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. _TOPROL�XL� Taplets· 
cMetopr;oloiSuc(;i!late). .. . . - . : . . . . 
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o
tl�cf�j��:!-blOcker, i.e. itblos]<s �.-t:ep!of£ at d<!s�Jo;��.m; jj,Bse • . .·

· 
..

. . 

Metbprolol is �ra�tieaU;·devoid qfni�mbr�� ·�ta�ilising. �tti.vitya1l�·r,iq��· not ciispiayp•artial 
agonist activitY (i.e� intrinsic sytnp�thomimeti9 activity":::;. r�A) atdosei requ!redtO.produc� .·· 

I)-blockade. -The stitiiulant effect-of catec;holamines on: tl1e heart" is r�quc�d. "9i inhi�ited by 
· n:ietop�oloL . This lead� to a decrease in h�art rate, -c-ardlac ou�plft:,· cardiac .contr�cti:iity'and. 
blood pressure; · 

· · · · · · ·

. · 

·c.o�trolled release metoprolol suc�inate a11.cl the :llnmediate release .metoprolol tartrate. are not 
bioequivalent. Controlled. release metoprolol succinate gives an even plasma concent,ranon. 
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· · tiine profile and effect (�1-blockade) over24 .hours in contrasHo conyentiona).· i�blt£ ... 
fo1mulations of 0rselective bloc]{ers:including metoprolql tartratefoTIJi�lationL · •.-
When given together with a �2�agoriist, lTietopr:olol succinate_in therapeutic doses hit�rfyres: .·.· · . less than non�selective {3-blqcket,s with f32-Il1ediatedbro];lchodilafic)n: (s�e ;pRE;cA.V:r.'iQNS): . 

When clini.call y necess�, metoprololsucciliite,: :in combipati6n with a �2�agonist{ J:n�YJ?�- ·_. 
. g1 ven to patients ·with symptoms· of obstru9tiye pulmqp:::ir)r. dis�ase; M:�toprolol succin�te �so 

interferes iess with insulin rel�ase th8Jl.notHelectivef3�blockers, · · · · · · · · · 

· Ph armacokinetics 

Absorption �ndDistnbution · 
, .  '

· · 

· TOPROL-){Leonsists ()fseveral hu11dr�dbea_ds of �etoptqlol s1lccin��e, �ach wa!��{\vith:9- • 

. . pqlyiD:eric tnembimi..e which co11trolsth� rat� pf m.etop�()�olre1eaS,e. Afteitapici: qisintegr8,tioi1 
wit!ri+1 th�. gastroiptestinal tra�t,·m�toproiol!s cont1I1u9l1sly reie'ased'fcir._appioiii;Ii,#�ly 29 : ·· : · ·· 

. •··. ��:: 'A!p%::�iiii!��Jka;tb{o1cJ%?��n tih������ ;i%�:C):f4 
· MiJtabiJlism and Elimination .. ·. . . . ·/. · 

. 
• · · · · · · · · . . .  · :-x-. !' /·J 

• 00 
.Met�prolol undergoes otidati�e metab�lis� iri _ilie li�er,-prlm�ly �y GYP2t>6_. ])�-� �6 ' . . _.; 
polymorphism of CTI2D6,. about 5-10%. of Caucasia,n:i: anKa _lpwer percent�ge of A:si� -and ... : 
Afri�an pop�ations .are poor ID:etabol{sers of tnetoprolql. ·. Sudi' p�ople e:ip�rience)ighf5r. .> · -- ·._ . ; :·- . 

pla.Sma con�enttations of metoprol_olf()r a ¥iv'en _dose. Becatis_e ofthes� cqffe�el'lc�s be:f:Weeil : ._ _ -

=���i/;�d�:kt�=���Be��:���!��ab/1k\aBJt:�trJ�t�;rr 
· 

. 
patients with chroniC heart faill1re� · 

·· · · ·· · ·•· · · . : 
The pivotal suidy, 1vffiRIT-HF.(n=3991);was a'�;U,ry�valst11dy_��:p�tl�11tswiih�(J\f�*·--·· 
York Heart Association) functional class IL-N aild_ decreased eJection :Q:-actio11.($ 6.4-0)qp.'· _

. optimal stan.darcl therapy at efuolrrient: . P�tients \V�re.ra�doJllis�d to re��iye eit��r fC):P1f9+-- · ·
. 

XL (n=1990) oi placebo (n=200 1) once daily .. The qose_of TOPRQL,.){L was titi:a�ed dpring 
6:-8 weeks to the target of 200· mg. Treatme�t ranged fro!rt () to622 days VJ:ithaniea.n •..

.. ·· 
duration of one yeat. · · · · · · · · · · _ ·

.

_ 

·· · . · · · 
Participants were predominantly male (76%), Cauca.siqrt (94% ), p�evious (55%) or current . 
(19%) smokers, aged 60-79 y�ais (66% ; meah.age 64.), with heart failure secondary to 
ischaem.la (65% ) . Most had mild to moderate symptomatic heart failure at baselin�:- 41% in 
TOPROL-.KL 26 Sep 03 2 
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-0 
NYHA Class rr:56% in.Class nl �nd4%in. �:lass fv. Th� ll{e:��:ej�9tionit�6�ioll \VasO:��-. , , 

.

· ­

.About h8Jf the P':ltients had a histoty_ of Ii_);pertens�on (44%)-ancl/_c)ij-nyoc�di�-iirrar<;:#m;r_-_. 
(48%). 25% had a history o-f diabetes111 ellitus; 1Qc.f,O%had·p�pph¥�a.l.!=J�d�ma,ju�ar .- ____ - _ - -

· 
__ 

venous distensimi, pulmonary rales ancl!or: hepatomegaly. -23.'fo ha.c:l a·thi!'cilie@sogl14,}41fo •. 
- had a heart murmm; 25%hadan irreguiaiheaii beatand 16%wer�inatri_alfibrillation. 90% 
. of pa-tients, weri on one or more diuretics; 89%miap angiotensin' to[iverti�� �nzyme .· . 

. 
. . 

inhibitor:, 7% on an angiotensin ll�blocker, 63%' on digitaiis,36%' on long:c-aCt�ri.g nitrates,.· . ·. 
54%on a$pirin, 37% op an oral anticoagulant and 23% bn,a statin: ',. . .. -· · ·_-_ _· ': . _ .. · 
Thefoll�wing table su�arises the res�It& ofthe effi�acy \Tari�bl��,forTOPR6t-# : -

_compared to placebo: : · · · · - ·-- · - · · · - - · 

_E�dpoint 

,·... -

. . 
·

,
; 

* Adjusted for interim. analyses. Unadjusted_p-vahre =. 0.0001 - _ . 
* Tinie to first event · · · ·. .. · · · · - - -: ' 

The--numbets. needed to-tre�t-CNNTl to achi�ve aiedlictf6n8:f i>dt�e 'of fubalise' fuorthlitys.-. •­
�::_�a���:J�

o
�tt����fatar AMt'm6f(aiitV;±r6rri 2a£di6vasclif�£-ca�s��·aed��i11 suci,�e!i · 

/;:;·· .. ;-·-··· 

_ TOPRO�-XL was generally well tolerated. Treatm_ent wasceasedclue to" adverse events in 
10.3% of patients taking TOPROL-XL compared to 12.3%ofthose taking placebo.-_· 
Compared to placebo, the overall rate of treatment withdrawai and withdiawal due to 
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. :· ·. ::---�: _:· -
, .  _ _ . 

< � •• • :- •• • • • • . ·.'· : -�-� _:·. : worseni�g�heart failure tended tb be I�ss wWlTOPRQ:(.xL, butthe difference �d. n()tl"�a.cl1 .. • 

stati�tical sigri�ficance. · 

· · · , 

INDICATIONS 
' '• . .  

Stable, chronic heart failure as an adjunct tq O.ther:heart: failUr-e therapy, · 

. 

• ' • • : . •
•

• : 7 • .  
_·. • 

.
• • . · . -

CONTRAINDICATIONS 

·- : 

• Predisposition tb broncho;pasm . . .
.. 

�-adre!ler�c blocka46 ·qf the s1116qtll ill.:ti�sle of"l:>t6Iichi �4 brgne;:hiole$ may resll,l� iri an 
increased airways resistai).ce, .··. Tb_ese clfugs hli?C> ·r��tqcethe bffectiye�ess ofasthJ.1::ia· . · · .. 
treatment.: This inaybe dangerous in§us(;eptible p�ti�#tL • · 

· 

. 

· ' · . . 

·. ,,, · 
Therefore, �--bXockers are conk�ndic�te(j.i� �ypafi��twitha-$story ofamyays- ; . . 
obsg-tlctio� or a tendency. to bronc}f()8p��Jil..TJ se ()f caidios�i�ctive �-qi6c1cers cai})1�() • ·••· ·. 
:!�Arte::�:�=.s[t��bt�t��:r be

•���;t c�}'��slJ9�lf.��. 
• -Al�ergiCdis9rders (incluclingalle�giC�hi.nitis):�W:ch 11ia.Y}ugg¥st. £1-pr�ciisppl;li�()p. t() : · 

_--·brojic�o.spasm:... , . · · _· ; < . ,·�o. ··:_.::;': �- · 

: ��1!�;:�::::��:����9>��Y#,!te�;g�· . ·  

:

.

;

_. 

·.-.· 

.:.· . 

. • .•. ·: j��::cl;:J=��:d::����if:itJt���c;�;..... . . .·
.

· .  . .... < <:E. 
. 

•

· • _-hYy�nps __ �0t·.·.
a_.t_.eb .·n) ___ 

e
s•.
-
.
-·
·

·
1.d0

e
n.
c
) .. :.o .. _ •.. ni�tiS_"'���o]}ge���Rt�B����W#i.���g�?���%\1'�� j.,•; ;c/�;; 

. - ·. ··-: �- ·-. ·--�·;·;: .. �:::-: - �<��->_. . . , .. -·):_·, �-- �<-)<--':· ·. ·- ·.:;:·_.:_ -,.;�-- ..-.:.;:>:· . '. -•r .··_, . • . 

- -. -, :><; .. 

. . : · ·��7���i:v�i:��(J'���t����s�!!j�)V'�iQ��::, • :· . . ·.· .. . ···•· �:· 

• 

·
. No#�coDS.pensa��d tqnges_ti"�ii�a,.§:.f#li,lf� (�eff�iEi�AJt:r+o�s?.' .•; • ·• · ·· · .. ··. - •. >_,: • <· ··· ··· -

· •· Sick�sinus· syndrome. • ·. " ·.· . . _ .•. ' ., ·· .. · .·' }-. . 
�-
-.: . . . :: . · .. ' . . . -· . . . . ;._ . . 

.-
. . 

. �-··:· .-- : ·. ;_� ····· 

• 
· Hypotension· 

• 
. unti�at�dpha�ochromocytoma (se;� PR_E{Sf,.1ft.1o�s)· ' . . . .. . 

• Hypersensitivity to any cpmponEmtof-TOP�Ot-:'� and related .defivati'yes. CroE;s- .· 
sensitivity between �-blockers ca.IloccuL · ·· .

. · · ·. · . · · · · · · 
.. r -. 

PRECAUTIONS 

Symptomatic cardiac failure 
�-blockers should not be used.in patients v,iith unst�bilised heart failure. This condition 
should first be stabilised with appropriate treaf1?.1ent (e.g .

. 
angiotensin-converting erizyme 
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inhibit�rs, digoXin, di�etics)., If cardtac fail4te. p�r�ist�; :;RQ:P�O�-�sho_vid ]:)�·; . ·•• . 
discontinued gr.adually \see P��A-UTI(Jr�-s �Abiu:pt \Yi�dia�al);_ - · · 

· · · 

-Bro-nchospasm .- ... ·. _- :.,.

. 
. 

.

-_-

_:
= · -

: 
..

. " : 

. Wher� TOPR6L-XL is prescribed for j_xitientsknown tO b� suffering fr()m �$thib_atari {hli�led 

.- ��:!����� ��:!�!e�:S�:�;;�P��i����td��!:6Jf:�8B0�����::-i������tiit��- ---. . -

.conventional tablet fortnl1latioJ?-S ·of B1 �seieG.tiv� bl_?ckei���> - -
. - '  - ·--. - . .· ·- > _, _ :· : 

:--�-- : .
.

. 

. 

-
:. . . . .  · .. 

- · 

.
·
. _  

·:. 

· Conduction disorders· 
- · . . . . . . .. _/· ·.• . ,- : 

. 

.
· :- ·:·.. 

. .... -· 
.

..
.. 

_ 
. -

�
-

�-
. ; 

-- V eryrardy a·pr��existirig A-V -conductjon di,�or:der. of ID,ociera£e_gegree :may 1:5-yyorne ,-_ .
-

•. : 
aggravated (possibly _leading t:6 A� V block)�� TOPROI.>-XIJsh.oilldpei:@bifu�te.rb<;(vvitli - · 
caution to-patients with-first degree A-:V·b16ck ·cs�e c;oN!f�iQATJON$t: - _: >

. 
·
-

•. : : 

-

Pe:dp�eralvasclllar disease - · · ,_ : 
-

_, :·' - · · 

�-blockade
-inay im}?air the peripheral Circulation and �xacerbatethe sympto�s of periphe�ar .· 

vascular disease (see CONTRAINDICATlONS). 
� · · · :· 
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.( · · Bradycardia · 

. ; ·-: 
. fD[Y . 

) 

) 

If patients develop increasing bradycardia, TOPROL�XL should be given in lower doses or 
graduiilly withdrawn. · · 

. · · · · 
. 
. ' ·· ·. 

�rinzmetal angina . 
There is a risk of exacerbating coronary ru;tery spasm if patients with Prinzmetal or variant 
angina are treated witl1 a �-blocker. If this treatment is essential,. it should' only be undertaken' 

. in a Coronary-or Intensive Care Unit 
Effe�ts Qn the thyroid 
The effects ofB-blockers on thyroid horn;oJ.i.e meta,bolismJJiay result in elevatiqns. �fserum 
free thyroxine (T4) levels� In the absence .()fanfsigils ors;imptoms of hyperthytoid:isrn., 
additional inyesti.gation is necessary:before a diagnosis ofthy.rqtoXicosis can "�?e made.: · · 

· P4aeochromocytqma · . . . 

· WrwreTOPRO�-Xr., i.s prescribedforapati�nt�6wntob�sl1fferlpg fJ_"qrrr· -. .· 
. . . ·- .. ·

. 

.. ·­phaeochrorn6cytoma, ail a-biocker should· be glveTI: co�c()Irn.tantly to avoic1.exacerbatio:il of 
hypert�nsioii� · · · .. ·· ···---· ···-·-- ·" 

· 
_ . 

. _- - · .. <:\ ; EifeHs �n. theeye and skin' .-

· 

.

. 

·. . · · . r : 

_

> .-=:· 
·- :  

·.·. 
. V aripus· skin rashes and c'bnj�nctival xer()Si.s !Iavyb�en !epqrt�d. �ith-�-bJedJ#nk �gent§� . - .  _. 

- Cross�reactions�D1ay occur between B-blockers�·di�refot� sl1bstitutiohs whllintlJ.e group-:rii�y 
npt_necessariiy .precl�de o�currence c}fs)'nipt�¥1s� · · :• · -< , · :.< �-,:· · ' .•

.• , ·• - ·  _: - , · · 

·; . .. . . 

. ,,prad6Iol syndrome .. On a: few rare occas!oii�/seriQl!S otitis nie9i8:, sc;Jeto�hig pe]j�oniti$. alid, ,_ 
-· 

. plei.p:i_sy have been report�d as part ofthis' ¥:Yll&()ipe, ' ' - .  
·

, - ( .· . ' ' 
'

. '· .
. '� '',.'. . 0: ' . . 

-� Th� octrlomtic�cutaneous SYl1ciTOme a� 'rep���c:I"W�thpt*�tol�l h� hb,t be,�rN6pgrt.ed �ith" '

. · metoproloL .· However, diy eyes and s�n r�hhay�·.be.�n"iep.9ft:ed �ifu p1et6prplol.' Jf su.ch 
�ymptoms occur/discbntiimation of1Ilet6prolblshoul�-])e co11-s!derecC _ · - . · , ... , · · ' -

. 

Recently, ·an associatio�·between Peyronie's di.sease(a-fibr6�ing'indtraticn1-_of�he penis) and. ' 
various 13-brockershas been suggested-but is notproyen� . . .. ' , . . . 

' ' .. . ' . 
. 

' ' 

·::; 

Gene;r:al an3.estbesia· 
Prior to· slirgery th_e.anaesthetist should be inforrriedthat tlJ.e p�tient is teceiving TOPROL-XL ', 
because of the potential for interactions with other dftigs, resulting in seye:ce . 

btadyarrhytlnnias and hypotension, decreased-reflex abi;Iity.tocqnJ.pensate for biood loss, 
hypovolaemia and regional sympathetic blockade, and dec�easedpropensity for vagal­
rnduced bradycardia (see INTERACTIONS WITH OTHERD:R.UQ-S}. It is riot 
recortunended to· .stop B-blocker trea,tinent in patien�s undergoing surgery. : , 

If it is thought necessary to withdraw /)-blockertherapy before surgery, this should be done 
gradually and comple�ed about 48 hours before surgery. (See Abrupt Withdrawal belqw). 
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.Effects on· ability to driv� or use machinery· 
. . . . . 

TOPROL-XL may occasionally caus·e dizziness, visual disturbances or fatigue(see . . . · 'ADVERSE ;REACTIONS). hence patients should know hbwtheyreactto TOPROL-}:L . · 

before the)' drive or use machinery, particularly when starting or cliangingtreatiDent. 

Abrupt withdrawal· 
Abrupt withdrawal of ��block;:tde is hazardous; especially in highrisk patients� apd. sho1J�d 

. not be.done. If there is·a needto.discontinue treatment withTOPROL-XL; thisshou,ldbe 
·done· gradually over at least two weeks· with the. ctos� reduced'by half in eachstep�' 4owl1 to ·a· 
final dose ·qfl!.alf a 23.75 mg tablet. The final do.se sl!.ould.be-taken Ior atlef!stf9.l1r .qays' · 

- before. discontinuation. Close obs�rvatio11 of the patient is r�quired d11ring -�he ·witlicir.awal · · 

phase�· .. If $}'IDptorris
. 
OCCUr, a. slower witl:lqrawai rate is recomiriended' . Sudd�ri y;rith(lr"Ci\val of 

�-blockade may aggravate chtonic heart f�lun� arid. also intr-ease the risk.: of'niy�9ardial 
infarction and sudden death. . . . . . ·. 

•. . . : .· . . .
. 

: . 

Allergic· <:?n�iti?ns . 
· 

Allergic r-eactimis _may b� exaggerated by �;blockade.(e.g; · allergic rhiniti� .• ctU.rii1gJh6 p9llell.< ·. 
season and ;:tllergic reactions to bee mid wasp stings)� �"bi&k:ets shou1ci �eayoi4e4iftf!.e�y;:· 
is a risk of brorichospasll1.; 

-
. . . · . ..•· . ·. ·. . ' . .. 

In patie.nts' tcmng- �:-blocker;, anaphylaRti_t shock (l§sumes a rriore s�v�r�forrii arid 1n�y:b� �. · 
resistaJ]:ttd US11aJ doseso:f'adrenaJ-ine. Whenever possiple; -��bldck�:{r$ S,�ou),d be av6{4�C1 in; .

. 
< .· 

patients. w}1o are at i*creased iifk ·of apa]_J�yl#.fs. . 
, ·· · · · · '� ·· ·. 

· 
· 

· Rypertp.yroidisll;t · 

. ; 
�� 

. bciththyroid and:_ cardiac function. shoulc1 �e_do,se�y ID.owtQ�e4:- ··.·• . . . . 

-
' ... 

Effects on the heart .rat�: . . · ·. · . . . ·'· · ·· 

· 
' 

· 
. 
· 

.. . · ·
. . . . , . 

_ 

If the. patient develops in�rea�ing bradyca{c:li�L(4e� .ra.te les� ·th@50 to_5$. beeits(irii!l.ute )� fll.e·
_ 

. dosageofTOPROL-XL should be gradually reduced or treatment gt;adually withdrawn (see-
CONTRAINDICATIONS). . . . . . . . 

. - . ·_ .. -

Impaired· renal function .. 
In p-atient� with severe renal disease-.haemodynarrilc changes following �-"blockade Il1ay · 

· 

impair renal function further. �-block�rs"which are excreted mainly by the kidney in;ay 
require dose adjustment in patients with renalfailure: . . . 

. 

. 
. . . . 

.. Impaired hepatic function 
Metoprolol is mainly eliminated by hepatic metabolism (see-Pharmacokinetics) .. Therefore, 
liver drrhosis may increase the systemic bioavailability of metoprolol and reduce its total 
clearance, leading tq increased plasma levels. · . 
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Use in children 
. 
The safety and ·efficacy of me.toprolol. in children has not be�n. establish,ed. 
Carcin�genesis, Mutagenesis, Impairment of Fertility 
Lon,g-teim studies in animals ha;ve been c�ndU:ctecl.to �yijuate the carcinog(;nic potential of.. . rnetoprolol tartrate. In rats at dietary doses ofup to 800ri:l,g/kgtday.(:36 timesthe maxiinum· 
recommended clinical dose (MR. CD) on a mg!in2 basis) for lS1Ilonths .. the:re wasr1o. increase . 
in the incidence of neoplasms. The only mstologi� change1dhat appearyd to l:>e c4"dg rela��d 

. were an increased i!lcidence of focal accumula,tion o(foamy IriacrdpJ;iage,s in J?lllln,o:i:iary . 
alveoli and an increased incidence ofbiliaryhyp�rplasia; 

·

• : · . ·. . . 
· · · · · 

In a 21�month study in CD-1 mice at di�taryd6s�s
.
of'up to 7SO·mglkg/ciay(l7JiiQ.es the· . · · 

. . . . 2. . . .· . . . . . . . .. , . .  · . ' .... .. . . . . .• . . · . . '" 
IvfRCD ·on a mg/m · b.asis)� benign lung tumours (small ad�nmml.s)occ:;urred mqre frequently 
in fenial,e mice receiving the highest dose than in uhtreated c()ntrol��:J.IlalS .. There was 110. · 

. increase in rp.a.Jignant or. total (benign plus milignant) IhngtQ:.in.oilrs, Ii'()]: in th� c)verall 
. incidence of tufuows.' · · · · · 

Metoprolol tartrate was riot m�tageni� in a bacteJja1 assay� 110}; did ifil1duce �hrb:J.IlO.SOJJ.laJ. · . . . ·.
· 
.. ·. dam.age .in Chinese harn:sters (l:>one marrow.microri1.1deils

. 
and chi0mose)nie a�er.tf).tiori assays) · 

. orin :qrice (dominantlethal assay):' 
C· , : • , . ,;

· .·. ·. 
;' • . , 

. ·. .
. . . · ... ' :'. . ' . :· · ·. ·, .'·. ·. ·. . . . .. ·•''·· .. · . ··:····· . ,''2·• 

.... ' ... · · .. ·· . ..:::.':, ·: ......... .... . In. rats dosed, with 500 mglkg/day (23 fimes the 1v.IRCD on a-l.)lg/ip .bas�s), th.bte wasaslight: .·· .... ·.• 
decrease ·fu inserriil1ation r�tt.e (7 5% Cf. 9S% i#u�treated COlltf()lS) .�itli ¥tins :of 1?-l�teflial •. ' ;. . •. ·. .. 

. 
. 

. toXicity: Th,ere was no evidence of impaitedfertilityat50 II1glki/day·(2.3Jim.es.the.MRC:P) . . ·· ..
. 

. . 
�... 

. . . . ·- . ·- .. . .. 
. -.. ; :_ ·-. ·-.,· :.c ·.. 

.· . ..... ·. . . . . . . . . . . . ·: - : ··.· . . · 
-. . . - . . .•. . . 

. . ·-. .. ·. ·. 

. .· . : �: -- ·; 

. . As. w1th most.dfllgs; TOPROL.�XL shoUld 1l�tBe giye,n qtttl);� pre@�cYuiil�ss it�.�� i� •. : - ·. . . . • . ' .• 

. �;��=;(�j���iru�:Ju�� =�:;�:)�:rt!������!g����
c
Mt6 · · . .  

stages ofpregnancy the�e drlig� shol:rict only 1:>� given afier:Wdghj:p.g ih� ije.�:<Is.9HJle :rn�tl.ler . -
agaip.stthe ris.kto the f()etust 

' . . . . .. ' i . -
' 

. . . . . . 
.· 

- _. • . . -

· The lowest possible d;se sl1ould be used and clisc�#tintratibnof tre�iplegtshg�ld ke . . .... : . 
con,sidered at leasf2 to 3 days befo.redeliverfto avoid tn9J:easeci l1teiinecop.tra9#iityan�I·· .. · · 

. ' .effects. of ��blockade ih th.e newpo111 (e.g. brCidycardia, h}rpoglyc·��trlia) ..
. · . . ' 

. . . 

1\{etoproi()l.tartrate �as shown to increase foetaJlo.ss in rabbits.
. 
at 25 mg/kg/ d.�y':f}O (2 tilJ1�.s 

the 1Y.IRCD on a mg/m2 basis), 'al1d incre�s� s.till births:ancl_c!ecreas� n.�onl?-thl S!lfViVcU iil rats 
· at500.mg/kg/<;lay PO (23 times the N.!Rco on a m@nlbasi�); Th,ese stcidies r�yeaied nq 
evidence ofte�atogenicity. ·· · 

· · 

· · 

· · · 

USE IN LACTATION 

As with m. ost drugs, TOPROL-XL should not be .given dllring lactatiqn unless its use�i& 
considered essentiaL ·As with all antihyp�rtensive agents, f3;,blockets may cause side effect& 
(e.g. bradycardia), in the breast:. fed infant.. The amount of metoprololjrigested.via l:)reast� 
milk seems to be negligible, in regard to �-blocking effect in the infa.llt, if the mother is . . 

treated with metoprolol'in· doses within the normal th.erapeutic range. . . 
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· ) 

I. 

- :  . ·· 

. ... 

�
-

. <: - .<t7"8· 
Postnatal. growth w�s· not affected ln 1�c�dtingrats·dd�edwitb.1Ilbt6pro1o.1i�rat� at.Up:'t()'5()o :··.. . · ·••· :; ·< 

mg/kg/day PO (23 times the lv.IRCDonamgim?basis).' . . . . . 

, 
. . • 

. .: : /. 

INTERACTIONS WITH OTHER DRUGS
·
. ' ··· 

CYP2D6 Inhibitors 

Coadministration of drugs.which inhiJ:>it CyP2I).osLich asquinidine. fluoxetine and 
· paroxetine :may cause incr�ased expos&e t.o rn,etoprololanci cons,equeri.t)ricreci.sed_: 
phannacoJogical effects.· · · 

· · · · · · ·  .· · 

. 
_··
. 
· · 

·

: 

.
.

. 

,. · 

Concoillitant'adiDinistration of the CYP.�b6 inhi1:>itorquinit:li11� h�� bee11_sho'�n to . . . 
_· 

.. 
substanticllyincrease systerriic �xposure of b'qtli �118pti�ID,er�.: of n;lefoprolol. In he8J thy- .. subjects \Vith CYP2D6 extensive metaboiiser phetiotype�· coadill.inistratidn o:f'guihidme ·· 

.. 
· . . · . . . -1 oo mi· and immediate release rileto0r61al·ia·o•mg'triolea::t:fie• c6nceriiranon of s:ID.etoJ')foloi.· . and doubled the' metoprolol d1rnirtatidn haiE211fe/ These 'ii12Te:ises jn :jJi'asm�·c611centrati·o11'· . 

. areJtgs increase is)ighly_likely to be.as�<)ci.�tep. W.�t� -�)(a.-gg�r���d'ph�aC,ologi.�al :e#e'qt� . .
. . 

and decrease in the caidioselectlvitycifrrietoproiof.. Ip.teractioris :witli�hydf()iychlorqqUin'e . 
and diphenhydtarn,ine, although SJ?�ier, cOigd. .s@-1)e,,difuc@y siglli;ttcant� · ·· 

· 
· . _ 

.. . . .. . -�· ·  
. Other -�ti-hypertei1Sive agerits · · 

.� ; . 

. , ·  . . ,- . 

.. ��';t;!��·:?I•cl@gag��;�S��;�i?�·Oy'#on���i#)•��� .. 
.
. ..•.. · �i!:�;fo;�;l:i���::::f�!�t�t�tl,�J�tffJfi�tt�t�-. · UIJ.�e!CI()se·su[veillance. · · ·. ·· .- . ··:<. ·. · · · , .

. 
· . · 

. . . . 
··. Cioliidiri�· ·· · . •  ·.-_ < .· ··_:. 

· · Co11curr�n�use _of·{3�blbckets aridciom'diiu:�shot!lCi ;be a.\roi�fed.becal.lse'q{the ·risk;6fady�rs�: 

J. 1 ::�:!:�==�:��:��:r��·;eCfscin��.�e�bioc�m•�Iy�ti:�' . 
. shoulO. bejvithdrawn several days befqie the gfadual withdt�wal bf qJollidine. 'The-�eQOlUld H • 

. . . hyperten#on, associ?-ted withdonidin�·-'\V�t�ck,a\yaJ.Ot�apJjeex.�C,�rbat�d.byth.epies�nc� of�·!i"" . .. · blOcker. !fboth_ cirugs are withdrawl1 siJJ,lultari.eously;._a inru_-kedri,s�-i!ll;>lo()dpres'suiean.dlor .. 
arrhYfumias may result; . . . . . . .•

. 
· ·.; : . ' . . .. . . ·: . . . .. .. . . 

If replacing cionidine by B�biocker therapy.the introducti6no:f B�biockers'shouidbe delav�ci. 
··. 

for several days after clonidine. �dnllnistratio11·h�s-stoppecf . . 
. . . . . 

. 
. . . . . . . . 

· 
.

. . ·.·.· ·. C�cium antagonists . 

If TOPROL-XL is given with. calciuin antagonists of tht.; yeraparr:iil anddiltiaz�m type the 
patient should be monitored·. for possible negative inotropic and chronqtropic effects.· Calcium 
antagonists of th.e phenylalkylanrine type{e.g; verap.i.unil) should n�t be gi.ven by intravytlous 
administratio� to patients ·treated with metopmlol because there is a risk of cardiac arrest in 

TOPROL-XL26 Sep 03 9 

._;· :: 



( 
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. \...._ ... } 

· ffftf . .. 

· 
. . . •• . 

. 
• I . ' 

.• :ll) . 
. : this situation. Patients taking oral calciumantagonists ofthis tyP�in compin�tio11 With 

meto prolol should be closdynl:onitored. ·.. . 
. ., . . . . . ' . . . . · . 

. .· .. .
. · .· .... 

. The combination of �,.blockers with dfuydropyridine ca1cium.ch$q�l ]JJockers .�iti.1 a '-'ieak:. 
myocardial depressant effect (e.g. felodipine, nifediplne) Can b� acirpin{ster.�q togetQ.e� with••, 
cautiori. In case excess hypotension develops, tpe caiciu111 antagonist shmild: pe stopped or · 
the dosagereduced. · · · · · . · · · · · · 

Antiarrhythn;rlc agents 

Wh�n nietoprolol is given together with. antiarrhytlnnic age11ts, tl1ep�ti611ts shg�Id.be 
monitored for possible negative �notrqpic· and chronotropic. effect�· .T}le :o,eg::Lti.veinotropic •· · and pegativechronotropic effects of antiarrhythmic agents.c)fth�qilifucline typ¥.l2P4 . . .. 

. amiodarone may be enhanced by �-bloc:kers. InteraCtions have be�nreporte(f duiiiig 
concomitant �-:blocker therapy with the Class'IA agents disopyrarnide, �d i�ssft�queptly 
quinidine; class rn· agents, tocruni de, me�Ietine andligp'ocaine; tl1ecuissiCag�nt' fj�cainide; 
the Class ill agent amiqdarone; and. the Class N antiai-rhythrruc �ge#ts'(e.g·� ve�apaiiJil) . . 

Anaesthetics · 
-

. 
. -

. 
. 

-
� . 

. 

' 

. 

. 

. 

. . 

. . . . . ._ . . .· -·· -. 
.

· :- .
·
_---_: __ . ·-

. Iri patients receiving .��blocker tiferapy, inl:lalation �aesth�tics. enliatic:e �� ca,Jdie>4el?wssant. ·.·• · '·· . effect (see PRECAUTIONS). Metoproiql rri.ayalsq' �ecliice th.e �learanbe of ·othet.<±rug,i' (e.g� ·.·· 
lignocaine). · · · . · .· 

· '. ' 
. .· · 

_
---

-. 

. Modern inhalational: ariaesthetic agents:are gemera.lly weli0toiera�cid, a.ltll6ugli:Qide� 8.g�rits 
cethiir, cycloproparie, methoxyflur�e: ttich,lotetliyl�ne) W�r� sori.iettmes ass9ciateci.irith · 

seyere circulatorydepr�ssion in the presen,�e::9f �.:.bloc+tag� .. ··:, · . 
·. · · . .

. 
· ... · 

·
· 

.

. · 
.

. · 

. . 

· :.· 
. · 

. •...
. · . . •. . .  : · •·· 

.- �: 
•·· . . I}ver el1z)rnie effects. · 

.
. ·.· . -·�--· ·.·· ...... ·.. 

. . . 

" • ._::. 

. . Ei>zY,ocfn,i!iciJig: and ��-inhibitinJl Substal)cio� Jil1lf Ox� hlJ fufJlle��: <))lt;Iio pi�$, 
. leveL6fmetoproloL · The pla5ma concentratj.on ofm�tbpr9iolis:lo¥,rered-byiifaDipic;ih #icf ·�·. : 

. . .. may be raised by cirrietidin�;'alcoh�l; hydtal�iJJ., iind_>�ei.�ctive sero1:owl1r�24J?thl<:el$.ibit6rs 
·
. �:��;d����:�ti��' fluoxetine; and. s�J;tfq141e, .�t¥n�tiiH�;jer�pal1Jil#d·.: :·· · .. ·· · ·. · · ·· · ·· 

Prostaglan�in synthetase iilllibitingag�nts · 

Concomitant treatment withindcimethacin .. cir.ot1J.�r :prostagl�din's;i'lit}:let��e i!iliibitip
.
g agents · 

;may decrease the antihypertensi:ve eff.ect of �'-blockers. ·• · · · · ·· · · · · : · .. 
i · 

AlCohol· . . . 
M�toprolol may modify the pharmacokinetic behaviour ofalcohol when taken: together. The 

· 

p�asma.level of metoprolol �ay be r�sed b)' alcohch� : ' 

· · · · � · · · · ·. 

Oral antidia,betic agents . 
· The dosages of orai anti diabetics may need to be adjusted in. patients receiving �,..blockers. 
(see PRECAUTIONS). . . . . . 

Warfarin: 

A limited number of reports have demonstrated a rise in AUC and concentration of waifarin 
when taken with another �-blocker. This could potentially increase the anti.::coagulantef�ect 

·.··· . 

... · ... 

;�;R:-:26S�03 IQ 
. . . ���0 



I 
1- .·_ 
' .. 

( Catechoiamine,.depleting agents .. : 

. .  ( ·· ... ... 

· .. _ .· 

. ;·
' .. : 

.·· 
;[ i _/ :, 

A])VERSE MACTIONS • 

. -··,\· . .-.' . . .· •·· : V�zy �are�·· •· 

. ·' 
.. "-: i· � :·. -�-

·. C�ntt� ll:�rv��ssy�·te�: - : . 
. 

. . . .  · � 

.. 
· -·-· camnion: · --• ·� · 
. _ Uiidol11Iiloti:· - . _· ·· · 

· ·: _.· .. ·:-';: '-: -
Gastrofut�sBrtal _•-•· 

..... -.. . ·. ··. 

·common:•.· 

- ·.uricomrb.on: __ ·-· .­

Rare:._ 

· N alJ_sea, dicp:rhQ��� constip�fiql):; §Pcl()P,il1� pili�:-.· -·-

!f,ae�tologic 
. . . . Very rare: 

Hepatic 

Vomiting - - -
·Dry mo11th · __ 

Thrombocytopenia 

. . .  · . ·
. 

Rare: Liver function test abnormalities· _ 
Very Rare: Hepatitis 
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· .. :: .· 

. ( . j 

,...., l t 

\...,_/ 

. . 

Metabolic 

Uncm;nmon: 

· Psychiatric 
·uncommon: 

Rare:. 
Very rare: 

Respi�atory 

Comfuon: 

. Weight gain 

Depression, impaired concentration, somnolence or insomni;:t, 
nightmares.· · · · · 
Nervousness, anxiety, impote�ce l sexual dysfunct1cin. 
Amnesia I .memory impairriJ.erit�. confusion, hallucinations.· 

Dyspnoea on e_xertion . . 
Uncol:nmon: Bronchospa�m (which inay also occur m patients without a hlstol:y of 

Rare: 
.
. 

. Sense organs · 

Rare : ··· 
Very rare: 

Skin 
. . : 

obstructive lung d�syase) · · · 

·· Rhinitis 
. y 

Distutbance� g(v1sion,_ dry and/or li,ri!ateciey�s; con.ju�cti'vitis. 
Tim1itu�; taste diswrbal1ces : . • 

. . -

. 

. . . . . . . ·  . 

. ·.: .·· 

· .. · . 

Un�ommon: . Rash (inthe f<:inn ofurqs:ari�, 'psgri_as1fijl1D,'and �ysttophlc �l(j_n . . 
1l(�ioP,s); iiicreased sweatin,g, · · · ··.· : < · . · 

. 
' · : ·· · 

Rare :
· 

Veryrare: · 

Miscellaneous .. 

Very rare_: 

· L6ss 9thair . 

· .. . - ·- ;> · · · · .. · · _ .. 
· · 

· Photc)seJ:lsitivity i-eadicms;· agg<lvated pl)§ri.�js.;: · .;._ .. . 
. 

. .. . ,· .. :.: .. :· . . -:· .
. 

· ·• : ··· .. · . .. 
· ·· . . ...... · 

· . Arthralgia · : 
'>· 

:· .·:· · ·· ... ··· 

. ·. . .. . . . . } . 

.. ·_··_;·· . 

. 
. : .·.·· . . ··· 

TOPROL-XL has notbeen established to. be clirucallv eqllivalerttto ilnmediat � !elefise forrris 
of metoprolol. arid should not be used for treati:nel1t of conditions other thari.'stable. chronic : . 

heart failure. · · · · 

. TQPROL�xt (m.etopr�lol suc6inate) is teCoiD111enc1ed-f�t orice daily treatn1e;nt and 1s 
·preferably taken together with the mcinli,ng11leaL The tablets 1nay be brpkeniri haiL . _ 

. TOPROL�XLtablets· shouid be swallowed.whhliqu�d ruid. sh()u,ld not 1Je, ch.e�ed or (?rushed. 
Th� dose ofTOPROL-XL shouid be individ�allyadjust�d in patients with chrb�icheart 
failure stabilised on other heart failure treatplent. 

. 

It is recommended that patients be titrated from an initi al low dose in acc9rdance with the 
following titration schedule: · · 
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·.··- . 

TOPROL�XL .· ·_,·: . . ·; .... . _ 

Initral dose: TOPR.OL-XL 23.75 

TOPROL-XL47:5 
· .. . _·. · . 

TOPROL:-XL-95 

*Patients w�t�m().dera,te to severe h��failuf_e (NY:fY.\.-U:i�I'V):Ii is ici;�1nrr¥ticied t:pa(tllese patierit;-�tart. . 
· . . : 

_treattnent with a half a TOPROL-XL 23.7 5 tablet 6dfqr. oD.�-·weelC, then titke � ':fui(TOPROI>kL 23.75. tii:)I�t ad . 
for the second week. . _-

. _: _- ·_. - . - - . 

. · :���!��J6s�j-_�o�e:·DUring long t�rm tre�tment the _ -�.-sh'�ui.f:-�:�i� ���P�-,r�r��L��.l9;?.• .• �.�·-•)ot !fi� --�gg7st ••-

··---·:·-. -
' 

Dose adjrtstfi,ient is lNtneeded. in the �+4e!lJf . .  _ • 

·cmidr�n _ .:: . .. 
'· 

. . . 

. The�eis Iimite<t�xperiencewith TOPRQL-XL tteatll1�ttii{chl�dte:n.· 
__ -._:._=_.-· 

OVERD.QSAGE . _.·_.- : 
: 

_

_
_ :, 

Symptoms 

Overdosage of TQPROL-XL may lead to sev�re_hypot�n;ion,sinusbradycardia, - -. 
_ 

. atrioventricular block, heart failure, cardiogep.ic shock, cardiac arrest, b:rqnchospastiJ,, . 
impCij.trilent of con.sciousness/coma, convulsions;.nausea,\romiting: and cyanosis . .  · -
TOPROL-XL 26 Sep 03 13. 
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. : . · . · 

( 

-. Concomitant ingestion of alcohol, ahtihyperteristves, quiiJ.idine o� barbitllrates. may aggravate . . • •  

the patient's condition� The first man.ifestations of overdose ir1ay be observed 20 nunutes to 2 
hours after the drug is .ingested. · · · · . · · 

. . Management 
Induction of y�nniting o� gastric lavage; In the prese;nce. �f severe .. hypotension,' bradycardia; 
and impending heart failure, administer a B1.:-agonist (e:g:· isoprenaline) intravenously at 2:.5 · 
·minute intervals or as continuous infusion until t,he.de$ir6d effect is achieved. Whe.re a · . 
selective B1-agbnist is not availa1:He, dopamine or atropine ·S�lphate i. v. may be ·used in order 
to block the vagus nerv�. If �  satisfactdry effect is nc)t achi"e�ed·, other syrnpa�omimetjc · 

agents, such as dobutamine may' be us�d; or T!oradrel1aline inay 1;>� given: . . 

Glucagon in a dose of 1'"1 b mg can also.be adrrunlstefecl. · Glucagon· �Gtivates t}le 
acten ylcyclase system independent! y of the.· B-recept'or .• augriiei1tirig the con tractility. in the 
presence of f3-blockad�. A.paceinak�rmaybe ne�essru::y:· · ·· · ·  

To combat b.ron�hospasm, a B2:.agonist can. be �ven iD.ttave11ously. . 
Observe that the d9sage 9f drugs ·(antid

,
ot�s) ri.eed�4 to t:feat·overdose of B:-blockacie a.re 3nuch .· 

. higher .than norniallyrecominendect therapeutic dosages� . this is bec�mse B�receptors are · .· 
.

..
.. . 

· occupied by the B"'blocker.
. . 

. ·. . . 

. . 
. 

. 
PMSENTA'l'ION" ·

. 

. 

·.· . . . · 

' . . · 
·. :.. ·· . · . · . · .·.:· 

·. ·.· .TOPRo:i-
·
XL 47.s:ta

.
biets (47.5 mg) ·are cirduiai:-shapecfwith O.rie:Side rnarked wi.tl1 '�Af�O" 

and abreakline on the other·s�de. " .  . . . �  .·.. . 
. 

. ·
. 

. 

. •. . . . .. • . 
.. ·· TOPROJ.-XL .95 tablets (95 n1g) are C,jjcular-.shap�d Witp. 6!le sic1e rilarkecl vyjth.�'Affu.B" , · · , . 

· 
.. · ··•

' 

and a. breakline on the other side� · ·. ·• :· · · ·· - .· · . . 

. � . . . : ·. ; . 

TOP]l()L-xL 190· ta}>lets (190 mg) are C>x�-shap�d\v1fu 6ne sidb ll,larkec(�jfh ''/Vni Y'; and. · • · 

. a break:line .on the same· s!de. . .• 

.· 
: 

: 

• 

- . . 
. . 

· . .  - :  

. TOPROL-XLtablet!) are available as: 
. . 

' 
. . . . 

Calendar blister packs: iS tablets (TOPROL'-XL 23.75; 47.5 81:- 95) and 30 tablets 
. (TOPROL-XL95 & 190) . . . . . 

. 
. 

.
. . 

POISON SCHEDULEOF THE.DRUG S4· 

STORAGE Store below 30°C 
. . 

. 
. 

NAME A:ro.ID ADDRESS OF lVIANUFACTURERIDISTR!BUTOR SPONSOR 
AstraZei;J.e�a Pty Ltd 
ACN 009 682 311  
Alma Road 
NORTH RYDE NSW 2 1 13 
TOPROL-XL is a trade mark of the AstraZeneca group of commmies. 
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