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B B—blockade 'Ihe stunulant effect of catecholammes on th _ : !
-‘metoprolol ThlS leads to a decrease m heart rate card:ac output card1ac com:fac’nh’cy a:nd !

‘blood pressure

'Controlled release metoprolol succinate and the nnmedlate re]ease metoprolol taltate are not
b1oequ1valent Confrolled release metoprolol succmate g1ves an even plasma concentramon ’
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. tnne proﬁle and effect. (Bl-blockade) over 24 hours in contrast to conventlonal tablet
.~ formulations of Bl-selectlve blockers 1nclud1ng metoprolol tartrate fonnulatrons e

R When given together wrth a f3- agomst metoprolol succmate in therapeunc dose _
less than non- select1ve B—blockers with Bg-medrated bronchodllatron (see PRECAUTIONS)'.‘
When clmlcally necessary, rnetoprolol ‘succinate, in comb1nat1on W1th a Bz-acon e
‘givento patients with symptoms of obstructwe pulmonary dlsease Metoprol _ succrnate also B
1nterferes less with 1nsul1n release than non-selectrve B blockers e : e

: Pharmacokmetlcs e

Absorptwn and Dzstrzbutzon s

o York Heart Assocranon) funct1onal class II-IV and R
' oplmal standard therapy at enrolment Patients were randomrsed to receive i I- TOPROL— RN
XL (n—1990) or placebo (n—2001) once daily. "The dose of TOPROL—XL was trtrated du __ang ;
6-8 weeks to the target of 200 mg Treainent ranged frorn O to 622 days W't.h_a mean S
duratlonofoneyear C o : L S i
Participants were predominantly male (76%) Caucasran (94%) prev1ous (55%) or current .' -

(19%) smokers, aged 60-79 years (66%; mean age 64), with heart failure secondary to L
1schaem1a (65%). Most had mild to moderate symptomatrc heart farlure at basehne 41% 1n
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' compared to placebo

AE'ndp'o"int

Ry All-cause mortahty ¥
7| All-cause mortahty and all—cause
SRR hospltahsatlon S

R

S '-:ofhealtfaﬂure [
.. | Death ind héarf transplant
*+| Cardiovascular mortahty
. 7| Sudden Death " %

,Death from ¥ Worsemng heart

desimeasfollows

B Endpomt

, All cause mortahty L
Cérdiac death & Non~fata1 acute MI
Mortality from CV causes .~ :
_ Mortahty from Sudden death

TOPROL-}Q was crenerally well tolerated Treatment Was ceased due to‘: adverse events 1n
10.3% of patients taking TOPROL-XL compared to 12.3% of those taklng placebo
- Compared to placebo the overall rate of treatment Wlthdrawal and W1thdrawal due to

t




INDICATIONS

- Stable chromc heart failure as an adJunct t other heart failure therapy o

e IFPICdISpOSItIOIl to bronchospasm B

R treatment Thrs may. be dangerous

e 'obstuctlon ora tendency to bronc 0!

- ; o vAllel‘UIC drsorders (mcIudlng 31161'

L fo'_Hypotensmn LT . e
e Untreated phaeochromocytoma (see PRE AUTIONS

" should first be stab1l1sed with approprrate treatment (e g. angiotensm convertmg enzyme S

: Worsenino heart failure tended to be Iess W TO
‘ stansncal s10n1ﬁcance ' S

1nterva1 of > 0. 24 seconds or
- to severe non- compensated heart farlur

CON TRAINDICATIONS

- B- adrenergic blockade of the smooth mi cle of bron' h1,_ d bron hroles mayresult ina

‘increased airways resistance,” Thes

' Therefore B-blockers are contraindi

bronchosPasm

. Hypersens1t1v1ty to any Component Of ] and‘related denvatives Cross- T
v sens1t1V1ty between B-blockers can occur . v o
PRECAU’I‘.IONS

Symbtomatic cardiac failure

B-blockers should not be used.in patients With unstabi]ised heart failure Thi's condition S
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; acgravated (possibly Ieadmg 0 A- V blo'v-);i TOPR O Rl
: cautlon to pat1ents Wlth ﬁrst degree A—V block (see CONTRAINDIC ATIONS);’

Perlpheral vascular dlsease e

B—blockade ‘may 1mpaJI the penpheral c1rcu1at1on and exacerbate the symptoms of penpheral “a L
+ vascular disease (see CONTRAINDICATIONS) ' g R N
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e iPhaeochromocytoma g

-FWhere TOPROL-XL 1s prescnbed for a patrent known'to be sufferrng fro

e hypertensmn

e : .. Effects on the eye and skm

' ,_..-metoprolol However dry eyes and slon rash have been netop:
L symptoms occur dascontmuatmn of metoprolol should be cons1dered_ 7

. /’“ _i

: Bradycardla i . e S L
I patxents develop mcreasmg bradycardla TOPROL—XL should be grven in lower doses or

gradually W1thdrawn

Prmzmetal ancma

_ There isa ) risk of exacerbatmg coronary artery spasm 1f panents with Prmzmetal or Var1ant '

angina are treated with a B-blocker. If thls treatment is essentlal 1t should only be undertaken o

‘ina Coronary or Intens1ve Care Urnt e

Effects on the thyr01d

) The effects of. B-blockers on thyr01d hormone metabohsm may result in elevat1ons of serum
free thyroxine (T4) levels. In the absence of any signs or symptoms of hyperthyrord.rsm

add1tlonal 1nvestngat10n 1s necessary before a dlagnosm 'of thyrotoxrcos1s can be made

phaeochromocytoma an oc-blocker should be criven

B Recently, an ass001at10n between Peyrome s d1sease (a ﬁbrosmg mduratlon of the pems) andt_ - o

"+ various. B blockers has been suggested but 1s not proyen

’ General anaesthesra ’

. TOPROL-XT 26 Sep 03 . . 6

: Pnor to surgery the anaesthetlst should be 1nformed that the patlent is rece1vmg TOPROL-XL
" because of the: potentlal for interactions with other drugs, resultmg in severe

bradyarrhythmias and hypotension, decreased reflex ab1l1ty to compensate for blood loss . :'
hypovolaemia and regional sympathetic blockade ‘and decreased propensity for vagal- -

- induced bradycardla (see INTERACTIONS WITH OTHBR DRUGS) Ttis not
recomimended to stop [B-blocker treatiment in patlents undergomg surgery

If it is thought necessary to withdraw B-blocker therapy before surgery, th1s should be done
gradually and completed about 48 hours before surgery (See Abrupt Wlthdrawal below)




: lEffects on ablhty to drlve or use machmery

| TOPROL—XL may occas1ona11y cause d1zz1ness v1sua1 d1sturbances or fat1 gue (see

'ADVERSE REACTIONS), hence patients should know how they react to TOPROL-XL

before they drive or use rnachmery, partlcularly When startmg or changmg treatment

Abrupt Wlthdrawal

: Abrupt W1thdrawal of B blockade is hazardous espe01a11y in hlgh IlSk patlents and should

; mfarctlon and sudden death

,AHerglc condmons

o . A"Allerglc react10ns may be exaggerated by B-blockade (e .g‘ allerglc rhlnms d v' )

Eﬁects on the heart rate

’ _' If the patlent develops 1ncreas1ng bradycar i (heartrate less than' 50t0.55 beats/rmnute) the_, |
'dosage of TOPROL XL should be gradua]ly reduced or treatment graduaﬂ RS

_not be done. If there isa need to d1scont1nue treatment Wrth TOPROL-XL thrs should be

CONTRAINDICATION S)

Impalred renal functlon

In patlents with severe renal d1sease haemodynamlc changes followmg B-blockade may
impair renal funct10n further B-blockers which are excreted malnly by the ktdney rnay

: requlre dose adJustment in pat1ents W1th renal fa11ure i

. Impalred hepatrc function -

Metoprolol is malnly eliminated by hepat1c metabohsm (see. Pharmacokmetlcs) Therefore
liver cirrhosis may increase the systemic b10ava11ab1l1ty of metoprolol and reduce 1ts total
clearance, leading to increased plasma levels. ‘ : '
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: Use in chlldren .

| The safety and efﬁcacy of metoprolol in chﬂdren has not been establrshed o

. Carcmooenesrs, MutaoeneSIS, Impalrrnent of Fertlhty

Lon g-terrn studies in ammals have been conducted to evaluate the carcrnogemc potentral of PR B
" metoprolol tartrate. In rats at dietary doses of up to 800 mg/ka/day (36 times the maximum' -~~~
recommended clinical dose MRCD) on a mg/m” basis) for 18 months, there was no increase =
- in the incidence of neoplasms The only hrstologlc changes that appeared to be drug related S

. were an 1ncreased incidence of focal accumul; ation of foamy macrophages m pulmonary BT

alveolI and an 1ncreased 1nc1dence of b111ary hyperplasra

L In a 21~m0‘1th s‘udy in CD-1 mice at dletary doses of up to 750 mg/kg/day (17 ‘trmes the

MRCDon'a mg/m? basis) ): bemgn lung tumours (small adenomas) occurred more frequently ' L

- in female mice receiving the highest dose than in untreated: control ammals There wasno

- increasé in mali gnant or total (bemgn plus mahgnant)'lung tumour

L 1n01dence of tumours

. Metoprolol tartrate Was not mutagemc m a bacterral assay, nor fd it 1nduce chromosomal i I o i'»:"

| _ the N[RCD on a mg/m ba81s) and i increase stﬂl bu’ths and decre'ase nat:
“at 500 mg/kg/day PO (23 times the MRCD ona mg/m bas1s) Thes tuc 3

evrdence of terato gem01ty

USE IN LACTATION

 As with most drugs TOPROL-XL should not be given duringlactation u'nles's' its use i - ,
considered essential. As with all antihypertensive agents B-blockers may cause side effects i

(e.g. bradycardra) in the breast-fed infant.- The amount of metoprolol in gested via breast-
milk seems to be negli g1ble in regard to B-blockmg effect in the infant, if the mother is.
weated with metoprolol in doses within the normal therapeu“hc range g - ST
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_ Postnatal ow:ovvth Was not affected in 1 tatmc rats dosed w1th metoprolo ‘Eartra at up 10'500
L mg/kg/ day PO (23 times the MRCD ona mg/m bas1s) L

INTERACTIONS WITH OTHER DRUGS

CYP2D6 Inhlbltors

' Coadrmmstraﬁon of drucrs Wthh 1nh1b1t CYP2D6 such _as u1md1ne fluoxetir
paroxetine may cause 1ncreased exposure to metoprolol ‘and consequent increased’
phannacolocucal effects AR S

R under close surveﬂlance

5 Clomdme

Calcmm antaoomsts _ . o . R
If TOPROL—XL is given w1th ca1c1um antacromsts of the verapan:ul and d11t1azem type the ,
patient should be monitored for poss1b1e hegative 1notrop1c and chronotroplc effects. Calcium ~

antagonists of the phenylalkylannne type (e g: Verapamﬂ) should not be given by 1ntravenous
adrmmstraion to patients treated with metoprolol because there is arisk of cardtac arrest in

TOPROL-XL26Sep 03 - -~ | 9
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. th1s srtuat10n Pat1ents takmU oral calcmrn antagomsts of th1s typ, 1 comb1nat10n Wlth '
metoprolol should be closely momtored L : : '

. The comb1nat10n of B-blockers with d1hydropyr1d1ne calc1um channel blockers W1th a weak e o
myocardlal depress ant effect (e. g felod1p1ne n1fed1p1ne) can be admlmstered together W1th{ T o

. the dosaoe reduced

: Antlarrhythmlc agents _ . S : v
| 'When metoprolol is glven together w1th antlarrhythmlc agents the-ipat1ents should be -

" amiodarone may be enhanced by B blockers Interact1ons have be
'concom1tant B blocker therapy W1th tne Class IA agents dmopyr' )

er‘., T L

2

L (SSRIS) e.g. paroxetme ﬂuoxetme and ertrahne'qulmdme
: drphenhydramlne SO

e Prostaglandm synthetase mhlbltmo agents o

- Concomltant treatment W1th 1ndomethacm or other prostaglandm synthetase mh1 iting age:
- may decrease the ant1hypertens1ve effect of B blockers SR = R

Aleohol e
Metoprolol may modlfy the pharmacolonetlc behav10ur of alcohol When taken to gether The
-plasma level of metoprolol may be ralsed by alcohol o T L :

Oral antldlabetlc agents - o o ‘ o ‘ R

' The dosages of oral ant1d1abet10s may need tobe adJusted il patlents rece1v1ng B-blockers
(see PRECAUTIONS) : s :
Warfarm

A limited number of reports have demonstrated a rise in AUC and conCentratlon of warfarin =
when taken with another -blocker. ThlS could potentlally increase the antr-coacrulant effect

of warfarin. : R : _ . :
TOPROL-XL 26 Sep 03 10




AR ’.Uncommon

: vCatechoIaImne-depIetmg agents

RS Gastmmtesnnal e f R

_ fNausea charr e

: ‘Vomltmg '
: vHaematologlcr Ll |
Very rare: o Thrombocytopema
H_Gp_a._ﬁ(: L e |
Rare | 7L1ver functlon test abnormahues -~

- Very Rare: e Hepatitis - -
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& ,',Meta_bolic : |
o | 'Uncommon: o .Weight gain L
‘P'sychi.atricr | | _ _ , v , S
‘Uncommon: - Depression, 1mpaured concentratlon somnolence or 1nsornn1a - TR
' n1ghtmares - ‘ ' e

- Rare: ’ Nervousness anx1ety, 1mpotence/ sexual dysfuncnon

. Very rare: 'Amne31a/ memory 1mpa1rment confusron halluc1nat10ns
Revsp'ir’atory‘ . S
Commen: - Dyspnoea on exernon oy L : S
Uncommon: I.Bronchospasm (Wthh may also occur m pa’nents w1thout a hlstory of vj SR
T e s obstrucnvelung d13ease) : - : R
Rare: = . - ‘Rhmltrs '

-Sense organs -

o Rare _ "'—'g'--.'nDlsturbances of v1s1on dry and/or 1rr1tated eyes con_1unct1v1t1
Yery'rar_e:[f* S Tmmtus taste dlsturbance’ 3 i
o ‘) Uncommon _Rash (m the form of urncarra psonas;formand dystrophm skin.

Rae
V Veryrare

T Mlscellaneous

:TOPROL-XL (metoprolol succinate) is. recommended for orice da11y treatment and 1s ol
‘preferably taken to gether W1th the mormng meal The tablets may be broken in half
TOPROL-}H, tablets should be swallowed Wrth hqurd and should not be ch'__v 4 .;ed or crushed

The dose of TOPROL-XL should be 1nd1v1du lly ad]usted in patrents W1th chromc heatt :
failure stabilised on other heart failure treatment ’

It is recommended that patlents be t1trated from an 1mt1al low dose in accordance Wlth the
following titration schedule ‘ RPN
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| TOPROL-XL95

s 'Dose adJustment is _not needed 1n the elderly
',:"Chlldren - | f _A : S
o There 18 hmlted expenence W1th TOPROL—XL treatm -

- OVERDOSAGE

 atrioventricular block, heart failure, cardiogenic shock, cardiac arrest, bronchospasm,_”- o

 Tiation sehedule

»TOPROL XL

| Tiial dose: TOPROL X237
-_TOPROL-XL 475 - _f_

' A:TOPROL-XL 190 or highest tolerated 7 e

Symptoms a 8
Overdosage of TOPROL—XL may lead to severe hypotens1on smus bradycardla

1mpa1rment of consc1ousness/coma convulswns nausea vomltmg, and cyanos1s

TOPROLXL26Sep03 E SR -','13.
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. Concomltant ingestion of alcohol, antthypertenswes qu1n1d1ne or barb1turates may aggravate _.: ; f"_' i
the patient s condition, The first man.tfestauons of overdose may be observed 20 mtnutes to 2 :: R

P hours after the dmg is 1ngested g

S f ’PRESENTATION

L and a breaklme on the other s1de

- a breakhne on the same s1de

. Management

Induction of vom1t1ng or gasrlc lavacre In the presence of severe hypotens1on braclycard1a

and impending heart fallure administer a Bl-agomst (e. g 1soprenahne) intravenously at 2- 5 -

‘minute intervals or as continuous infusion until the'desired effect is achieved. Wherea™ -~

selective Bi- agomst is not available, dopannne or atroplne sulphate i.v. may be used in order S
- to block the vagus nerve. If a saﬁsfactory effect is not achJ eved, other sympathom1met1c SRR
. agents such as dobutamme may be used ot noradrenallne may be glven e e e

Glucagon in a dose of 1- 10 mg can also be admlmstered Glucagon acnvates the S
‘ adenylcyclase system 1ndependentl y of the B—receptor augmentmg Lhe contract1l1ty in the
o presence of B-blockade A pacemaker may be necessary R S

- To combat bronchospasm a Bz agonlst can be cr1ven 1ntravenously

Observe that the dosage of drugs (antldotes) needed fo treat overdose of B—blockade are much . B
_-hlgher than normally recommended therapeuttc dosages Th1s 1s becauSe B receptors are R
_ occup1ed by the B blocker TRRS A e SR S '

* TOPROL-XL 190 tablets (190 mg) are'oval- aped with one side marked with “A/
"TOPROL—XL tablets are avallable as o LT R T

e Calendar bllster packs 15 tablets (TOPROL XL 23 75 47 5 & 95) and 30 tablets
_(TOPROL-XL95&190) B I R

POISON SCHEDULE OF THE DRUG s4 ;' Lo

STORAGE Store below 30°C N

' -NAMEANDADDRESS OF-MAN

AstraZen_eca Pty Ltd

ACN 009 682 311

AlmaRoad . :

NORTH RYDENSW 2113 o o : C
OPROI-XT, is a trade mark of the AstraZeneca group of companies.
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