg/day PO (23 times the MRCD on a mg/m baS|s) ;

Use i ln chlldren

The safety and efficacy of metoprolol in chlldren has not been establlshed

'Carcmogenlmty ’

Long-term studies in anlmals have been conducte _to evaluate the carcmogenlc

- .- potential of metoprolol tartrate. " In rats at dletary doses of up to 800 mg/kg/day (36 _
times the maximum recommended clinical dos_e (MRCD)_,on a mg/m_ baS|s) for 18 v

‘-~;‘»-ln a 21 month study ln CD 1—m|ce atdletary dos .
~ the’ MRCD 6n a mg/m? basis), benlgn lung tumou,
' frequently in female mice receiving the hlghest do

Lo changes that appeared to be dru
S accumulatlon of foamy macrophage ln'pulmona
: mcrdence of blllary hyperplasra LR

'tumours nor in the overall mcrdent;e _of tumours

months, there was no increase in th incide eof e

_’:':’v_'_rn'untreated‘control’ i
enlgn plus'mallgnant) lung

animals. There was no increase in mallgnant or t

Genotoxrmty '

Metoprolol tartrate was not mutagenlc ina bactenal assay, nor dld |t lnduce _
chromosomal damage in Chinese hamsters (bone marrow mlcronucleus and S
chromosome aberratlon assays) orin mlce (domlnant lethal assay) o
Interactlons wrth other medlcmes

CYP2D6 Inhlbltors

: Coadmlnlstratlon of drugs which inhibit CYP2D6 such as qurnrdlne fluoxetlne and
- paroxetine may cause increased exposure to metoprolol and consequent increased

pharmacological effects.

Concomitant administration of the CYP2D6 inhibitor quinidine has been shown to
substantially increase systemic exposure of both enantiomers of metoprolol. In’
healthy subjects with CYP2D6 extensive metaboliser phenotype, coadministration of
quinidine 100 mg and immediate release metoprolol 200 mg tripled the cohcentration

9 (16)
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If concomltant treatment W|th clonldlne is to be. dlscontlnued the B ‘blocker : _
~ medication should be withdrawn several days before the gradual wrthdrawal of g
clonidine. The rebound hypertens10n assocrated_ __h‘_l;clonldlne wi be

“exacerbated by the presence of a -blocke
srmultaneously, _a marked rise rn blood pressure

- of 8- metoprolol and doubléd the metoprolol elimination half-life. These lncreases in '

plasma concentration are highly likely to be associated with exaggerated
pharmacological effects and decrease in the cardroselectMty of metoprolol. -
Interactions with hydroxychloroqurne and dlphenhydramlne although smaller could

still be clinically significant.

Other anti-hypertensive agents '

Metoprolol enhances the effects of other antlhypertensrve drugs Partrcular care lS
required when lnltlatlng admlnlstratlon of a B blocker and prazosm together

S\meathetrc ganglion blocklnq aqents other B- blockers or monoamlne oxrdase
(MAQ) inhibitors - T . RN

Patients recelvmg concom|tant treatment W|th sympathetlc gangllon blockmg agents _
other B-blockers (lnCludlng eye drops), or monoamlne oxrdase (MAO) lnhlbltors -
should be kept under close surve|llance : . S :

Clomdme

L Concurrent use ofﬁ blockers and Clonldlne should be av0|ded because of the nsk of

adverse mteractlon and severe wrthdrawal symptoms

1)

If replacmg clonldme by B blocker therapy, the lntroductlon o. : [?;’_b "'ckers should be ‘. .

| delayed for several days aﬂer clonldlne admlnlstratlon has stopped

'Calcmm antaanrsts o

If TOPROL—XL is g|ven W|th calcrum antagonlsts of the verapamll and dlltrazem type]v ,

the patient should be monitored for possible negatlve inotropic and chronotroprc L
effects. Calcium antagonlsts of the phenylalkylamlne type (e.g. verapamll) should not
be given by intravenous administration to patients treated with metoprolol because '

there is a risk of cardlao arrest in this situation. Patients taklng oral calcium -
antagonlsts of this type in comblnatron wrth metoprolol should be closely monrtored

The combination of B-blockers wrth dlhydropyrldlne calcrum channel blockers wrth a
weak myocardial depressant effect (e.g. felodipine, nlfed|p|ne) can be administered
together with caution. In case excess hypotensmn develops the calcrum antagonlst

should be stopped or the dosage reduced.

Antiarrhythmic agents

‘When metoprolol is given together with antiarrhythmic agents, the patients should be
- monitored for possible negative inotropic and chronotropic effects. The negative

inotropic and negative chronotropic effects of.antiarrhythmic agents of the quinidine
type and amiodarone may be enhanced by B-blockers. Interactions have been
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- "serotomn re-uptake lnhlbltors (SSRls) e.g. paroxetme" i

! reported during concomitant f- -blocker therapy wrth the Class lA agents
disopyramide, and less frequently qurnldlne class IB agents, tocalmde mexrletlne
and lignocaine; the Class IC agent flecainide; the Class Il agent amlodarone and

the Class IV antlarrhythmlc agents (e g. verapamll)

. Anaesthetics ,

 In patients receiving B-blocker therapy, lnhalatlon anaesthetlcs enhance the RS
cardiodepressant effect (see PRECAUTIONS) Metoprolol may also reduce the o

clearance of other. drugs (e.g. llgnocalne)

Modern lnhalatlonal anaesthetlc agents are generally well tolerated although older
agents (ether cyr‘lopropane methoyyflurane trlchlorethylene) were. sometlmes
_assomated Wlth severe crrculatory depressron |n the presence ofB blockage o S

' leer enzvme effects o

v'_Enzyme lnducmg and enzyme- ;nhlbltlng substances may exert an mfluence on the o
' plasma level of metoprolol The plasma concentratlon‘of*metoprolol iS lowered by

. 'vqumldme verapamll and dlphenhydram ne.-

| Oral antldlabetlc agents '

» ‘The dosages of oral antldlabetlcs may need to be adjusted ln patlents 0B
'blockers (see PRECAUTIONS) o G L e

o Warfann -

A limited number of reports have demonstrated a rise in AUC and concentratlon of
warfarin when taken with anotherB blocker Thls could potentlally lncrease the antl-‘«
coagulant effect ofwarfarln ' : : B T R

Catecholamlne‘—depletmq agLnts

Concomitant use of catecholamlne-depletmg drugs such as reserplne mono amlne
oxidase (MAO) inhibitors and guanethidine have an addltlve effect when glven ‘with

B-blocking agents. Patients treated with TOPROL-XL plus a catecholamlne depletor
should therefore be closely observed for evidence of hypotension or marked
bradycardia, which may produce vertigo, syncope, or postural hypotension, since the
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) Cardlovascular ~,

g.C_omm,o_n; S

‘Rare: .

added effect of a B-blocker may produce an exoessrve reductlon of the restlng

sympathetic nervous tone.

Digitalis glycosides

Digitalis glycosides, in association with B- blockers may increase atrloventrlcular '
conduction time and may induce bradycardla -

Effects on ablllty to drive or use machlnery

TOPROL-XL may occasionally cause dlzzmess vrsual distu rbances or fatlgue (see
ADVERSE REACTIONS), hence’ patlents should know how they react to TOPROL-
XL before they drive or use machlnery, partlcularly when startlng or changlng ' ‘

treatment

ADVERSE EF FECTS

.TOPROL—XL is well tolerated and adverse reactlons have generally been mrld and

rever3|ble The followmg events have been reported as adverse events |n cllnlcal_ _ ks

trials or reported from routine use; mostly with conventronal metop
In many cases a relatlonshrp wrth metoprolol has not been ‘established.

Uncommon: .

ver_y‘ rare:‘ SR ne in. /
RN , crrculatory drsorders .

*Excess frequency of 0. 4% compared wrth placebo in a study of 46000 patrents wrth acute myocardlal
infarction where the frequency of cardlogenlc shock was 2.3% in the metoprolol group and 1.9% in the
placebo group in the subset of pat|ents with low shock risk index. The shock risk index was based on -
the absolute risk of shock in each individual patlent derlved from age, sex; time delay, Killip class

blood pressure; heart rate, ECG abnormallty, and prior’ hlstory of hypertensron The patrent group with:
low shock risk index corresponds to the patlents ln Wthh metoprolol is recommended for usein acute

myocardral infarction.

Central nervous system

Very common: Fatigue

Common: Dizziness, headache.

Uncommon: Paraesthesia, muscle cramps.
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~.Rare:
_Very rare'f'

Gastrointestinal

Common:
Uncommon:
Rare:

Haematologic
Very rare:
Hepatic

Rare:
Very Rare:

Metabolic

' -U_ncomrﬁon:_ ‘
' Psychiatric -

Uncommon:

‘ Resplratory

’ Common
_YU_n__common :

Rare:
Sense organs .

Rare:
Very rare:

Skin
Uncommon:

Rare:
Very rare:
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Nausea, diarrhoea, constlpatlon abdomlnal pain.
Vomiting
Dry mouth

Thrombocytopmia

" Liver functlon test abnormalltles

Hepatms o

- Weight gai:rt .

Depressmn lmpalred concentratlon somnolence ormsomnla
E Nervousness anXIety, lmpotence/sexual dysfunctlon .
:.AmneSIa/memory lmpalrment confUSIon hallucmatlons } :

Dyspnoea on exertlon , : :
Bronchospasm (WhICh may also oocur ln patlents WItho ut a

e history of obstructlve Iung dlsease)

Rhinitis

Disturbances of vision, dry and/or lrrltated eyes, con Junctlvms
Tinnitus, taste dlsturbances

Rash (in the form of urticaria, psoriasiform and dystrophic skin
lesions) increased sweating.

Loss of hair '

Photosensitivity reactions, aggravated psoriasis.

- 13 (16)
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| TOPROL-XL 95 i
.TOPROL-XL 190 or hlghest tole

'#Mamtenance dose Durlng long term treatment the alm should b_ to reach

|6k

Miscellaneous

Very rare: Arthralgia-

' DOSAGE AND ADMINISTRATION :

TOPROL-XL has not been establrshed to be cllnlcally equrvalent to lmmedrate

release forms of metoprolol, and should not be used for treatment of condltlons other
than stable, chronic heart farlure - : ;

'TOPROL-XL is recommended for once dally treatment and |s preferablytaken o
' together with the morning meal The tablets may be broken in_half. TOPROL XL =
_ tablets should be swallowed WIth quurd and should not be chewed or crushed ’

The dose of TOPROL-XL should be mdrvrd ually adjusted rn patlents wrth chronlc heat -
fallure stablllsed on other heart farlure treatment R R U e e

-,lt is recommended that patlents be tltrated from an mrtral low dose m accordance wrth [
. ,thefollowmgtltratron schedule_ e s el T U e el e

| L : Tltratlon schedule
TOPROL XL _ e
"lnltral dose TOPROL—XL 23 75

- '-ToPR‘oL-'XL‘-‘47 5 i

dose a

" *Patrents wrth moderate to sev,"fe_

TOPROL—XL 190 od (or the hlghest tolerate‘ dose)

The TOPROL—XL titration pack should always be used in accordance wrth the

titration schedule described above. The patient should be’ carefully evaluated at

each dose level with regard to tolerabrllty Patients must not proceed to the next
pack in the titration pack without first attendmg a consultatron with their doctor to
evaluate tolerablllty If the patient experlences hypoten3|on a decreased dose of
concomitant heart failure medication may be necessary.. Initial hypotensron does not -
necessarily mean that the dose cannot be tolerated dunng chromc treatment but the
patient should be kept at the lower dose untrl their blood pressure has stabllrsed

Some patients may experience an initial, usually tran3|ent, worse_r_nng of the} -
symptoms and signs of heart failure when starting treatment with TOPROL-XL.. If this
occurs, the patient should be monitored very closely and the dose 'of TOPROL-XL
should be reduced if symptoms continue to worsen. TOPROL-XL should notbe
. . 14(16)\M E
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ceased abruptly due to the risk of rebound hypertension and tachycardia. If

treatment is to be discontinued, it should be reduced gradually (see
PRECAUTIONS)

Impaired renal and hepatic function
Dose adjustment is not needed in patients with impaired renal function.

Dose adjgstment is normally not needed in patients suffering from liver cirrhosis
because metoprolol is low protein binding (5-10%). When there are signs of serious
impairment of liver function (e.g. patrents who have had a shunt operatron) adose

reduction should be considered.
Elderly

Dose adjustment is not needed in the elderly.

- Children .

There is limited experience with TOPROL-XL tr‘eatm’ent_ in children,
OVERDOSAGE RIS BT

Symptoﬁ1$

Overdosage of TOPROL-XL may Iead to severe hypotensron smus bradycardla

- atrioventricular block, heart failure, cardlogenlc shock;, ‘cardiac.arrest, bronchospasm -

impairment of consciousness/coma, convulsions, nausea, vomltlng, and cyanosis.
Concomitant ingestion of alcohol, antlhypertenswes qumldrne or barbiturates’ may
aggravate the patient’s condition.. The first manifestations of overdose may be -
observed 20 mmutes to 2 hours after the drug is mgested ' :

'Management

Induction of vomltlng or gastrlc lavage. In the presence of severe hypotensron

bradycardia, and impending heart failure, administer a B1- agonlst e.g. isoprenaline) .
intravenously at 2-5 minute intervals or as continuous infusion until the-desired effect

is achieved. Where a selective pB1-agonist is not avallable dopamine or atropme
sulphate i.v. may be used in order to block the vagus nerve.- If a satisfactory effect is
not achieved, other sympathomlmetlc agents, such as dobutamlne may be used, or

noradrenaline may be given.

Glucagon in a dose of 1-10 mg can a.lso be administered. Glucagon activates the
adenylcyclase system independently of the B-receptor, augmenting the contractility in
the presence of f-blockade. A pacemaker may be necessary.

To combat bronchospasm, a B-agonist can be given intravenously.

Obéerye that the dosage of drugs (antidotes) needed to treat overdose of B-blockade
are much higher than normally recommended therapeutic dosages. This is because

B-receptors are occupied by the B-blocker.
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‘_47 5, 95 & 190)
:'TOPROL XL tltratlon pack

' :Storage condltlons s

by

PRESENTATION AND STORAGE CONDITIONS

All TOPROL-XL tablets are white to off white in colour and have the followmg
appearance: , v

TOPROL-XL 23.75 tablets (23.75mg ) are oval shaped Wlth one Slde marked W|th
“A/B” and a breakline on both sides.

TOPROL-XL 47.5 tablets (47.5 mg) are crrcular—shaped wrth one Slde marked with
“A/mO” and a breakline on the other S|de : : o |

- TOPROL-XL 95 tablets (95 mg) are crrcular—shaped wrth one S|de marked W|th

“A/mS and a breakllne on the other s|de

'TOPROL-XL 190 tablets (190 mg) are oval shaped wrth one S|de marked W|th

“A/mY" and a breakllne on the same S|de

E TOPROL—XL tablets are avallable as

Calendar bllster packs 1 5 tablets (TOPROL-XL 23 75) and 30 tablets (TOPROL XL o

NISTRATI

A TOPROL~XL titration pack compnsmg 15 t_ablets each of ht' 23 75 mg, 47 5 mg | S
: and 95 mg strengths |s also avallable (see DOSA AN )_.-, R

~ The 15 tablet pack srzes for the 47 5 mg and 95 mg strengths are avarlable only as
- components of the tltratlon pack and are not T R e e

ﬂ Store below 30°C Protect from morsture ‘ R E

i NAME AND ADDRESS OF THE SPONSOR
' AstraZeneca Pty Lid - ' '

ABN 54 009 682 311

Alma Road

NORTH RYDE NSW 2113 :
TOPROL—XL is a trade mark of the AstraZeneca group of companles

POISON SCHEDULE OF THE MEDICINE

'S4 — Prescnptron Medicine

'DATE OF APPROVAL

Date of TGA Approval: 12 January 2005
Date of Safety Related Notification 10 June 2009

©AstraZeneca 2009
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