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Rx Thugc ban theo don

Betaloe® ZOK 25 myg, 50 myg

metoproiod succinate
Vién nén phong thich kée dai

DE XA TAM TAY TRE EM. poc KV HUGNG DAN ST CUNG

TRUYC KHI DUNG.

THUGC NAY CHE BUNG THEO DON THUGC.

THANH PHAN VA HAM LUONG

Tharth phan hoat chat: M3 vién nén Betaloc ZOK chifa metopraiol

succinate 23,75 mg, 47,5 mg tudng duong vl 25 mg,

60 mg metoprolol tartrate.

Thanh phén t duge: ethyleellulose, hydroxypropyi cellulose,

typromelfiose, microcrystalline cellulose, paraffin, macrogel,

silicon dicxyd, natri stearyl fumarat, titan dioxyd (E171).

DANG BAO CHE

Vién nén chim metoprolol succinate dang phéng thich kéa dai.

Vign nén Betaloc ZOK 25 mg ¢ mau triing dén tréng nga, hinh bl duc,

kich tmedc 5.5 mm x 10,5 mm, ¢&'énh 3 hai mt va khic ohiy A/ rén

mét mat. Vién nén co the dugc chia thanh cac liéu bing nhau.

Vién nén Betaloc ZOK 50 mg o mau trdng dén tring nga, hinh tron,

kich thudc 9 mm, o6 ranh & mét matva khac chir A/mO trén méat

iia. Budng khic ranh giop dé bé dé thusn 1ién nudt khi udng thude,

khong phéi la d8 chia thanh cée fau bang nhau.

CHI PINH

Digu tri tng huyét ap: 1am gidm huyét dp va gidm nguy cd 1 vong

do tim mach v bénh mach vanh tké ¢ GOt t va ti 13 ©5n thudng

cu quan,

Bidu tri d& han dau thit ngye ¢ gidm tAn sudt con va cal thién dung

nap gang sie.

Bigu tri suy tim man tinh, &n dinh mirc 44 i trung binh dén ndng c6

g#m chi¥c ndng tam thu that trii (phan sudt tdng mau < 40%) phdi

hgip cing thudc ¢ ché men chuyén, Ii tidu va irong da s6 inring

hop wdi cac digitalis beg tim.

Bleu i du phﬁng sau nhof mac od tim.

t 58 ¢ loan nhip tim nhanh: nhip thanh trén thét {nhip nhanh,

vh culng déng ol niip ahank bd nél hodo nhip nhank thét

(nhip nhanh that, ﬂhlp nhanh that kich phat),

LIEU DUNG VA CACH DUNG

Betalos ZOK ding digu tri v idu duy ohit trang ngay va 16t nhat 14

ding vao budi séng. Vién nén Betaloc ZOK dugc nudt vai chdl tdng.

Uing nguyén vién hodc 1/2 vién da chia vach san, khéng dugc nhai

hoaa nghign. Thirc an khdng dnh hudng dén sinh khd dung cua thudc.

Néh digu chinh ligu & tranh tac dung gy cham nhip tim.

98y rf tang huyst ap

Liéu khuyén cac cho bénh nhan tang huyét ap ki nhe dénvira ka

Betalos Z0¥ 50 mg ngay mét [&n. Néu bénh nhan khéng dap ing véi

li5u 50 mg, ¢o thé tang én dén 100-200 mg ngay mot 1an va/hodc

két hoip val cac thuce didu b tng huyét ap khac.

B8y trf d3f hiar dau thit ngue

Ligy khisydn cdo 1a 100-200 mg Betaloc ZOK ngay mét fan, néu can

o6 thé ding két hop vii cac thudc Ui dau that ngye khac.

DiBu b suy tim man tnh, 6n dinh mure df 1 trung binh dén ndng

©6 gidm chifc ndng Hm thy that trdi fphin sudt tidng méu < 40%)

phdi hap clng thudc te ché men chuyEn, 108 tiEu va trong da 56

trirdng hop vdi céc digitalis trotim.

Bénh nhan phéi ¢é tinh rang suy tim man %nh 3n ginh, khong 6 Bidu

hign cdp trang 6 tun gan nhit va dang ding mot fiéu phap digu trj cd

bén c&n thiét khong thay ddi trong 2 tulin gén nhat.

Bigu tri sly m béng cac thude (e ché béta doi khi oo thé 1ang tam

thih tridu chitng. Trong vai ingdng hdp co thé tidp hee didu i hodc

giam |8y, v frong cac ruoing hdp khac cin phai ngung didu i1, Lidu

khdi diu cha nhing bénh nhan suy tim nang {dé IV theo NYHA)} phat

duge chi dinh bdi cac bac sTchuyén sau diBu i suy tim (xem Lyt

¥ Va Than Trong Khi Ding).

Ligu cho bénh nhan suy iim dn dinh, do 11

Ligu #hdi diu khuyén cao cho 2 tuan dau la 25 mg ngay mot fan.

Sau 2 tudn, kéu oo thé tang 1én 50 mg ngay mit fan va sau dé cd

thé gap 381 lidu mdi 2 tulin. Lidu dich cho didu i dai han 12 200 mg

ngay mot Bn.

1i3u cho bénh nhan suy tim én dinh, dé lI-v:

LiBu khdi dau khuyén cao 13 12,5 ma (nidfa vién 25 ma) ngay mot Bn.

Man digu chinh &u theo tng bénh nhan va theo 06l bénh nhan chit

ché trong sudt thoi gian 1ang By vl cac trigu ching suy tim 66 thé trd

nér tram tmng & mét 58 bénh nhan, Sau 1-2 tulin ibu c6 thé tang

lén 25 mg ngay mot fan, Hai tudn 1igp thee., ligu ¢o thé tang dén 50 mg

ngay maét an. O' nhu’ng bénh nhan dung nap dugc i@ cac han, oo thé

gdp a6t 1By mdi 2 fulin cho dén lidu 151 da 200 mg,ﬂ‘ngéy

Frong trudng hop o ha huyét ap vashodc cham ahip tim, can phai

glém cac thude ding phdt hop hode gidm figu Betatos ZOK, Ha huyét

&p khi bat d3u disu ir| khong cf ngha la Betaloc ZOK khang thé dung

nap gudc frong didu irf sl fim man tinh, nhung Khing dirde tang ligu

cho dén khi finh trang banh nhan g én dinh, va can phai ting auding

vigo kifm sedt chife nang than.

iy trf mot 56 1} fean ahip tim nhanh

Ligu khuyén céo i 100-200 mg Betaloc ZOK ngay mét lan

Digu trj cyr phc‘mg sau nhdl méu co tim

DiEu tr dai ngdy béng metoprolol duding udng vl 3w 200 mg ngay mét

da chmhéy 1AM giAm dude nguy od 1l vong (ké cd dit i) va gidm nguy o't

nhil méu ¢ fim huting gip & bénh nhan tiga duing).

Suy chifc nang than

Khdng can didu chinh 83 cho bénh nhan suy than.

Suy chire ndng gan

Thung khong can digu chink §éu ¢ho cde bénh nhan xo gan vi

metoprolol gan két voi protein thap (5-10%). Khi 0o cac ddu higu suy

chitc nang gan tram trong (W du: bénh nhan c6 shunt ndi} nén xem

*&t vige gidm By,

Ngudi cao tudh

Khong ¢in didu chinh 8y che cae bénk nhan cas fudi.

Tré em

Kinh nghiém diing Betaloc ZOK cho tré am con gidk han.

CHONG CHI BINH

Thude chdng chi dinh dimg trong céc tredng hop sau:

Suy tim cédp hay frang cac giai doan suy tim mat bl yéu cau didu i vei

oA thudc tang co bép od tim,

« Sde tim,

Bi5e nhi thal dé 2 v 66 3,

HGi chimg ndt xoang bénh by,

BISe niit xoang,

Ihip tm cham véf nhip tim £ 50 — 55 Bin/phit trude khi bat diu

i i

Ha huyét ap (huyBt ap tam thu <100 mmHg),

= Hen suyén nang vi bénh phdi tac nghen man finh nghiém trong,

i lean dgng mgch nacai bign va hign twong Raynaud nghidm trong,

+ Ut6 bao wa cram cla 1y thurgng than khang digu tr,

v Man cam véi metoproiel hay vai bat &y thanh phan nao ctia thude,

= Ga fién sit phan Ung phan vé,

» Ding ding thdi vdi cac thude chong loan nhip tim ogi 1 (ngoai try
lidooain) va verapamil. .

Khuyen cao khidng dung thude cho phy dang cho con ba.

LUW ¥ DAG BIET VA THAN TRONG KHI SU DUNG

Lanh ma

Trudic khi bt du didu tr val metoprolel succinate, oln didu tri suy

im man tinh eé trigu ching véi iBu 16 u (thuéc o ché men chuyén,

thudc Igh tidu va cac digitalis thong thudng).

Phii gam bao tinh trang cda bénh nhan én dinh trong vong it

nhét 4 tulin intdo khi bat i didu 1] an dau vai metoprolol succinate.

CAn cén nhic vigo theo déi trén bénh nhan diéu tf bang metoprolol

succinate, vi ciing giéng bét ky thude (e ché béta khac, oo thd dan dén

finh frang suy fim nang hon do dnh hudng cda te ddng lam gidm co bap

tim, d&c bigt trong sut gisl Goan didu chinh Bu.

Khang ot ngdt ngimyg digu tri, 43¢ bigt v8n bénh nhan mach vanh

tnguy oo rdi loan nhip tim nghiém trong, thii mau co tm va dot t)

1rir khi that sur can thidt (cham nhip tim ©d triéu ciitng, ha huyét &p

nghiém trong, s8o tim hay blde nh that).

Than trong khi ding

Quiy trih theo dbi Gy irf;

*

Tuy nhign, ¢6 thé tranh duge cac tredng hdp suy tim cin nhap vién didu
tri tich cyc béng céch gidm cac phéin Bng bu tr? cha hg tim mach khi bj
suy tim va dbng thai tranh truyén dich qua mure {nguy o phi phdi cdip).
Wi vay, & digu kign ding thudc binh thuting, ca the ding thude treng
sudt thai ly mang thai néu on thiét. Trudng hop nguidh me can phéi
dléu trf dén khi sinh, ¢an phé theo déi chiit ché tré o sinh (nhip tim
va durding huyét trang 3-5 ngay dau tir khi sinh).
Phu niF clra con b
Thude 1#¢ ché béta dudc bai St qua sda.
Ha duéng huyét va cham nhip tirm xudt hign khi ding cac thubc te
ché hata, it kén quen dén protein huyst thanh, Vi vy, phu nir dang
cha con b khdng nén ding thude trir khl vige st dung fa can thist
ANH HU'GNG TREN KHA NANG LAI XE VA VAN HANH MAY MOC
Bénh nhan nén ty nhén bist phan ing cia ho a6l véil Betaloc ZOK
trudc khi lai xe hode st dyng may vi thude o6 1hé gay choang vang
va mét moi.
TAC DIJNG KHOMNG MONG MUSN
Tom tAt oir ligy dung nap thudc
Nhirng tic dung khang mong mudn thudng nhe va o6 thé hoi phuc,
Cag tde dung qurgc bao cao thiding gap nhdt sau khi ding thudc 1&:
suy nhuge, chong mét, nhie dau buén non, dau byng, figu chay, 8o
bon cha nhap fim, ha huyst 4p tw lhe h3i hop, tanh va kha thd.

0 18 18 chin: [alatedq)l
Nhu‘ng tac dung khéng mong muén quan sat thiy sau khi ding thude
trong ¢Ac nghién air iam sang va/hoae sau kii thudce iuu hanh trén
th] trudng dirgc tom 1At theo bing dudi day:
Nhimg tac dung nay duge phin loai thes hé ¢d quan va thea tan
sudt s¢ dung quy wdc nhu sau: 1t thwdng gap {2 1/10}, thudng
gdp {2 1/100, <1/10) it gép (2 1/1000, <1/100) hiém gdp
(z 1/10000, <1/1000); rét higm gap (<1/10000), chua bit {khong
thé e tinh b dir Béu oo san). Trang mdi nhom &n suit, tac dung
khéang mong mudn dirge tinh bay theo thir ty mic d& gidm dan,

Réi loan foan_ Rét thsing gdp [ Suy nhude
thén va tai chd
R4 loan hé Thuéing gép Chong mat, nhire dau

haEn kink Higm gap i cam

R&i loan hé ed [HIEm gap Chugt rit

xuong khdp [ e Ay [Ban dhap

R3i loan hé Thuding gap Bubn ndn, dau bung, #éu chiw

tiéu hoa 120 bon

it gap Man

Higm gap Khi migng

Rét hiém gap | Loan vi giag, xd hoa sau philc mag
Réiloan mat  ]Hiém gip Tang men gan

A&t hiém gap  |Viém gan

Aol loan hé tim § Thudng gép Chim nhip tim (nghiém

mach rong néu co), .

ha huyét &p W é, danh tréng nguc.
it gip Suy fim, ha huyét &p, dau naie, séo
tim 3 nhdrng bérth nhan nhoi

méu oo

fim*

+iém gép Keéo dai théi gian ddn fruysn
nhT that

hay iam tang tinh trang bidc
T theit

hign tal, rdi loan nhip tim.

RGi loan mach | Thudng gap Lanh chén tay
méu

it gap Phi:
Hiém gap Hol chitng Raynaud, |&m ndng han
tinh trang dau cach hdi hién co.
Rat hi§m gap  |Chitng heat i d nhixng bénh nhin
1Gi foan tudin hodn ngoal bién
néng,
tai bién mach mau ndo.
Rgiloan tam i gap Tram cam, rdi loan kha nang tap
than trung, bubn ngid, mat ngd. ac
méng
Higm gap Cang thdng, Io Kng.
Rt hidm gap | Suy ghém 1 nhd, 10 1An, 4o glac.
Réi loan co Hiém gap Bét uc
quan sinh 88 [o = = A -
v tuydn Vit A&t hiém gap | Bénh Peyronie
RS loan da va |itgap Céac phan {ing trén da bao gom phat
md dudi da ban, ndl mun nude, may day, ngua,

cham, bénh vy nén, phat ban dang
fichen, tAng tiét A6 ma hoi.

Hi&m gép Rung toc

Rathismgdp |Tang bénh vy nén, phdn Ung mén
A vai anh sdng.

R3&i loan hd Thuting gap Khé thd do cang théng
hp, g gyt

vaung that it gap Co that phé guan
Higm gap Vigm mi
Hdi foan mat  {Hiém gip Khidm khuydt thi giac, khe mat
hodc

kich tng mdt, viem két mac.
Réilogn taiva |Rdtniémgip |Utai

hé tign dinh
Réi logn itgap Ha duéng huyét, tang can
chuyén hda va
dinh dudng
Réiloanmau [RAthiém gap | Gidm tidu chu
va hé bach
huyét

Réi loan he Hiém gap Cac khang thé khang nhan khag
mign dich thudng dl kém véi cac bigu

hién lam

sang nhy hdi ching lupus va dan

dén ngung dung thude.
* Két qua cho thay tan sudt vugt qua 0,4% so vdi nhém gid duds trong
mat nghién aliu gdm 46000 bénh nhan bi nhél mau cd tim cép tinh,
trong dié tan sudt xay ra adc tim 2 2,8% & nham dung metoprolal

wa 1,9% déi vdi nhém gid duge thuge nhom bénh nhan b chi 88
nguy cd 8dc thap

Chi 88 nguy od sdc dua vao nguy od tuyét 81 s8¢ rén mdi bdnh nhan
tly thudc tudl, gidh tinh, thdi gian tri hodn, phan logi Kiltip, huyet ap,
rhip tim, dién tam dd bit thu’dng va o6 fién st tang huyst ap. Nhom
bénh nhan o6 chi 50 nguy od s6¢ :hapwdng ng vl bénh nhan digu
tr memprolel da du’dc chi dinh digu ] tai bién mach mau ndo cip.
B ng ki ud
Bao cao tac dung khdng mong mudn ihi ¢d nghi ngd sau khi thudc
1w Ranh 13 rdt guan trong. Bidu ndy giip tidp tuc kidm sodt su ean
béng gitta lgh ich/rii ra cla thuéc. Mhan vién y 1 dudgc yéu ciu phai
bae céo bat ki nghi ngd e dung khéng mong mudn thdng qua hé
thing bao cdo quéc gia, |

QUA LIEU VA CACH XU TRi

D9 tinh ~

Trén ngudi trrdng thanh, ding Béu 7.5 g s& gay ra nhiém doc
vang. Trén tré em 5 tudi, fidu 100 mg khdng géy triéu chitng nhiém
dic sau khi réra da day. Lisu 450 mg & tré 12 tudiva 1,4 g & ngudi
truding thanh gay ra nhidm dac frung binh. Lidu 2.5 g gay ra phidm
ddc nghidm trong va iBu 7,6 g iy nhiém ddc rit nghiém trong

3 ngudl tnfdng thanh,

Tribu chifng

Tricns rhivne tedn tim mach 13 nnantrnnn nhSt nhiinn femen mAt vl




T el Al b Dl ot Uos. HIRR WL IGlTE sdl iy 11O 40, o0 dfiedt
trong 3 git: rhip tim, huyét &p khi ném va ding, fiak trang 1im sang
(déu hidu khdng dung nap thude, chéng méat, kha thd...), theo dbi
dién {am db trong sudt 3 gid sau khi ddng thude.

« Mdi khitang lidu: phéi kiém tra nhip tim, huyét ap, huyét ap khi
ditng wa ndrm, tinh trang 1Em sang va dién tm 35 néu can.

£hi dat dugc Beu hidu qua digu tr, dinh ky theo ddi tinh trang suy tim

va huyét déng, cing nhu theo géi dinh ki chlre ndng than, ndu can.

Fat it dir igu hién ©6 d nhitng bénh nhan suy tim {(do IV thee phan

logi NYHA),

Hign khong ¢o dit lidu v& digu iri suy tim vai metopralol succinate trén

nhimg kénh nhan véi cac tinh trang sau:

2 Bai thao dudng phu thudc insutin (typ B

s Bénh ¢d tim han ché,

« Beénh tim bam sinh,

a Benh Iy van hm thy'n the cc bign thign huyét dong dang ké.

d_E_ﬂ,_$ 01 hen marn tink

Chi ding thuds U's ché béta trong truding hop nhe biing cdch iya

chon thudc (e ehé chon foe bita-1 vdi lidy khdi dau thap. Trude khi

Bilt diu didu tr, khuyén oo nén thye hién cac thir nghiém vé chio

néng ha hap.

Trudng hop xust hién cdn hen ac tinh va ddt cdp bénh phdi the nghen

man tinh trong qué trinh digu t, 6 thé si dung thude glan phé quan

ddng van béta.

Nén giam Beu néu nhip tim < 50-55 nhip/phdt Kic nghl ngoi va bénh

nhan eé nhimng triéu chitng cua nhip tim cham.

Bidc ohithat d 1

Thdn trong ding thudc e ohé béta cho bénh nhan bide nhi that

A5 1 vilam giam van Sc din truydn cda Aot nhithat,

Dati thiit ngy'e Pringmetal

Cac thudc e che béta co thé iam tang s6 [Bn va khodng théi gian

cia cdn dau that ngua frén bénh nhan dau thit ngue Prinzmetal.

< deng phéi hap va uy md nhd, cd thé ding dong thdi thude (e ché

béta 1 chon foe n Tm v mit thude gian mach.

&} jgan d6ng mack; ngoal bién
bénih nhan réi loan déng mach ngoal bign (hdi ching hay bénh

Raynaud, viém dang mach hay bénh tac déng mach chi dufdi man tinh),
thusc ¢ chd béta co th lam riEng thém nhitng réi loan nay.

Trang nhirng tardng hop pdy, nén ding than trong thude e ché béta
chon loc ién tim cd hoat tinh chd van mét phan,

4 18 bio wa crdm cda toy thuong thin

I bénh nhén u ¥ bao va crom Wy thuong than, chi dung metoproiol
succinate sau khl 93 bénh nhan da dudc diu trf véi thudc (e ché
thu thé zlpha.

D&f thdp dudng

bénh nhén dai thao duing cd duing huyét giac gong dang ké, mot
56 trigu ching cla ha dudng huyét cd thé bi che p, dac bist 1 nhip
tim nhanh bét thudng, hdi hop va dé md hoi.
Bénh nhin nén t KiEm soat Iuidng dudng trong mdu d& ngda chan va
duy il & gial doan diu cla qud trinh digu t.
Bénh vy nén
Chi dude digu tr] bénh nhén vy nén hay oo tign st bénh vy nén voi
thuéc ifc ché bita (bao gdm metoprolol) sau khi danh gia can than
Igh iy vi nguy od,

Phdn itng of fng
nhi*ng bénh Rhan co nguy cd xdy ra phén (ng phan vé nghigém

trong, bit ké 1y do, dic bist khi ding floctafenin hay trong sudt qua
trink digu tri gidm man cédm, didu tri voi thudc dc ché béta cd thé lam
nang thém phéan ng phdn vé va gay ra dé khang khi didu tr bing
adrenalin val kéu thang thudng.

Gay mé téng quat

CAn thén vi ¢6 tac ddng dang van 1am gidm co bop co fim cda
metoprelol succinate va cac thube gy mé.

Béi vl bénh nhan bi suy mach vanh nghiém trong, nher bénh nhin
suy tim kéo dai duge digy tri vl melonroln! succinat, nén tlep e
diéu tri dén khi phéu thugt vi co thé xudt hien rii ro khi ditg dét ngdt
thudc o ché béta.

Nén franh digu tri khdt dau ngay véi metoprolot cho bénh nhan sép
duge phiu thuat ngoai tim {non-cardiac surgery. Thuc 8, trong mot sa
the nghiém digu tri 92 guan sat thiy ¢ sy gia tng nguy od cham nh}p
1im, ha huydt 4n va ddt gy bao gim cac nhin 1 de doa dén tinh mang
& bénh nhan cé yéu t6 nguy cd tim maeh.

Bénh nhan nén bac cho bac 87 gdy mé bigt dang st dung thude Uc
ché béta,

Nhidm dbc tuyén gisp

Thudo (e chéd béta co thé che ip mét s5 dau higu cua he tm mach.

Thé thao

Tirthye 6 cho thaiy thudc ¢6 chifa hoat chit £d thé gy ra phan ung
dueng tinh vél cac thir nghrem doping, vi vay van ddng vién can chil y.
Turong td

Khong khuyén cao ding dung thdli vdi thudc @i khdng calci
{ditiazerm), thude ha huyét ap trung 1am {clonldn, methyldopa,
guanfacin, mnwnldan nlmemdan) va fingotimod.

TUONG TAC CUA THUGC V31 CAC THUOC KHAC VA CAC EQA]
TUONG TAC KHAC

Metoprolol i cht nén chuyén hioa clia Cytochrams P450 isoenzyme
CYP2D6. Nhing thuSc gay cm ing hode (e ché men nay cd the &nh
hudng dén ndng do huyet tugng cla metopralol. Néng do metoprolal
rong huyetluang ¢ thé éng khi ding dang thefl v adc hogt chét
chuyén héa qua CYPZD8, nhif thudc chdng logn nhip, thude khang
histaming, ehédt déi khang thy thé histamine 2, thuéc chéng trm cam,
thusic chng foan than va chit tre ché COX-2, Nong % metoprolol frong
huyét tuong gi jam bdl rifampicin v o thé tng do nigu va hydralazme
Can theo dai khi str dung ddng thdi vii ¢ac thudc (e ché hach giao
cam, cac thude e ché thy thé béta khac (vi du: thude nhd mit) hoac
cae thude ¥o ché men MAD.

Khi nguing ligu phap phd: hgp véi clonidine, nén ngung thudc dc ché
béta vat ngay trrdc khi ngung clonidine.

Nén thea di tac dung e ché co bop im va lam cham nhip tim khi
dling két hp metoprolol vii cac thude chen kénh canx thuée shoém
veraparpif va ditiazer va/hofic thude chéng foan rhip. Khi bénh nhan
dang ding thude e ché thy thd béta thi khng nén tidm finh mach
thudic chen kénh canxi thude nhém varapamil.

Thude fic ché béta e thé im ting tac dung (tc ché co bdp oo tm
va cham dén truyn cis thudc chéng laan nhip {ohém quiniding va
amicdarons}.

Bidu tri phéi hap thudis (o ché béta véi cae Digitalis glycoside cd thé
lam tang théfl gian dan truydn nkl that va gy cham nhip tim.

& biénh nhan didu tn Wi thuo e ché béta, thude mé dwdng thé fam
tang tée dyng e ché tim,

Bléu tri phéi hdp véi indomethacin hadc cae thude e ché men Bng
hop prostagiandin c6 thé lam giam hle_;u dud ha ap clia thude ¢c

ché béta,

Trang madt 55 tn.rdng hgip khi diing adrenaline che céc bénh nhan
dude digu 1 béing thudc (rc ché béta thi nhung thudc irc ché béta
chon foc trén tim |t dnh hudng lén vide kidm sodt huydt ap hon so voi
céo thuo e ché béta khong chon log.

Cd thé phéi chinh ligu ctm thude digu i tiéu dudng dang udng

& nhimng bénh nhén ding thudc o ché béta.

SO DUNG THUAC CHO PHUY N €6 THAI vA CHC CON BU

P ner oo thal

Cag nghién ctru rén d9ng vét che thay thudc khong co gay quai thai.
Do khéng cd tac dung géy quai thai trén dong vat, khdng xay ra nguy
oo gay d| tat khi st dung teén ngudi.

Trén thue t&, cho dén nay, trong cae nghién ciu duge thue hién che
thay cac thudc gay di tat khi giing rén ngudi déu ia nhimg thudc gay
quai thai khi sir dyng cho dgng vat.

V& mat lam sing, khong co bdo cao v& tc dung gy quéi thai cho dén
hién nay, két qud cac nghién cru tidn olu oo kidm chimg trén mdt s8
thudic e ché bata khéng cho thdy &6 di tal kbl sinh.

Nai chung, thudc (o ché béta [am lam gidm tudi mau nhau thal, ma oo
lén quan dén sy cham phat trisn, that chdt W, sdy thai va chuyén da
s@m, Do d6, cin theo éi cén than ngudt me vi thai nhi & phu nir mang
thai dang digu i voi metoprolol.

D6 vt trd sd sinh tor nowdi me trude day 88 dibu b wi thudc e ché
béta, hogt tinh (e ché Héta vén ton taf véi ngay sau khi sinh va co thé dén
ddn nhnp 4im gham, suy hd hap ha dudng huyét, nhu’ng thuding thi su tich
{iiy nay khéng géy hau qud vE mit iam sang.

futing holp, GAc bigt 12 & tré em va thanh thidu nién, triéu ching trén
thén kinh vas hd hip cé thé chidm wu thé. Nhip tim cham, bide nhi
that do HIl, kéo dai quang thai gian QT {trong vai truding hap ngosi 12),
v tam thu, gidm huyét ap, teok mas ngoat bidn kém, suy im, sée
tiff. Sty hd hédp, ngung tho. Trieu chitng khac: mét mdl, I lan, han
mé, run, chudt rit, d8 mé hdi, di cam, co thit phé qudn, budn nan,
Si mda, ¢ thé co tht thue quan, ka ciu‘dng huyét {déc bigt a & g
em) hode tang dudng huyet ting kall mau. Anh hirdng trén than. Hoi
chifng nhude od thoang gua. St dung dong thdl véi rugu, thuuc digu
1| tang buyst ap, uinidin hofic barbitirat o thé am Irim trgng thém
tinh trang bénh nhan. Bidu hién sdm cla qua By xay ra tr 20 phat
dén 2 gity sau khi ding thude.

Digy trf

Can thye hign cham soc bénh nhan & cac cd s8 y 1 oo day dd cac
thigt bj hd re phi hgp, theo déi va giam aat.

Néu thich hgp, 6 thé rira da day va/hofic ding than hoat tinh.
Atropin, thubc kich thich hé thin kinh giao cam hofdic may tao atip tim
diing digu trj friéu chitng nhip tim cham va rdi loan dan tuyén.
Datndi khi quan va thd may nén duds thyc hién vai chi dinh rét rong.
May tao nhip tim 12 liéu phap thy chon. Mé ngifng Wilin hoan do qua
ligu, cé thé ot chita biing cac biégn phap hdi sira trong vai gid.

Ha huyst ap, suy tim cdp tinh va sdc dude digu 1] bing visc tang

thé tich dich cd thé thich hop, tem glucagen {néu cin thiét, truyén
tinh mach glucagon sau dé), tiém tinh mach cac thude kich thich hé
than kinh giao cam nhy dobutamin, va b& sung thuc chd van thy
thé ot khi xdy ra gian mach. Gd thé xem xét st dung dung dich ion
Ca2+ iém tinh mach.

Digu tri triéu chiing co that phé qudn bang thutc 1am gidn phé quan.
DAC TiNH DUOC LY

Bic tinh dude lwe

Metaprolol 14 chél (re ché béta chon igc béta-1, nghta 14 né chi Go
ché cac thy thé béta-1 @ By thip hon nhidu so v fidu cin thidt aé
i¥¢ ché cac thy thé béta-2.

Metoprolol ¢o hoat tinh 8n dinh mang khéng déng ké va khong co
hoat tinh giao cém ndl tal mét phan.

Meiaprolal lam gidm hodc G ché tae dong giao cAm &n tim cda

céaq catecholaming (cac chét nay dudc phong thich khi cé chén
déng {stress) v& tam sinh ). Bidu nay ad nghia |2 sy ting nhip tim,
cung lugng tim, co bép ed tirm va huyét 4p do ting ndng d§ cac
catecholamine s& gidm di bdi metoprolol. Khi néng d8 adrenaline ngi
sinh cag thi meleprelol it 4nh hudng dén sy kidm soat huyét ap hon
so vl cac thude (o ché béta khang ohon foc,

Khi bdt buge, Setaloc ZOK cé thé ding két hgp i m@t thudc chi
van béta-2 cho cac bénh nhan ¢ cac riéu chitng cla bénh phdl tic
nghen Khi ding chung vdl thudc chi vén béta-2, Ee|a\uc 20K d ligu
tac déng 1én sy gian phé quan do thudc chil van béta-2 han
80 vé] cdc chat e ché bata khong chanlge.

Betaloc ZOK cho ndng dd &n dinh frong huyet fugng theo thai gian
v fao ra téc dyng (e ché Deta-1) én 24 9if so véi nhimg dang vién
nén bao ché thang thuding cia thudc re ché chon o béta-1.

Do ndng dd trang huyét buong Sn dinh nén tinh chon lge thy the
béta-1 trén lAm sdng dude chi tién trong céng thire cia Belaloe ZOK
khi go sanh vdi cdc dang vién nén bao ¢hé thong thudng cda thudc
trc ché chen lac béta-1. Hon nira, cac e ddng ngoai v iién guan
dén nng ¢ dinh trong huyst tirong nhy cham nhip Hm va mdf chan
cing gidm di.

Betatoc ZOK it dnh hudng 1én sy phang thich insulin va chuyén hoa
dudng so vdi cac thude (o ché béta khdng chon lgo.

Betatoo ZOK clng it 4nh huding dén sy dap (g cla tim mach 48] vai
ha durdng huyst so vdi cac thudo (o ché béta khong chon loc.
Nhng rghidn citu ngén han cho thdy Betalos ZOK ¢d thé lam tang
rhe triglyceride va gidm axit béo tr de trong mau, Trong vai truéng
hgp, 1 I lipoprotein t trong cao (HDL) c6 thé gidm nhe, tuy nhién
dmire a6 it hon khi ding chat tie ché béta khang chon lge. Tuy
nhlan, frang mdt nghién ciru thye hign qua nhidu ndm cho thay sau
khi diu #r bing metopralol tht nbng dé cholesterol toan chin trong
huyét thanh gidm dang ké.

Trang sudt théi gian didu tri bing Detaloc ZOK, chét wdng cuéc séng
Gudo duy 1ri va cdl thign,

Sy edi thigr chit idng cude sdng dude ghi nhan sau khi digu tr vai
meloprolol cho cac bénh nhan sau rhdi mau od tim.

Trong nghién cir MERIT-HF gdm 3991 bénh nhdan suy tim man

tinh (g6 IV thee NYHA) va phan suét tng mau gidm (< 0,40,
Betalos ZOK lam ting 1@ s6ng con va gidm s @&n nhap vién. Khi
diitu ] dai han, bénh nhén 86 dude cdi thién Idng quat cac indu
chitng {ehan d9 NYHA va Thang Biém Téng Quat Panh Gia Bidu Tr).
Nghién oirs néy oing cho thiy Betaloc ZOK lam ting phan sudt 1ong
feid v gidmm thé tich mau cudi ki 1am budng va cudi ky tm thu &tam
thit trdi

Hép thu va phan b§

Betalos ZOK disgo hdp thu hoan toan sau khl uéng. Do tae dung
chuyén ho Bn diu qua gan manh, sinh kha dung toan than cda
metoprotol sab khi udng lidu duy nhél kheéng $0%. Sinh khd dung
gidm khoding 20-30% 48i véi cac dang thudo phong thich kéo dai so
wdi dang vién nén bao ché théng thudng nhung da duge ching minh
{a khéng quan frong v& mdt hiéu qua fam sang, vi d8) wdi nhip tim,
dign tich du'dgt dudng cong hiéu qua dirde itc theo thdi glan (AUEC)
gidhg vl dang vién nén bio ché thang thudng. Metoprolol két hdp
i protein huyét Wiong thdp, khodng 5-10%.

Chuy8n hod va déo thal

Metaprolol chuyén hod d gan béng su oxl hog, cha ydu gua men
CYP2DE6, 8z chat chuyén hod chinh di dugc xac dink v khong cé
chét ndo 66 hoat tink e ché béta quan trong vé mit 13m sang.

Trén 95% lidu ding dugc tim théy trong nudc tigu, Khodng 5%

iy dimng bii tidt qua nwdc tidu dudl dang khang ddi, 418 nay ting
I&n 30% trong vai tnrdng hap. Thei gian ban thal cda metoprolof trong
huy@t ucing trung bink t 3,5 gid & 1-8 gid). BO thanh thai toan phan
khodng 1 lit/phit.

Khong ¢o si ihay adi dang Ké v& mal dufde dang hoc ciia metoprofol
& ngudi 1an tudi so voi ngudi truéng thanh. Sink kha dung toan than
va str dao thai metoproicl khang &8l 6 bénh nhan gidm chis ndng
thén. Tuy nhién, st bai §6t cac chél chuyén hod gidm. Cac chét
chuyén hoa tich Iy ding k€ d nhitng bénh rhan c6 dd loc chu than
{GFR) <5 mk/phit. Tuy nhién, s tich loy ¢ac chét nay khang lam téng
40 dung Uc ché béta.

Da k&t hgp veli protein thép, duge dong hoc cia metoprolol it bj anh
hurding boi s g:ém chifc nang gan. Tuy nfeén, & nhiEng bénrh nhin
*d gan ndng va co thdng néi finh mach cira chu, sinh kha  dung cda
metoprolol cb thé (ang va d¢ thanh thai toan pihan gidm, [+] nhitng
hénh nhan thong néi tinh mach clta chi ¢é A& thanh thdi todn phan
khuéng 0,3 lit/phit va dign tich dudi dudng cong (AUG) tang lén

gdp & l&n so véi ngud khoe manh.

BIEU KIEN BAO QUAN:

Khéng bdo quan & nhiét 4o trér 30°C,

HAN DUNG:

a6 1hang ké K ngay san xudt.

QUI CACH DONG GO:

Betaloc Z0¥ 25 mg: Hop 1 vix 14 vign nén phang thich kéo dai
Befaloc ZOK 50 mg: Hip 2 vi x 14 vién nén phdng thich kéo dai.
TIEY C!-!UAN CHAT LUONG: TCCS

€0 50 SAN XUAT:

AstraZensca AB, Gartunavagen Soderlalje 152 57, Thuy Biér.
NGAY XEM XET sUA Doy, CAP NHAT LAI NGE DUNG HUGONG
DAN SUf DUNG THUOC:
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Rx Prescription only medicine

Betaloc® ZOK 25mg, 50mg tablets
meteprolol succinate
Prolonged refease tablet

KEEP OUT OF REAGH OF CHILDREN,
READ THE PACKAGE INSERT CAREFULLY BEFORE USING.
USE UPON PRESCHRIPTION ONLY.

COMPOSITION AND STRENGTH

Aqtive ingredients: Eagh tablel of Betaloc ZOK contains metoprolol
succinate 23.75 mg, 47.5 mg comesponding fo 25 mg, 50 mg of
metoprofol tartrale.

Excipients: athylceflulose, hydroxypropyl celiulose, byprometiose,
ricrocrystaliine cellulose, paraffin, macragol, silicon dioxide,

sodium stearyl fumarate, itanium dioxide E(JE t71).
PHRAAMACEUTICAL DOSAGE FORM

Pralonged retease tablet of mefoprolol succinate.

Betalor ZOK 25 mg tabiet is white o off-white, oval with a size

of 5.5 mm x $0.5 mm, scored on both sides and marked A/f on

one side. The tablet can be divided into equal doses.

Betaloc ZOK 50 my tabilet Is white to off-white, circutar with a diameter
of 8 mm, scored on one side and marked A/mO on the other side, The
saore fne is anly to facilitate breaking for sase of swallowing and not lo
divide info equat doses.

INDICATIONS

Hypertension: ko reduce blood pressure and to reduce the risic of
cardiovascular and corohary mortality {including sudden death),

and morbidity.

Long-tesm treatment of angina pectoris, to reduce angina aftacks and to
improve exercise lolerance,

Treatment of stable, maderate - to - severe chronic hearl fallure

with impaired systelic Jaft ventrcular function (sjection fraction < 40 %}
in addition 1o ACE inhibitors, diuretics and In most cases, digitalis.
Maintenance treatment after myocardial infarction. )

Trealment of some tachyarrhythmias disorders: supraventricidar
tachyarrhythmias (tachycardia, atrial fibrillation and atrial flutter,

AY junctiona! tachycardla) or ventricular tachycardia {ventricular
tachycardia, paroxysmal ventricular tachycardia).

POSOLOGY AND METHOD: GF ADMINISTRATION

Setafoc ZOK is intended for once daily Ireatment and is preferably taken
Nthe moming. The Bataloc 70K tablet should be swallowed with liquid.
Thetablets and the divided halves should not be chewed of crushed.
Concemitant intake of food does not infiience the bioavailability.
Dosageshould be adjusied to avoid bradycardia.

Hypertension

The recommended dosage in patients with mild [0 moderate

hypertansion s 50 mg Belaloc ZOK given once daily. In patients not

responding fo 50 mg the dose could be increased to 100-200 mg

once daily andfor combined with ofher antihypertensive agents.

Long-term treatment of angina pecloris .

“The recommended dosage is 100-200 mg Betalos ZOK given once daily.

I needed, Betaloc ZOK can be cembined with other antianginal agenls.

Treatment of stable, moderate - fo - severe chronic heart failure

with impaired systolic left vepirfoular function (efection fraction < 40 %)

in addifion fo ACE inhibitors, diuretics and in most cases, digitafis.

Tha patients shaulks have a stable chronic heart failure, without acute

failure for the last & weeks and an essentially unchanged basal therapy

for the last 2 weeks.

Treatment of heart faiure with beta-blockers may sometimes cause

a temporary exacerbation of the symptoms picture. In seme cases, it

is possible to continue the therapy or reduce the dose, and in other

cases It may be necessary to discontinua the treatmant. initiation of

Betafor ZOK therapy in patients with severe heart faflure (NYHA 1)

should only be made by physicians especially trained in treatment of

heart failure (see Spectal Warnings and Pracautions for Usa).

Dosage in patients with stable heart fafiure, function class II:

A recommended Initial dosage lor the first two weeks is 25 mg

ance daily.

After two weeks, the dose can be increased to 50 mg once daily, and

thereafter i can be doubled every second week. The target dose for

long-term treatment is 200 mg once daily,

Dosage in patients with stable heart failure, function classes II-V:

Recommended initial dose is 12.5 mg (half a 25 myg tablet) given

once daily. The dose should be individually adjusted, and the patient

should be closely monitored during the increase of the dosage as heart

failure sympioms may be aggravated in some patients. After 1-2 weeks,

the dose can be raised fo 25 mg given once daily, Then, after further

two weeks, the dosage can be increased to 50 mg given once dally.

In those patients who tolerate a higher dose, the dosage can be doubled

every secend week up to a maximal dose of 200 mg daity.

In case of hypotension andfor bradycardia, decrease in concomitant

medication or lowering of the Belaloc ZOK dose may be necessary.

Initial hypotension does not necessarily mean that the dose of

Betaloc ZOK cannet be tolerated in chronic treatment, but the dese

must not be raised unti! the condificn has been stabilised, and increased

control of renal funclion, amang cther things, may be required.

Treatment of some lachyarhythmizs disordars

The recomimended dosage is 100-200 mg Betaloc 20K given

once daily.

Maintenance treatment after ryocardial infarction

Long-term orat reatment with metoprolol in doses of 200 mg given

once dally has been shown to reduce the risk of death {including

slidden death), and to raduce the risk of reinfarction (also in patients

with diabetes mellitus).

Impaired renaf funclion

Dose adjustment is not needed in patients with impaired renal function,

Impaired hepatic function

Dose adjustment is nomally not nesded In patisnts suffering from

liver cirrhosis because metoprolof has a low protein binding (5-10 %).

When thers are signs of serious impairment of liver funetion {e.q.

shunt-operated patients) a dose reduction shouid be considered.

Efverly

Dose adjusiment is not ngaded in the elderly.

Children

There is fimited experience with Betaloc Z0K treatment in children..

CONTRANMMCATIONS

This medicinal product should not be used in the following cases:

Acute heart faflure or during episodes of decompensation of heart

failure, requiring intravenous inatropic freatment,

= Cardiogenic shock,

» Alrioventricular block of second and third degree {not paired),

« Sinus disease,

= Sinc-atrial block,

= Bradycardia defined by a heart rale less than 50-55 beats per minute
before starting treatment,

= Hypotension {systelic blood pressure less than 100 mmHg),

= Sevate asthma and chronic obstructive pulmenary disease,

Pexipheral arterial disorders and Raynaud's phenomenon in their

severe forms,

= Untrealed pheochromocytoma,

= Hypersensitivily to metoprofol ar any of the excipients of the product.

= History of anaphylactic reaction,

= When combined with Class | anfiarrhythmic drugs (except lidocaine)
and verapamil.

This medication: is ganerally not racommended during breast-Heeding.

SPECIAL WARNINGS AND PRECAUTIONS FOR USE

Wamings ) ! .

Thie conventional treatment of chronic sympiomatic heart failure at

optimal dosage (converting enzyme inhibitor, diuretic and usually

digitalis) is essential before starting treatment with metoprolol succinate.

The patient’s condition must be stable for at least 4 weeks before the

first dose of metoprolof succinate.

Patient monitoring should take into account that treatment

with metaprolal sticcinate, lika any beta-blocking therapy, may result

in worsening of heart failure by a negative inotropic eflect, especially

g\uring thf Utration ph‘asa of dgses.

o ainds

In general, beta-blockers decrease the infusion of the placenta. This has
been associated with growth retardation, Intrauterine deaths, abortions
and prematura birth. Therefore, it is advisable to Instilute materal and
child surveillance in pregnant wamen treated with metoprolol.
In the new bom of Ireated molhers, the beta-blocking action persists
for several days after birth and may result in bradycardia, respiratory
dislress, hypoglycaemia, but mos! often; this remanence has no clinical
CONSEqQUence.
Nevertheless, cardiac fallura requiring intensive care hospilalization
can be avoided by redyging cardiovascular compensatory reactions,
white avolding filing solutes {risk of PAQ). .
As & result, this medicine, undet normal conditions of use, may be
prescribed during pregnancr' if necessary. In case of treatment until
birth, carsful mondtoring of the newbomn heart rate and blood glucose
for the #rst 3 to § days of life} is recommended.
Lactation
Beta-blockars are axcreted in mik. . ’
The otoutrence of hypaglycemia and bradycardia has besn deseribed
far some beta-blockers liffle refated to plasma proteing. As a result,
breastfeeding is not advised in case of need for trealrment.
EFFECTS ON ABILITY TO DRIVE AND USE MACHINES
Patienis should know how they react to Betaloc 20K before they drive or
use machines because occasianally dizziness or fatigua may ocour.
UNDESIRABLE EFFECTS
Tolerance Profile Summary
Adverse affects are usually mild and reversible.
“he most commonly reported adverse reactions aftar administation of
BETALOC ZOK are: asthania, dizzingss, headachs, nausea, abdominal
pain, diarmhea, constipation, bradycardia, orthostatlc hypotension,
palpitation, coldness extremities and dyspnea of efforl.

ahie of adverse effects
Adverse effects observed after the adminisiration of BETALOC ZOK
in clinical stugies andfor after their marketing are summarized in the
table below.
Adverse reactions ars listed by organ system class and
frequency using fie foliowing convention: very comman (2 1710},
commen (> 1400, <1/10); uncemmon {2 1/1000, <1/100); rare
(= 1410000, <1/1000}; very rare (<1/10000j, not known (cannot be
estimated based on available data). Within sach frequency group,
adverse offects are presented in descending order of severity.

Generat Yery Asthenia
disorders and common
administration site
conditions
Nervous system  |Common | Dizziness, headache
disorders Rare Paresthesia
Musculoskeletal | Rare Muscle cramp
and systemic  [veryrare  |Arthralgia
disorders
Gastrointestinal  1Common | Nausea, abdeminal pain, diarthea,
disorders conslipat
Uncommon | Vomiting
Rare Dry motth
Very rare | Dysgeusia, retro-peritoneal fibrasis
Hepatobifiary Hareg Incraased hepatic enaymes
disorders Very rare__[Hopalitis

Cardiac disorders jComman Bradycardia, severe if any,
arthostatic hypotension, palpitations.,
Rare Heart faiiure, bicod pressure drop,
cardiogenic shock precordial pain In
patients with myocardiat infarciion *
Veryrare | Slowing of atrioventricular
conduction ar intensification of

an existing atrioventricular black,
cardiac arrythmia.

Vasoular Common__ ; Cold extremities
disorders Uncommen |Edema
Rare Raynaud's syndrome, aggravation of

an existing intermitient claudication

Veryrare | Gangrene in patients with severe
peripheral clrculatory disordars,

cerebrovascutar accident,
Psychiatric Uncommon  [Depression, concantration disorder,
disorders drowsiness, insomnia, nightmare
Rare Nervousness, anxiety

Veryrare | Amnesiafimgairment of memoary,
confusion, haflugination

Reproductive Rare Incapacity
zﬁ!:;d?g fm ers Yery rare Peyronie’s disease
Skin and Uncommon | Skin reactions including
subcuianeous maculopapular and vesicular
fissue disorders eruptions, urticaria, pruritus,
#C76ma, pseriasis, lichenoid rash,
hyperhidrosis
Rare Alopecia :
Veryrare  |Exacerbation of psariasis,
photosensitivily reagtion
Respiratery, Gncommon | Siress dyspnaa
thoracic and Rarg Branchospasm
m:g;g:fgm Vary rare | Rhinitis

Eye disorders Rare Visual defents, dry eves or sye
rritation, conjunctivitis
Earand fabyrinth |Veryrare | Tinnitus

disorders
Matabolism and  |Rare Hypoglycemia, increased weight
nutiition disorders
Bleodandthe  |Veryrare  jThrambacylopenia
Iymphalic system

digorders
Imraune system | Rare Anti-nuclear antibodies excepticnally
disorders accompanied by clinical

manifestations such as fupus
syndrome and yielding to treatment
discantinuation

* Excess frequency of 0.4% compared to placebo chserved in a study
of 48,000 patients with acute myecardial infarction whera the frequency
of cardiagenic shock was 2.3% in the metoprofol group and 1.9% inthe
piacebo group in the subset of patients with low shock risk index.

The shock risk index was based an the absolute risk of shock in each
patient according to age, sex, time delay, Killlp class, blood pressure,
heart rate, alectrocardiographic abnormality, and prior history of
hyperiension. The patient group with low shock risk index comesponds
to patients in whom metoprolol s indicated for the treatment of acute
myocardial infarction.

Reporting of suspected adverse reactions '

Repoarting suspected adverse reactions after authorisation of the
medicinal product is important, It afows continued moniiors‘n? of the
benefit/risk balance of the medicinal product, Healthcare professionals
are asked to report any suspected adverse reactions via the nafional
reporting system.

OVERDOSAGE AND TREATMENT

Toxicily

7.5 ot an aduit caused lathal intoxication. 100 ma ko 2 S-vear old aave
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savere thythm disnrde‘r’s‘ myocardial infarction o sf:a('i;n death), urﬁqss
necessary {symptomatic bradycardia, severe hypetension, cardiogenic
shock or BAV).

Treatment monfioring procedures:

= After the first administration: clinical monitoring every hour far
a minimum of 3 hours: pulse, lying and standing blood pressure,
clinical eondition (signs of intolerance: dizziness, malaise ...),
electrocardiogram during the 3 hour of surveillance.

At gach dosa increase: pulse, pressure, lying and standing arterial

pressire, clinical status, electrocardiogram if necessary

Once the effective dose has been fs reached, regular monitoring of

heart failure and hemodynamic status should be performed, as well as

reguiar monitoring of renal function, if necessary.

Few data are currently available in patierts with NYHA class IV heart

fallure.

No data is currently available for the freatment of heart failure

with metoprolol succinate in patients with the foflowing conditions:

‘= Ingulin-dependent diabetes {type 1)

= Resrictive cardiomyopathy,

= (Congenital heart disease,

= Organic valvular pathology with a significant hemodynamic
repercussion.

Astfima and chionic obstructive pulmonary disease

Befa-blockars can be adminislered only in mild cases by sefecting

a sefective befa-1 at a low initial dose. It is recommended that

respiratory funclion tests be performed before initiation of treatment,

In the event of a crisis occumng during treatment, heta-mimetic

bronchodilators may be used.

Bradyeardly

It the frequency drops below 50-55 pulses per minute at rest and the

patient has symploms of bradycardia, the dose should be decreased.

Atdoventicular block at the first degree

Because of their negalive dromotropic gffect, beta-blockers should be

administerad with caution to patients with atrioventricular black at the

first-degree.

Prinzmetal's Angor

Beta-blackers may increase the number and duration of seizures

in patients with Prinzmetal’s angina. The use of a cardioselectve

beta- biocker, beta-1 is possible in the minor and asscciated forms,

provided that a vasodilator s administered iogether.

Petinheral arlerial disorders

In patients with peripheral arteriat disorders (such as Raynaud's disease

or syndrome, arterilis or chronic arteria! disease, obtilerans in the lower

limhs), beta-blockers may lead lo an aggravation of these disorders,

i these situations, preference should be given to a cardiosalactive

beta-blacker with partial agonist potency, which should be administered

with caution.

Eheochromocyioma

In patients with pheochromocytomna, matoprelol succinate should not be

administered prior to alpha-blocker traatment.

Diabetic patients

in palients with ciabates with significant fuctuations in biced glucose,

symptoms of hygoghycaemia may be masked, parlicularly tachycardia,

paipitations and swealing.

To pravent and reinforce at the beginning of th treatment, the patient

shoutd salf-manitor the bloed glucose.

Fsoriasis

Patlents with psoriasis or a history of psoriasis shauld be treated

with beta-blockers (including metopralol) only after carafid evaluation of

ihe benefils and risks.

Alfergic feactions

In palients who are at risk of a severe anaphylactic reaction, regardiess

of their origin, particularly with iodinated contrast agents or floctafenine or

during desensitizing treatments, beta-blocking trealment may resull in an

aggravation of the reaction and resistance o its adrenaline treatment at

the usuat doses.

General anaesthesia

Caution is advised because of the negalive synergistic inatrapic effecls

of meteproiof succinate and anesthatic products.

In patients with sevare coronary insuffitiency, 28 In palients

with long-term heart failure treated with meloprolol succinate, it is

desirable to continue treaiment until the opsration, given the risk

associated with sudden discontinuation of beta-blockers.

Perloperative initiation of matoprolol in patients undargoing noncardiac

surgery should be avoided. Indeed, an increase in the risk of

bradyeardia, hypotension and stroke including ife-threatening conditions

in patients with cardiovascular risk factors has been abserved in

tharapeutic trials.

Balore strgery, inform the anesthesiclogist tat the patiant is receiving

a beta-blocker.

Thyrolexicosis

Beta-blockers could mask the cardiovascular signs.

Sport

The attenticn of athietes s drawn to the fact thal this specialty

contalns an active ingredient that can induce a positive reaction of the
antidoping fests.

Interactions with other drugs

This medication is not recommended for Use with calcium antagonists
{ditiazemy, central anthypertensives {clenldine, methyldopa,
guanfacine, moxoniding, ritmanidine) and fingolimod.

INTERACTION WITH OTHER MEDICINAL PRODUCTS AND OTHER
FORMS OF INFERACTION

Wetoprolol is & metabolie substrate for the cytochrome P450 sosnzyme
CYP208, Drugs that act as enzyme-inducing and enzyme-inhibiling
substances may exett an influence on the plasma levet of metaprolal,
Flasma ievels of metoprolol may be raised by co-administration of
compounds metabolised by CYP2D8, e.g. anlianfiythmics, antihistamines,
histamine-2-receplor entagonists, antidepressants, antipsycholics, and
COX-2-inhibitors. The plasma concentration of metoprolol is lowered by
rifarmpicin and may be raised by afcohol and hydralazing,

Falients receiving concomifant realment with sympathstic gangfion
blacking agents, other f-blockers (i.s. eye drops), or Mong Amine
Quidase {MAO) inhlbitors shoutd be kept uinder close surveilance.

i concomitant treatraent with clonidine is to be discontinued, the
-blocker medication should he withdrawn several days before clonidine,
A watch should be kept for possible negative inotroplc and chronatropic
effects when metoproldl is given together with caleium antagonists

of he verapamil and ditiazem type and/or antiamhythmic agents. In
patients treated with B-blockers intravenous administralion of calcium
antagonists of the verapamil-type should not be given,

B-blockers may enhance the negalive inatropic and negative dromotropic
affect of antiarrhythmic agents {of the guinidine fype and amiodarone).
Digitalis glycosides, in associalion with B-blackers, may increase
atrioventnicular conduetion ime ane may induce bradycardia.

in gatients racelving B-blocker therapy, inhalation anaesihetics enhance
the cardiodapressant effect.

Concomitant reatment with indomethacin or other prostaglandin
synthetass inhibifing drugs may decrease the antihypertensive effect

of B-blackers.

Under certain conditions, when adrenaline is administered to patients
freated with P-blockers, cardioselective B-blockers interfere much less
with blocd pressure control than non-selective Erbtockers‘

The dosages of oral antidiabetics may have Yo be readjusted in patients
receiving B-blockers.

PREGNANCY AND LACTATION

Fregnancy

Studies In animals have not shown any taratogenic effect. In the
absence of taratogenic effect in animals, a malformalive effect in the
human species is not expected.

Indeed, to date, ihe substances responsible for maltormations in the
human species have proved teratogenic In animals in well conducted
studies on o species,

GClinically, no teratogenic effects have been reported to date, and the
results of controlled prospective studies with 2 few bata-hlockers have
not reported malformations at hirth.

na symptoms after gastric lavage. 450 mg loa 12-yearoldand 14gto
an adult gave mederate intoxication, 2.5 g to an adult caused serious
intoxication, and 7.5 g to an adult gave very serious intoxication.

Syrriép!om

Cardiovascular symploms are most impartant, but in soms cases,
especially In children and young individuals, CNS symptoms and
respiratory depression may dominafe. Bradyeardia, AV-biock M1},
QT-prolongation (exceptional cases), asystole, fall In bood pressure,
poor peripheral parfusion, cardiac Insufficiency, cardiogenic shock.
Respiratory depression, apnoea. Others: Faligue, confusion,
unconsciousness, fine tremeor, cramps, perspiration, parassthesiag,
bronchospasm, nausea, vomiting, possibly oesophageal spasm,
Iypoglycaemia (especially in children) or hyperglycaemia,
hyparkalasmia. Effect on the kidneys. Transient myasthenic syndrotne.
Cancomitant ingestion of aleohel antihypertensives, quinidine o
barbiturates may aggravate the patient’s candition, The first signs of
ovardosing may be seen 20 minutes to 2 hours after ingestion.
Management

Care should be provided at & unit that can offer suitable support
measures, monitoring and supervision.

If justified, gastric lavage and/or activated charcoal can be used,
Atroping, adrenoceplor stimulant or pacemaker for treatmant of
bradycardia and canduction disorders.

Intubation and mechanical ventiation should be done with very broad
indication. Pacemaker is option, Wikh circulatory arrest in connection

with overdose, resuscitation measures for several hotrs may be warranted,
Hypoelension, acute myocardial infarction and shock shotld be treated
with appropriale volume expansion, administration of glucagon
(folowed by intravenous infusion of ghucagon if necessary), infravencus
administration of an adrenocepter stimulant, such as dobutamine,

with tha addition of o recaptor aganists upon vasedilation. Intravenous
use of Ca2+ may also be considerad.

Bronehespasm can usually be reversed through bronchedilators.
PHARMACOLOGICAL PROPERTIES

Pharmacodynamic properties

Ietopralof is a i -selective beta-blocker, L. it blocks B, -receptors at
doses much lowar than those needed 1o block ,-receplars.

Metoprolol has an insignificant membrane-stabilising eflect and does not
display partial agonistic activity.

Metoprolol reduces of inhibits the agonistic effect on the heart of
catecholamines (which are released during physical and mental stress).
This means that the ustal increase in hear! rale, cardiac output, cardiac
contractiiity and blood pressure, produced by the acute increase in
catecholamines, is redueed by matoprofel, During high endegenous
adrenating levels metoprolol interferes much less with blood pressure
caritral than non-selective B-blockers.

When mandatory, Betaloc ZOK, in combination with a {3,-agonist, may
be given to patients with symptoms of obstructive pulmenary disease.
When given together with a B,-agonist, Betaloc ZO in therapeulic
doses interferes less than non-selective p-blnckers with the B, mediated
broncho-dilation caused by the B -agonist.

Betalee ZOK gives an even plasma concentration time profle and
sffect (,-blockads) over 24 hours in contrast fo conventional tablet
formulations of B-selective blackers.

Due to the lack of pronounced peaks in plasma concantration, the
clinical B, -selectivity is improvad with the Betaloc 20K formulation
when compared to conventional tablet formulations of B, -seleclive
trleckers, Furthermore the potential risk for peak plasma concentration
relaied side-effects, such as bradyeardia and leg fatigue s reduced.
Betaloc ZOK interferes fess with insulin release and catbohydrate
rmetabolism than do nen-selective S-blockers. .
Betaloc ZOK interferes much less wilh the cardiovascular response to
hypoglycagmia than do non-selective B-blockers.

Short term studies have shown that Betaioc ZOK may cause a slight
increase in triglycerides and a decrease in free fatty acids in the biood.,
in some cases, a smafl decrease in the high density lipoproteins {HDL)
#aclion has been observed, although to & lasser extent than that
follewing nor-selective P-blockers. However, a significant reduction in
total serum cholesterol lavels bas been demonsirated after metoprolol
treatment in one study conducted over several years.

Quality of life is maintained, uncompromised or improved during
eatment with Betaloc ZOK.

An improvemant in quality of life has been cbserved after metoprolot
treatment in IPalLems after myocardial infarotion.

In MERIT-HF, a survival study ccmprisindg 3991 patiants with chronic
heart ailure (NYHA IV} and decreased ejection fraction {<0.40),
Betalok ZOK has been shown to increase survival and to reduce

the number of hospitalisations. In long-term treatment the patiants
experience a general improvement of symptorns (NYHA class and
Cverail Treatment Evaluation score).

In additian, it has been shown that Betalot ZOK therapy increases the
ejection fraction and reduces the left ventricular end systolic and end
diastolic volumes.

Pharmacokinetic properties

Absorption and distribution :
Betaloc ZOK is completely absorbed after orat administration, Qwing to
an extensive first-pass effect, the systemic bioavailability of metoprolel
from 2 single oral dose is approximately 50%. The bioavaiability

is reduced by about 20-30% for the prelonged release preparation
compared with a conventional tablet, but this has been demonstrated to
be of no significance for clinical efficacy, since the area under tha effect
curve (AUEC) for heart ate is the same as with conventional tablets.
The plasma protein binding of metoprolel is low, approximately 5-10%.
Metabolism and elimination

Metoprolol undergoes oxidative metabolism in the liver primarify by the
CYP206 isnenzyma, Three main metabofites have baen identifled,
though none of them have a beta-blocking sffect of clinlcal importance.
As a rde, over 95% of an oral dose can be recovered in the urine,
About 5% of the given dose is excreted in the urine in unchanged form,
this figure rising up to 30% in fsolated cases. The elimination half-ffe of
metaprolol in plasma averages 3.5 hours (exiremes: 1 and 9 hours). The
total clearance rate is approximately 1 litre/minute.

Elderly show no signiticant changes in the pharmacokinetics of
metoprolol as compared with young persans. The systemic bioavaiability
and elimination of metoprolol s unchanged in patients with reduced renal
{unction. The excretion of metabolites, however, is reduced. Significant
accumulation of metabofites was observed in pafients with a giomerulus
fitration rate (GFRY) of less than 5 mlfmin. This accumulafion of
melabalites, however, does not increase the beta-blockade.

Bue to its low protein binding the pharmacokinetics of metoprolol

Is litde affected by decreased liver funclion. However, in patients

wilh sevare liver cirrhosis and & portacava shunt the bloavailabliity

of meloprolol may increase and the total clearance may be raduced.
Patients with a portacaval anastomosis had  total clearance of
approximately 0.2 litres/min and arez under the plasma concentration-time
curve (AUC} values up o 6 times higher than in healthy subjecs.
STORAGE CONDITION

Do not store above 30°C.

SHELF LIFE

36 months from manufacturing date.

PACK SIZE

Betaloc ZOK 25 mg: Box of 1 blister x 14 prolonged release tablets.
Betaloc ZOK 50 mg: Box of 2 blisters x 14 prolonged refease lablets.
SPECIFICATION: Manufacturer's

MANUFACTURER

AstraZeneca AB, Garlunavagen, Sodertalje, 152 57, Sweden.
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