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NAME OF THEMEDICINE 

PRODUCT INFORMATION _ 
TOPROL-XLTM Tablets 

(Metoprolol Succinate) 

The active ingredient in TOPROL-XL Tfvl i$ metoprolol_ succinate._ The chemical name 
for metoprolol succinate is di-(±):_1-(isopropylamine}-3-[,0-(2-methgxyethyl)phenoxy]--
2-propanol succinate._ The mole_cularweight of 'metoprol()l succinate is 652_.8. Its · · 
structural formula is: · - - - - - - - - - - - - - -

CAS nu111ber: _ 98418-47.:4. · . - . 
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_$olub l_e iri ·etht:tngl, • slightlY soluble iri pjchiorpm�th�nf? _aPiq-?7prqpa[l91, a.nq pra.cfl(fally · · 
insoll1ble ir1 ethylacetate, acet()n�,.qiethyl�thercinohept�ne: < ; , '  < _ _ ---- - ---·-· ----_-_ ·•• - -_ - -

. _· c'· .· ·. i�:: • .·· ·.··,.·.= 
�) TOPROL-X� tab!�ts contain metoproJol succinate.: TQPROL-XLtabl�ts a_lso contairl_-- --� the iilactiv� i_ngredients:.eth'ylcellulo_se, hydrdx¥r.>ropylqellulpS,�; hyprOQ'leil9��/ •---- -•·-· •• --. _ --

-
-

- microcrystalline cellulose, pi:ira.ffin, rria.erog()l 6bo'q, si!ipondioxiq$; sodium M�a!'YI'-
flimc:irate c:tfld titanium diOxide. - - - - - · - - - -- --- - - · -- - - --- -- - - - - - · -
PHARMAGOLOGY . . . . 

. . - . . 
Metoprolol is a /31-selectiv� J3,-blocker,Le. it blocks /31-receptors atd()ses lower than 
those needed to block /32-receptors. -

Metoprolol i� practically devoid of membrane stabilising activity and does not display 
partial agonist activity (i.e. intrinsic sympathomimetic acti\fity �-I SA) at dos�s required 
to produce /3-blockade. The stimulant effect of catechoial11ines on the h�art is 
reduced or inhibited by metoprolol. This ieads to a decrease in heart rate, cardiac 
output, cardiac contractility and blood pressure. 

Controlled release metoprolol succinate and the immediate release metoprolol 
tartrate are not bioequivalent. Controlled release metoprolol succinate gives an even 
plasma concentration time profile and effect (p1-blockade) over 24 hours in contrast 
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t f .............. ' to conventione1f tablet formulations of p1-selective blockers including metoprolol 

tartrate formulations. 

When given together with a p2-agonist, metoprolol succinate in therapeutic doses 
interferes less than non-selective p-blockers with p2-mediated bronchodilation (see 
PRECAUTIONS). When clinically necessary, metoprolol succinate, in combination 
with a Pz-agonist, may be given to patients with symptoms of obstructive pulmonary 
disease. Metoprolol succinate also interferes less with insulin release than non-
selective p-blockers. · 

Pharmacokinetics 

Absorption and Distribution 

TOPROL-XL consists of several hundred beads of metoprolol succinate, each coated 
· with a polymeric membrane which controls therate of metoprolol release. After r<3_pici 

disintegration within the gastrointestinal trad, metoprolol is continuously released for . 
. approximately 20 hours, and a stable metoprololplasma concentrc:�tiOn is achieved 

over a dosage interval of 24 hour$. Approximat�ly 12% of metoprolol. is bol1nd to 
human serum proteins. · · . · 

Metabolism and Elimination 
' . . . : 

. . · 
. . 

·. 
Metoprolol undergoes oxidative 111etabolismin the liver, primarily byCYP2D6. Due. to.· polymorphism ofCYP2D6; about 5�1 0% ()fGauca,sic;lnsand a .lower per�entag� of . 

. Asian and African populations qre poO"r met?l:>plisers()f metopr{)lql.. Sucf"l p�ople . 
experience higher plasma concentrations ofmetoprqlol .for a given dose, Be9cil1se of · 
these differences between individuals; gradual dC?setitra#on is important Go-

· · 
. administration of drugs which inhibit (;YP2D6 niay Increase plasrha cohc�ntr�Jions of 

metoprolol, particularly in extensive .111E?tal:jolisers· (the majorit{ofthe popul13tion). 
Three main metabolites have been identified, althOugh none have a beta,.blbcking 
effect of clinical importance. · 

· ·. · · · 
. . ·. . -

Over 95% of an oraJ dose can befecoverec:f in the .urine. Only approximately 5% of 
the administered dose is excreted unchanged, with this figure rising to 30% in 
isolated cases. 

· · 
Pharmacokinetics in the elderly 

The elderly shows no significant differences in the pharmacokinetics of metoprolol as 
compared with younger persons. 

CLINICAL TRIALS 

Three randomised, double-blind, placebo-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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The pivotal study, MERIT-HF (n=3991 ), was a survival study in patients with NYHA 
(New York Heart Association) functional class 11-IV and decreased ejection fra�tion 
(::::: 0.40) on optimal standard therapy at enrolment. Patients were randomised to 
receiv� either TOPROL-XL (n=1 990)-or placebo (n=2001 ) once daily. The dose of 
TOPROL-XL was titrated during 6-8 weeks to the target of 200 mg. Treatment 
ranged from 0 to 622 days with a mean duration of one ·year. 

Participants were predominantly male (76%), Caucasian (94%), previous(55%) or 
current (1 9%) smokers, aged 60-79 years (66%; mean age 64), with heartfailure . 
secondary to isch�emia (65%) . Mosfhad mild to moderate symptomatic heart failure 
at baseline: 41% in NYHA Class H, 56% in Class Ill and4% in Clas� IV. The mean 
ejection fraction was 0.28. About half the patients had-�-

-history ofhyperterisicm 
(44%) and/or myocardial infarction (48%). 25% had a history ofdia[)�tes mellitus. 
10-20% had peripheraloedema, jugular venous distehs;ioil, pulmooary rales, ancii<Jr 
hepatomegaly. 23% had a third heart sound, 34% had aheart myrmur, 25o/9 had an 
irregular he?rt beat and 1 6% were iil afriellfibrillation. 90% of patients were on one . 
or more diuretics, 89% on an angiotensin Converting ehz�/me fllhibitor, 7% on an · 
angiotensin 11-blocker, 63% on digif�lis, 36% on long:-acting nitrates, 54% on aspirin, 
37% on an oraJ anticoagulant and ?3% on cl statin. · · · 

The following tablesumfriarises the results ofthe effic?CY variables.fol" TQPROL-XL 
compared to placebo: · · · · · · · · · ··") · . · · 

. . . < . ,.··:
·

. . . .. · .. ·. 
Everlfrat� per 1 oo · .· · · · R�rative. Risk: . · · ···. . · 

••. · .· p�tient�years .. ·· · •. _. · · Rt:iCIJciici� ·.·· . . 
End point 

All.:.cause mortality. 
All-cause.mortality ·and· all:­
cause hospitalisation# 
All-cause_ mortality arid 
hospitalisation due to · 
worsening ot'heart failure# 
Death and heart transpJantlf 
Cardiovascular mortality 
Sudden Death 
Death from worsening heart 
failure · 
Cardiac death and non-fatal 
acute myocardial. infarction# 
Alf.:cause mortality, 
hospitalisation due to 
worsening heart failure and 
emergency room visit due 
to worsening heart failure# 

TQ:f''f{Q�� . . Pla.g�_�() I .· [9S% t�b;ftfid�rl:ce 
)CL · . . . . ··N=2ob1 . .. . t�t�rY�r)'.·. : ·. ·

. 

N::::1 990. ·. .· ·, . ,· ...•. · .. · .:: > 

.· · · . T.2 _ . · . : ···. •11.0 . ·-···. �·34% (19%;47%} ·· 
31.9 . 38.7 

. 
·.1 �Ofci (10%; 27%} .· 

.. . . 
15.5 

7.5. 
6.4 
1 .5 . 
3.9 

6.9 

15�8 

.. ····. . . · .. . ·· 22.2 

1 1.0 
1 0 .3 
2.9 
6.7 

11 .4 

23.0 

�1.%C2Q%;AQ%r . · ' .  
32% (16%;45%) 
38% (22%� 50%} 
41%(22%;-55%} 
4�0� (2106>; §7%) 

:-. .. 
39%(2!)%; 51%) 

32% (21%;41%) . 

*Adjusted for interim analyses. Unadjusted p-varue = 0.0001 
# Time to first event 
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1'>0.0062* . 
. ·0.0001 .. • . 
)<0.0001 

. · . · o�ooo2 
<0.0001 
0.0002 

. 0.0023 . 
. 
<0.0001 -

. <0.0001 
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The numbers needed to treat (NNT) to achieve a reduction ()f 1 case of all cause 
mortality, cardiac death and non-fat�I"AMI, mortality from cardiovascular causes and 
from sudden death are as follows: 

Endpoint NNT 
(one _year) 

All cause mortality 27 
Cardiac death & Non-fatal acute MI 24 
Mortality from CV causes 26·· . 
Mortality from Sudden death 37 

TOPROL-XL was generally well tolerated. _Treatm(3nt was cee3,sed due to adverse 
events in 10.3% of patients taking TOPROL-XL compared to 12,3°(oof those taking 
placebo.· Compared to placebo, the overall rate oftreatrhentwithdr?wal and· .. withdrawal due to worsening heart failure tended to be less withTOPROL-XL, but the 
difference did not reach �tatistical significance: · 
INDICATIONS 

. . . . . ·· . . . . .  · . .. .·: . 
Stable, chronic heart failure as an adjunct to otherh(3ait fca.iiure therapy.-. . ·. . . · -· . . ·. . : ,· . . 

. 
CONTRAINDICATIONS 

• Predisposition t() bron.chospas.i'!l: 

/3-adrenergic blockade of the s.thooth musql� of bronchi and _pfonc:;hioles may 
result in an inc-reased ai!Waysresi�tanc�. The�e drugs alsor�duce ��e · 
effectiveness of asth·m·a treat111erit. This may be d(ing�roUs ir{ sw�ceptible 
patients. · · · · · · - · · · · · · · · 
Therefore, /3-blockers are contraindicate(j inanypatientwitha hi�toryofairways 
obstruction or a tendency to brqnchosp.asm ... l:Jse of qardio�elec:tive- �-b lockers 
can also .result in severe bronchospasm .. If such therapy rriOst_be used, great . 
caution should be exercised: Alterr�ative therapy should be considered: . . . . . . . • Allergic disorders (including allergic rhinitis) which. may suggest a predisposition 
to bronchospasm · · · · · · · · · · 

• Right ventricular ·failure secor.idary to pulmonary hypertension 
• Significant right ventricular hypertrophy 
• Second and third degree atrioventricular block 
• Shock (including cardiogenic and hypov9laemic shock) 
• Unstable decompensated congestive heart failure (pulmonary oedema, 

hypoperfusion or hypotension). 
• Continuous or intermittent inotropic therapy acting through p-receptor ag_onism 
• Clinically relevant sinus bradycardia (less than 45-50 beats/minute) 
• Non-compensated congestive heart failure (see PRECAUTIONS) 

L /t 

\\ausysfs01 \users$\KVKS780\Pr()ducts\CV\Toproi-XL \SRN June 2009\TOPROL-XL (1 00609).doc 4 (1 6)-'�.Jj 
1..---9) 7 1 t>7 



• Sick-sinu� syndrome 
• Severe peripheral arterial circulatory disorders 
• Suspected acute myocardial infarction with a heart rate of< 45 beats/minute, 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 

• Hypotension 
• Untreated phaeochromocytoma (see PRECAUTIONS) 
• Hypersensitivity to any component of TOPROL�XL and related derivatives. Cross­

sensitivity between �-blockers can occur. 

PRECAUTIONS 

Symptomatic cardiac failure : ; . 
13-blockers should not be used in patients with unstabilised heart failur<? . . This· 
condition should fin�t be stabilised with appropdate tr�atmel'lt (e.g. angic)tensif1;. .· . . 
converting enzyme inhibitcJrs, digoxin, diUretiGs). Jf qarcii�pfail�re per$i��s,. T()PROL'­
XL should be discontinued grad1,mlly (see PRECAUTIONS;, Abrupt Witbdra\¥al). . . . - . . - . . . . . . 
Bronchospasm 

Where TOPROL-XL is presGribedforpati�nts,known to b�sufferingfromC!sthma.;an: · 
inhaled �2-agonist should be adrnini#er�cf. Jh$,90sage ()f �2�ag_oQi�t§:·m.C1Y r�gujre · · 
. ?djustment(increase), howevertht9ri?k qfTOPR.0L'"XLintt3!f�l-in� .Witb �2�r�c;e;ptors . · 
.is l�_ss than witJ-1 C()nventional tab:Jet tO[m.l.JJc:itjohso(�1�s�I�,qfjv�,�-'9Bk�rs. ·. ·· · · · ' . . - . . · . . . : · _. ·· · . 
Concomitant therapy with calc:;ill'm ar1tCI.gol1i��s 
The concomitant use· of calcium antagoni�ts withmyocardial suppres�ant and sill us 
node activity (e.g. veraparnil and to a le.ss:�r.extE?ntdiltia:?.:�rn) arid �-l:>i.ocl<ersniay · . . 

("'\ cause bre1dycardia, hypotension Ci�d asystole, · E)drerrle Cc:iUtioh is r�ql1irl?cf if these · 
' J drugs have·to be used together (see lNT�RACllONSVVrfH.OdtHER DRUGSf · . . · · . . . . . . . - - . . . . .  ·. � . . ' . . . . . · . ".· . . 

Anti.:arrhythmic drugs . . . . . . 
Care should be taken when prescribing �-biOckers withantiarrhythmicdrugs as they 
may enhance the negative inotropic aitd chrpnotropic effects (see' iNTERACTIONS 
WITH OTHER DRUGS). 

.. . . . · . . . . . . . 
_Diabetes 

TOPROL-XL should be used with caution in patients with diabetes mellitus,. 
especially those who are receiving insulin or orai hypoglycaemic agents .. Diabetic 
patients should be warned that �-blockers affect glucose metabolism and may mask 
some important premonitory signs of acute hypoglycaemia, such as tachycardia� 

In patients with insulin or non-insulin dependent diabetes, especially labile diabetes, 
or with a history of spontaneous hypoglycaemia, �-blockade may result in the loss of 
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'--- diabetic control and delayed recovery from hypoglycaemia. The dose of insulin or 

oral hypoglycaemic agent may need to be adjusted. ·Diabetic patients receiving . 
TOPROL·Xl should be- monitored to ensure diabetes control is maintained. 

· 
Other metabolic effects 

Beta adrenoreceptors are involved in the regulation of lipid as well as carbohydrate 
metabolism. Some drugs affect th� lipid prOfile adversely although the lqng-term 
clinical significance of this change is unknown and the effect appears to be less for 
drugs with intrinsic sympathomimetic activity, 

· ·  
Conduction disorders 

Very rarely a pre-existing A-V conduction disorderof moderate degree may beco111e 
aggravated (possibly leading to A-Vblock). TOPRQL�XL sn()ul� b� aq111inist(3red. 
with caution to patients with first degree A-V block(s�� CONTRAINDICATIQI'JS). 

\-�:) Peripheral vascular disease 
: . ·. .· ... . . .- - . - /3-blockade may impair the peripheraLcircui?tio[l gn,c1 '€l>eacerbatethe syn,ptpm's of-

pei-ipheral vasc�lar disease (see C()NTRAiNDICA[16Ns). - · - - ·-
- Bradycardia 

If patients
·
ci�velpp increasing bradyC�rdia;'TOPROL�X.L shoulrJ-b$:giyel1 in .. lqWer 

doses ot gn3dually vitithdrawh� _-_ - - -
. - . . . . - .. . ' - . - . .  - - - . 

. 
. 

. · . . :' - ._ - . 
. _Pririzmetal ctngi�a 

.. _·· .. :. : ··-· · : · 
-There is a risk pfexac€lrb§ting cor(m�r)/ C:Ut(3ry spas!l) i( patie_his\1\rlth ff.irlz:ri)�t�(br- •.. •-- - ­
variant angina an� tr�ated with a. _/3.,.1Jiop��L- If #JiS-fr�-�ti-D�nti$ �s��riti�l;)tsn6LJJ_d' 

. 
only be yndertaken in a c:;orohary or lllteq�i'(�Ga:(€l Uhit,, � -. · · - - - - ·-

.. -· Effects on the- thyroid 

-The effects of /3-blockers on thyroid hormone n1eta�oH$m may·r�sljJtirT �levp,tion�t of .• --
serum free thyroxine (T4) levels. In the ab�ence of any signsorsylllptoms.6f · 
hyperthyroidism,- additional investigc;ttion is llecess$ry befor�. Ci diagnosis of 
thyrotoxicosis can be rnC1de. . . . . . ·. . . -· 
Phaeochromocytoma 

Where TOPROL-XL is prescribed for a patient kriown to be suffering from 
phaeochromocytoma, an a-blocker should be given concomitahtlytoavoid 
exacerbation of hypertension. 

-

Effects on the eye and skin 

Various skin rashes and conjunctival xerosis have been reported with �-blocking 
agents. Cross-reactions may occur between /3-blockers, therefore substitutions 
within the group may not necessarily precl�de occurrence of symptoms. 
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{r-·) ···-._ . .. ··· D u ring !qng-te rm treatment with the p-blocking d rug p ractolol a s peci fi c  rash  bearing 
a serficial resemblance to pso riasis was occasion al ly descri bed. In a nulllber of the 
patients affected , .th is rash was accompanied by adverse effects on. th e eye · 

(xerophthal mia and /or  keratocon junctivitis) o f  varying severity . Thi s  condition is 
called the oculomucocutaneous or practolol s ynd rome. On a few rare OCC(;l�ions , 
s erious otitis media , sclerosing peritonitis arid pleurisy have been repo rted EIS part o f  
this synd rome. · · · · ·-

The oculomuco cutaneous synd ro mE3 as �eported with praetolol has n_qt been reported 
with metop rolol . Howeyer, d ry eyes  and skin rash have

.peeh  reported '«ith · 
metoprolol . If such symptoms o ccu r,:dis co ntinuation o f  m etoprql ols hqul d be 
considered. · · · · · · · ·- · . . . 
Recently, an association between Peyroni e's 'disease (a fibrosing incj_ljration o f  the 

. penis) and various p-blockers has b�em suggest_ed but isn.ofproven. 
.·· · ';{...,.,) - ._J General anaesthesia 

Priorto surgery the anaesthetistshould 613 itjfmmed that the P?tiept�$ rec(3iviDg · 
_-
- .. _ . _ TOPROL-)(L be9ause of th(3 potebti?lfo(int'�rC16tions with, ·otf1er �ry��. r9,s _l1Jfi[19 ill_ · • -

severe bradyarrhythmias and hypotension,_ '<:lycre?s:E3d r$flek§pjlity.t()cq!lfp�nsatefor· - .. -_· 
_ qlood loss; hypovolaemia-�ndre�j'ion�l $ym'path�tiqb!()9k��-�;:$i1�:<:f�cr����cf_-._-.-_-_ .

-- ·-· .. _ ·· · propensity for vagal-i nduced bra dycaYqJa {s�e INTE�CTIQN$W.ITA QTHs.R _ _ _ 
_ . __ .-. 

i�1{$��k1����f��!�f��i���iiiilt��t�f�j[�1��C> .. . � _, 
faCtors·. · · >, '·- ·. , .. · · · · · :·_ · -· · �: ·• ·-: • · · _·_; . _ . __ 

.. · . �. ·. ' · . 
If _i t is_thought necessc:�ry to witl]d_raw p�bi69k(3r th�rc:lPY,b(3fote_ sur9�rY.JIJi�s6ould .be 
cl9r'lE3 g r�dljaUy and com pl �ted �qqyt 48,)10Lits f:)efgr$ �.urg�i)r� ($6,e 1£\b'n-ipt : �: . - -
Withdrawal below) ·.· · ·· · · ' ··- ·- ·· · · · · · · · - ·:·_ • • · · · · - - · ·· · 

Abrup� withdra\ll[�d 
. .. .. ·-·: ··: .. - ' 

Abrupt withdrawal of 13�bl ockad e  ishazarclous�espedally in high ri�kpa�ients;?nd · 
should not be done. If there is a need to discontinue treatmenfwith TOPRObXL, . 
this should be done g rad ually overatlea st two we3E3ks. Withthed6?e reduced l:>y hal t  
i ri  each · step , down to a final d()s e qfh�lf a 23�7SITlg tCiblet Th�-final :dose·sh ()qlg fje 
taken for a t  least four ·days befor� di s_co ntin uation . CI�s �  obs erva tit>n 9ft lie p�ti �[lt is 
required d u ring the withd rawal phCisi:;: If symptoms occur , ci s1.6w�r-vvithdraWC11 rate is 
recommended. Sud cjen withd rawal of p-blockage riJay agg ra\latt?· chr()ni c heart --- ---, 
fai lu re an d also increase the risk o f  m yocard-i al i n farcti on a nd s lldd�n death� · 

Allergic conditions 

Alle rgic reactions may be e xaggerated by p-blockade (e .g .  a llergic rhinitis during the 
pollen season and al lergic reactions to bee and wasp stings ). 13-blockers s hould be 
avoided if there is a risk  of bwnchospasm . 

· 
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�' __ ,: In patients taking p-blockers, anaphylactic shock aSsljrri(:;� a more severe form and 

may be resistant to usual doses of adrenaline. Whenever possif:>le, p-blockers 
should be avoided in patients who are at increased risk of anaphylaxis; 

Hyperthyroidism 

Because p-blockers. may mask the clinical signs of developing. or continyirig 
hyperthyroidism resulting in symptomatic irnprovemc;ntwithout any ch(3.nge in thyroid . 
status, special care should be exerCised inhyperthyroiq patients whoa re also 
receiving p-blockers. Where TOPROL'-XLis adrninisferedto PcitJentl3' haying, or 
suspected of developing thyrotoxicosis, both thyroid and cardiac fl1h<;tion shoulc:f be : 
closely monitored. 

. . . . . . . . . 

Effects on the heart rate 

If the patient developl3 increasing brady9*dia (heartrate lesp than 5Qtq55 . . . 
bea,ts/rninufe),the dosage-of TOPROL:.XL shoul� be gracfu?lly reduced or t�c;atment · 
gradually withdrawn (see CONTRAINDICATIONS), ·· . . . . 

Impaired re11a1 function . 
In patients with- severe renal dise�sehaen1odyn?mlc changes:f61iowing p-qloqkade · 
may. __ impair ren�l functiori_fur1:her.···_�:-blocke'r�which (3.re'�xcrc;tecj rila.(nly PY the kidney 
mayrequire dose adjustrn_ent iil pa,Jients wiih t�riCi]faillire.. . . . · . . .. . . . . . 
lmpaire<f}JE>Patic ful)ctioj, · · ..... 

. . ' 

: 
·
> · · . . . .

. 

Metoprolol is mainly eliminated by hepatiG'meti:\bc)Hs�(s;e� Ph�ima.t�kir\�t_icsf.: . 

;e�e�z!()i�=·-t�i:r6I������e�l��d���dsi��g�?.1�4�t���������?f1i��ofm��6.prqlol af)q .•. . 

Effects oil fertility .... , ·· 
In 'rats.dosed with500 mg/kg/day (�3Jill)esth� M�CQs>ll? �g/rn{bqsi§),_tl'lere 'Afa.�·· . - .· :_. · . . . · .... . . . 
a. slight decrease in insemination f(3.te (i5(YoG[ 95%jnqritfeated controls)wjthsigns . ··

. 
of maternal toxicity; There was noevidenQE? Of impaired fer}ility at ·50 r6g(l<g/day (2�3 . times the MRCD). · · · · · · · 
Use in pregnancy (Category C) .. . .· . 

. . . 
As with most drugs, TOPROL-XL should hot be given during pregnancy unless its 
. use is conside;red essentiaL As with all antihyperteq�ive agents: P�blqck�rs may ... 
cause side effects (e.g. requced placental peif�sionand bn3dy9arclia) ih the foetus 
and newborn.· During the late stages of pregpanC::y t_hese.drugs shC:nildoqly be given 
after weighing the needs of the mother again$t the risk to the foetus. 

The lowest possible dose should be useq and discontinuation oftreatmeht should be 
considered at least 2 to 3 days before delivery to avoid increased uterine contractility 
and effects of �-blockade in the newborn (e.g. bradycardia, hypoglycaemia). · 
Metoprolol tartrate was shown to increase foetal loss in rabbits at 25 mg/kg/day PO 
{2 times the MRCD on a mg/m2 basis), and increase still births and decrease 
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neonati::ll survival in rats at 500 mg/kg/day po (23 times the MRCD on � mg/m2 -
basis). These studies revealed no evidence ·of teratogenicity. 

Use in lactation 

As with most drugs, TOPROL-XL should not 
··
be given during lactation unless its use 

is considered essential. As with all cmtihypertensive agents, �-blockers may cause 
side effects (e.g. bradycardia), in the breast-fed infant The amount of metoprolol 
ingested via breast-milk seems to be n�gligible, in regard to �-blocking effect in the 
infant, if the mother is treated with metoprolol in doses within the normal therapeutic 
range. . 

· · 
Postnatal growth was not affected in Iact�ting rats qosed with metbprolol tartrate at 
up to 500 mg/kg/day PO (23 times th$ MRCD on a mg/m2 basis), 

Use in children 

( .) The safety and efficacy of metoprolol in children has not peen estei91ished. ·· 

Carcinogenicity . . ·. . . 

. 

. . 
. 

. . 
Long-term studies in animals have been Cqnducted .to evaluate thecarcinogenic 

· · potential of metoprolol tartrate .. lnrats at dietary dqses o(Up toa-d() mg/�gl<:iaY(36 -
times the maximum recommended clihical c:fqse·(MRCO) gn a mglm2basis)tor 18· · . . · 
months, there was no increase in th�-incicjel1cie qJ (l�?? PI��ms. The only IJi§t(liOgiG. · 
chailges that appeared to b(3 drug rel?tecf were an increa��d iric_i'deiice offqqar·· ... 

·. acc�muiation of fo�iliy m.acrophage§.irl-P!11rrlori�ry�Iyepli �hd aoJhqre'?sed·.· 
inCidemceof bilia.ryhyperplasia. ·. · · · .· · .· ·. · ·• · · · · · ' ·· · ·· 

. - .. -. . .· :-· . . :-·:'" . 
-··--···-----In-a 2:1"month-study--in-GB=1�mice�·?fd i�tary·oos·�s:c)h:ri:ho-7'5tJ'rng/�gfciar(1·i:tin1·�§-_':-•

• . · the-MRCD on a mg/m2 basis), benign Itmg turnol.lr�(s!11aii eidenqrrias) ·gcgurted mqr� 

. -:··:,4!. 

.! _�) 

· fre.quently in female 
.
mice receivir1g the, highesfdo�ethar)n· uptreate.d cqntrof·. · . _ .· .. · •· . . . ·· animals:· There was no increase in maligncmt ortotal{benlgn plusonialignarit)lung_ . · ·. 

tumours, hor- in the overall incidehce.:()f tun,ours. .•. · · · · · · · · ·. · .· · · . 
Genotoxicity 

Metoprolol tartrate was not mutagenic in abacterial.a$$ay, nor dicfit induc;e . c�romosomal damage iri Chinese hamsters (qorie inarrovJ micronuClel1s and . 
chromosome aberration assays) or in mice (domimintlethal ass9.y) .•.. · · 
Interactions with other medicines 

CYP206 Inhibitors · 
Coadministration of drugs which inhibit CYP206 such as quinidine, fluoxf?tine and 
paroxetine may cause increased exposure to metoprolol and consequent increased 
pharmacological effects. 

Concomitant administration of the CYP206 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 metoprolol200 mg tripled the concentration 
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(��,! · 
··-" of S-metoprolol and doubled the metoprolol elimination half-life. These increases in 

plasma concentration are highly likely to be associated with exaggerated 
pharmacological effects and decrease in the cardioselectivity of metoprolql. 
Interactions with hydroxychloroquine and diphenhydramine, althoughsmaller, could 
still be clinically significant. · 
Other anti-hypertensive agents 

Metoprolol enhances the effects of other antihypertensive drugs� Particular care is 
required when initiating administration of a f3-blocker and prazosintogether. 

Sympathetic ganglion blocking agents, other (3.:.blockers or monoamine oxidase· 
(MAO) inhibitors · · · ·  .

. . · · · · 
Patients receiving concomitant treatment with sympathetic ganglion blocking agellts; 
other f3-blockers (including eye drops), or monoamine oxidase (MAO) inhibitors 

_,--\ should be kept under close survE3illance. ·· .· · · · · 
; '.. ' .. JI -._ ...... -

Clonidine 

. Concurrent use of �-blockers and clonidine should.beavoidedbeccuJse ofthe ri.skof ... 
adverse interaction and severe withdrawal. symptoms. 

· · · · · · ' · 
If �oncomitant treatment with cionidine i$ to be discontipued, the f3�.�!ocker · .  ·. · 
medication should be withdrawn st?veraidays .b�f()re tbe grac:fu?l Vif_ithd[�walpf . . .  clonidine. ThE3 rebound hyperterisiqn associated with cioriidine withdraw? I can be ..• 

exacerbated by the presE3nCe ofa ��blc)CkE3Llf pothdrug$ cife yvltfldtayvn · . .  · ··•. 
simuitaneousJY,. amarked rise in �l()o{j pressyrE:;� and/qr ?rrllythirli�s. niay te�Lllt. 

If replaqing clonidine by��blocker tl)(3rapy, the iQtrocluction ()f p-blockers �houla o� 
delayed for several days after' clonidil1e adlllihistrC�tion has $to'ppesL· · · · · · · ·  · · 
Calcium antagonists 

;_:�) If TOP.ROL-XL is given with calcium·anfagon.ists of the verapamii ?nd diltiaz:ern type 
the patient should be monitored for possible nE3gatiye.iootropic and chrbnqtropic · 
effects. Calcium antagonists of the phenyleilkylamine typ� (e.g. verapamil) shptild not 
be given by intravenous administration to pCJ.tier�ts tr�ated with 111E3t()prolol becaUSE3 
there is a risk of cardiac arrest in this· situation. Pe3tients taking oral calcium 
antagonists of this. type in combination with mef()pr(.)lol should be closely monitored. 

The combination of f3-blockers with dihydropyridine calcium channel blocl<ers with a 
weak myocardial depressant effeCt (e.g. felodipinE3, nifedipine) C:an be CJ.dministered 
together with caution. In case excess hypotension develOps, the calcium antagonist 
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 

ino�ropic and negative chronotropic effects otantiarrhythmic agents of the quinidine 
type and amiodarone may be enhanced by f3-blockers . . Interactions have been 
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,.---,_ ( ) '-�-:··· reported during concomitant p-blocker therapy with the .Class lA agents . 
disopyramide, and less frequently quinidil}e; cl?ss IB agents, tocainiqe, mexil�tine 
and lignocaine; the Class.IC agent fle9ainide; the Class Ill agent am.iodarone; and 
the Class IV antiarrhythmic agents (e.g. verap?fnil). 

· 
Anaesthetics 

In patients receiving �-blocker therapy, inhalatiOn anaes�hetics enha[lce the . cardiodepressant effect (see PRECAUTIONS). Metoprolgl may alsoreduce:the 
clearance of other drugs (e.g. lignocaine). 

· · · · · · · · 
Modern inhalatiolial anaesthetic agentE;.are.generEiHy well tolerated, alth,()_ugh plder. 
agents (eth�r, cyclopropane, methoxyflurarie! trichlorethylen.e) weresqm�til11es 
associated with severe circulatOry depre$siOJ1 ili the presenc<?.of �:.blockage,. 

. 

Liver enzyme effects 
'. · . . . . .; . 

:
· · · . . ·. .. ·. ... . 

. . . 
Enzyme-inducing and enzym(3:.Jnhibiting s.ubst?rce§ .m9yex�rt an inflpe,nce ()n the .· ·. 
pla�ma ,level. of metoproloL The pJ�s;m� cqnc�ntrati()n()fllletoprolol.i§ low�?r�d by 
rifampicin ;:md may be raised by.cimet}dihe; alcohol', hydralazin, <:md:selective· .

. · 
. serotOnin re-uptake inhibitors. (SSRi�ye:g. parc)xetine, fluox�f.ine, '8.6cfie.ctr§line, · .. 
qyinidipe, ve�apamil �nc(dipher�hydr?mirje . .  : · · : · · · · · . . · · · · .. · · · · 

Prostaglandin synthetase inhibiting agehts . . ---� . .  
Ccmcomitant treatment ·with. ilidomethacidor. pth�rprosfaglanciln:s'ynt5�tas� in hibitih,g 

. :age.nts niay decrea§e. th� antihypert�h�lve{ ·e.ff��to(��� i9§,k�i�·. ;t 
' .  . . . ... · . .. . . . .. ·. . : ' .. . �- . : . . ::·. ; . . · .  ·. '·. ·-:· . ' ' . . . 

. . . . 
. ·. Alcohol ·.·

. �. . . 
. ··· . ·. . ' . .

.. 
.· ... _·:·_·· ·:. 

. Metoprolol may
. 
modify the pharmO:cokirJ�tl<;; bE?.b�yi9ut gf a!<;ohql wh��n ica_ke_n . . / 

togeth�L- The .plasma ·levi:H of rnet6p(ol61.may_b_e r�i��(f byalgq!lol.._< .· ·. • -� · . · .·. · . · • . . • • . . . . . *. •. ' . . • . . . . . . . : ·.• • c '." .•. "• . •. -' . • . . .. . • : �. • . • • ·. . .. . . � - . . ••· � 
. : . . 
Oral antidiabetic agents' 

The dosages of oral antiqi�betics niay need tc), _be adjusted :in patient� receiyi�g �-
blbckers� (seePRECAUTIONS): 

. 
. 

. . . . 
. 

. · .  . 

Warfarin 
. . : . . . .  . 

·_-.·.· 

A limited number of reports have demonstrated ·a ri!:)e in AUC and ·concentration· of 
wc;trfarin when taken with another �-biock�r. This could potehtialiy Inc_re�se the anti.,. 
coagulant effect of warfarin. · · · · · 

�. · · 
Catecholamine:.depleting agents 

Concomitant use of catecholamine-depleting drugs such as reserpine, mono amine 
oxidase (MAO) inhibitors and guanethidine h_ave an additive effect when given with 

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

(b7 
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() -·· add ed effect of a �-bl ocker may produce an excessive red uction  o f  th e resti ng 
sympath etic nervous tone. 

D igi talis gl ycosides 

D igi talis g lycosid es, in  ass ocia tio n with p:blockers , may i ncreas e a trioventricula r 
co nductio n tim e  and may i nduce bra dycard ia ;  

Effects on ability to drive or use. m�chinery 

TOP ROL"'-XL may occasi onally caus e dizz in ess , visual d i stu rbances o r  fatig t.1e (s ee 
ADVERSE REACTIONS), h€mcepati ents s hould know h o w  they react to TOPROL­
XL b efore th ey drive or use machi nery, parti cu larly when stc:lfting o r  changing 
treatment. · · · · · . 

ADVERSE EFFECTS . 

\-) TOPROL-XL is well tolera ted a nd advers e r eacti ons have g eneraHybee·n mUd a nd . · 
reversi ble.· The foll owing ev�nts have peen ·reported as C\q\ferse even.t� i �cl in_ic�.L. 
trials o r  report�d fro m rou ti ne use, r:n·os tly With co nventio n$1l11E;t6prolql (rgetoprola.l · ·· 
tartrate). In many cases a relatiOIJl?prp wi th 111eto pro_lo [ha§ n()t b:��f,establi�hecL .· 
Th e fql lowi ng defin itions of frequenbyare U!j>'ed: ye� G()rrtmon _·;::: .1Q%(cqmrT1on 1 � 
9.9%; u ncom mon 6.1 ·.;_ 0.9%; rc:lre o.:ot., 0.09%;yE3ry rar.e < 0.01%;< :

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

<:-; :.: 

··. --
. . . . Cardiovascular · Common : · B radyparqia, pe>$tur(:il. c:fisorq�rs (vE3ry ra r�IY Wi�ti s"Yr�o pe),cqld .. ' .· · 

hands cind fee;t (Ra ynaud's.phemorriE3n9n), palp_itS!tions, · · 
. · .. 

Uncom mon: 

· Rare: 

Ver'f rare: 

· Transient det�rio ratldn pfheartfa1Iu r� sympftibjs, A�Vbloykl,· · . 

o edema, pr��otdial pa in i carqiog�nic sfiOd(iri patients with.: ·· 
acute rhyo(jardial irif$rct.i0_11*� i ; . ·. . ' ·.. - ··-: ·. Dis turbance�:o fcardi�c .co hduqtio n, ca(diac arrhythrnjgS . . 

· _ .. · 
Gang rene i np�t.i e� t� .�ith .

pr�-existi ng s�ven� -�e_riph eral · 
circulato ry d isc)rd ers . ·· · · . . · · 

*Excess frequency of 0.4% compared with placebo in a studyof 46000patient� wftb acute myocardial 
infarction where the frequency of cardiqgenicsh()t;k was2�3% In the metoprolol group a"nd 1.9% in the . 
placebo group in the subset of p�tients With low shocl<risk index. The. shockris!< index was based on 
the absolute risk of shock in each individual patiE?nt derived frohi age,_ sex, time dE?Iay, Killip class;.· .

. blood pressure, heart rate, ECG abnormality, and prior history of hypertension: Th8, patientgfoup with 
low shock risk index corresponds to the patients in which metoprolol is recommended fOr use in acute 
myocardial infarction. · · · 
Central nervous system 

Very comm o n: 
Common: 
Uncommon: 

Fatigu e  
D izzi ness , h eadach e. 
Para esth esia ,  m uscl e cramps.  

. · . . ·. 
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�-,-�··· 
Gastrointestinal 

Co mmon: 

Unco mmo n: 
Rare: 

Haematologic 

Very rare: 

Hepatic 

Rare: 
Very Rare :  

Metabolic 

Uncommon : 

Psychiatric 

Uncommon : 

. Ra re :  
Very rare : 

Respiratory 

Common: 
Uncommon :· 

Rare : 

Sense organs 

Rare : 
Very ra re :  

Skin 

Uncom mon : 

Ra re :  
Very rare: 

Nausea, dia rrhoea, constipatio n, abdo minal pain . 
Vom it ing 
D ry mouth 

Th rombocyto penia 

Liver function test abn ormal ities 
Hepatitis 

Weig ht gain 

. . . . : 

Dep ress io n; impaired c once ntrati on;: sorrme>lehce or ipsornn i a ,  
n ightmafes .  .· ·  

·. .• . . · .· · ·. . · ..•... ' _ . . . . . . -·_ -.. .  · · . 
N�rvousn�ss , anx iety,· imp6t?.nce1 E;�xl.l�l- dy�f�:�nq�ion; 

· 
Amnesia/.membrY irnpairm�llt,·confusio;n, ha!l�-2inations,· . . - . . . . . , . . · .· . .  ·. . . _. .. ·. .. .· - . 

Dyspnoea on· exertion 
B ronchos pas m (which may a lso  ocGu rin patients Wi thou ta 
history ofo bs tru ct fve.lu rigdis�ase) ··: · · ·. · · · ··.. · 
Rhi nitis 

D istu rbances of vision , d ry and/or irritated eyes , con ju nctivitis . 
Tinn itus , taste d ist(lrbances . 

Rash (in the fo rm of u rt icaria ,  pso riasiform and dystrophic skin 
les ions) increased sweating. 
Loss of hai r 
Ph otosens itivity reactions , aggravated psorias is. 
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;�! \,_J,; Misceffaneous 

Very rare: Arthralgia 

DOSAGE AND ADMINISTRATION 

TOPROL-XL has not been establishecf to be clin ically equivalent to immediqte 
release forms of metoprolol, and should not be used for treatment of conditions other 
than stab le, chronic heart failure. 

· 
· · ·· 

TOPROL�XL is recommended for onge dai ly treatment and, is preferaply.taken .. 
together with the morning meaL ·

· The tap let� m9y be brokeu _in heiiL TQPR() L'-XL 
tablets ::;hould be swallowed with l iquid . and .�hould r1otbe cheV1fe(fc:>r C:rusheq . . 

. 
. 

·.
. 

.· 
. 

. 

. : 

. 
. ·. . . . . . ··. .. · .. ·-. . . � . . 

. . 

. . . _.. . . - . . 
The dose of TOPROL:.XL should be ind ividuciiiy adjusted in patients with chronic hecit 
failure stabi l ised on other heart faiiuredre�tment. .· · · · · · · ·· · · . . . . 

· It is recommended thatpatiemts beJitrated from an Initial low do�� In accordance ¥v.ith 
the fol lowing  titration scheduie: . · · · · · · · 

TOPROL-XL . . .
. 

dose 

· .' · . 

*Patient� with modera�� to sever� ll��rtt?il�r� . {NYH� Jll-IY):> It i� r�soJT1m�nc:f�d · 
thgt these . patients start treatrrientwith: a ha lf a TOPRQ!-�XL. 23 .75 tab.let dd:fo((lne .· week, then take a fUll TOPROL-iL 23,7�· t?.f:>l�t Odfo.rthe �econd w��k� . . . . ..

.
. .
.

.
.

. · 
: : -: ·· - . . . #Niaintenance dose: During long term tre(lfmenf the ail11 shouh:i t>� tC> reach 

TOPROL�XL 190 ad (or tlie h ighest toleraf�d d�se)> ·· · · · · · · 

T he TOPROL-XL titration packshou id e�Iways be LJS_ed in accordar1ce vv.ith the 
titration sch edule described above. The patient should be camfully evail.la,ted at 
each dose level with regard to tolerabi l ity; ·. pati�nts mustnotpro�eed to the next 
pack in  the titration pack withoutfirsf aW�ndirlg $ G_onsUitatidn with their qoctor to 
evaluate tolerability. If the patient experiencel?hypotension a decrea?ed do§e of 
concom itc:mt heart failure medication m ay be necessary, In itial hypotension does not 
necessari ly mean that the dose cannot be tolerated dUring chronic treatment but the 
patient shou ld be kept at the lower dose until their blood pressure has stabilised . 

Some patients may experience an in itial , usually transient, worsening of the 
symptoms and s igns of heart fai lure when starting treatment with TOPROL�XL. If th is 
occurs, the patient should be monitored Very closely and the dose of T OPROL-XL 
should be reduced if symptoms continue to worsen. TOPROL-XL shou ld not be 

. . 

. .  · :_. : 

. 
'.

-
-: 
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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 adjustment is normally not needed in patients suffering from liver cirrhosis 
because metoprolol is low protein binding (5-1 0%) .  When there are signs of serious 
impairment of l iver function (e.g .  patients who have had a shunt operation), a dose 
red uction should be considered. 

· 
Elderly 

Dose adjustment is not needed in the elderly . 

. . . �-.) · Children : • • •  :-;£ 
There is lim ited ·experience with TOPROL-XL treatment in chi ldren. 

OVERDOSAGE 

Symptoms 

Overdosage of TOPROL-XL may lead to severe hypotension, sinus bradycardia, 
atrioventricular block, heart fai lure ,  cardiogenic shock; cardiac arrest; bronchospasm, 
impairment of  consciousness/coma; convulsions, nausea, vomiting; and cyc:mosjs .  · 
Concomitant ingestion of alcohol ,  antihypertensives; qu in idine or barbiturates n1ay 
aggravate the patient's cond ition.  The first 111anifestations of overdose lllay be · · 
observed 20 minutes to 2 hours after the drug is ingested. 

Management 

,·'') I n d u ction of vomiting or gastric lavage. In  the presence of severe hypotension ,  
· �- b radycardia, and impending heart failure, administer a p1-agonist (e.g .  isoprenaline) 

intravenously at2-5 minute i ntervals or as continuous infusion until the desired effect 
is achieved. Where a selective j31-agonist is not available, dop�mine or atropine 
s u lphate i .v. may be used in order to block the vagus nerve. · If a satisfactory effect is 
n ot achieved, other sympathomimetic agents, such as dobutamine may be used, or 
noradrenaline may be g iven .  · 

Glucagon in a dose of 1 - 1 0 mg can also be administered . Glucagon activates the 
adenylcyclase system independently of the j3-receptor, augmenting the contractil ity in 
the presence of p-blockade. A pacemaker may be necessary. 

To combat bronchospasm, a j32-agonist can be given intravenously. 

Observe that the dosage of d rugs (antidotes) needed to treat overdose of j3-blockade 
a re m uch higher than .normally recommended therapeutic dosages.  Th is is because . 
j3-receptors are occupied by the j3-blocker. 
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(��) · . ._ .. : 
PRESENTATION AND STORAGE CONDIT IONS 

All TOP ROL-XL tablets are white to off white in colour and have the fol lowing 
appearance: 

TOPROL-XL 23.75 tablets (23.75 mg ) are oval-shaped with one side marked with 
"AIW' and a breakline on both sides. 

TOPROL-XL 47.5 tablets (47.5 mg) are circular-shaped with one side marked With 
"A!mO" and a breakline on the other side. · . 

TOPROL-XL 95 tablets (95 mg) are circular-shaped with one side marked with 
"AlmS" and a breakl ine on the other side. . 

TOPROL-XL 1 90 tablets ( 190 1119) are ovaf.:shaped with one side marked with 
"A/mY" and a breakline on the same side. 

· · 
. . TOPROL-XL tablets are available ·as: 

Calendar bli�ter packs: 1 5  tab lets (TOPROL-XL 23;75) and 30 tabl�ts. (TOP�OL�XL 
. 47.5 ,  95 & 1 90). . . . . . . . : 

. 

TQPROL-XL titration pack 

A TOPROL�XL titration ·pack cornp'ris.ing 1 5 tab.lets e�ch of th,�,· ?�)g lpQ , 17§ rng · 
and . 95 mg strengths is also available (se.e P()SAGE AND AQI\IIINIST�ATIQf.J}. 

.. . - - . . .. . .  . . .  - . -· - . .. . . . . · . . - . �·: -·· : .. - ' · .. . .  ' . . . . - . .. . . . .. 
The 15  t?b let pac;k s!ze13 for the 47._§ f11g "qiJcj 95 fu.d. �treh�tbs.· are ayaif?ble bfJIY. (3S 

.· components ofthe titra!ion · pack and are: .nqt s.oJd. s�p�r.at�ly. · · ·. · . . . · · · · · · · 

·. Storage conditions · 
. . . . . . . Store below 30°C. ProteCt from moisture. 

NAME AND ADDRESS OF THE SPONSOR 
AstraZeneca Pty Ltd 
ABN 54 009 682 311 
Alma Road 
NORTH RYDE NSW 21 1 3  

TOPROL-XL is a trade mark of the AstraZeneca group of companies. 

POISON SCHEDULE OF THE MEDICINE 

S4 - Prescription Medicine 

DATE OF APPROVAL 

Date of TGA Approval :  1 2  January 2005 
Date of Safety Related Notification 1 0  June -20 0 9  
©AstraZeneca 2009 
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