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Liéu diing
;\f:gm‘n' lom

Piéu trj triéu chimg di kém véi liét da d;}y do dai thdo duong:
10 mg/lin, 4 lan mi ngay, 30 phit treée mdi bira dn va trude khi di
ngd. Uu tién ding duong uong Néu triéu chimg ning hodc ngudi
b¢nh khong uong dugc c6 thé tiém bép hodic tiém tinh mach Ngudi
bénh ¢6 thé phai diing dudng tiém kéo dai t&i 10 ngay dén khi triéu
chimg gidm bét va chuyén ding dudng ubng. Diéu tri dudng udng
thuong kéo dai 2 - 8 tudn.

Dur phong budn non va non muon do héa tri liéu: Thuong ding
thude tmyén tinh mach 30 phut trirée khi bat diu hoa tri, nhic lai
sau moi 2 gid cho 2 lidu nira, sau do moi 3 gi&r cho thém 3 liéu
nita, Néu dung cédc héa chét gdy nun manh (cisplatin, dat,arbazm
dactinomycin), hai lidu dau tién cin diing 2 mg/kg; néu sir dung
cac hoa chit it giy non hon, c6 thé dung liéu | mg/kg. Néu dung
héa chit tiém Gnh mach c¢é nguy co giy non thap hodic hoda chat
dudmg udng chi dung thude chéng nén khi cén: Uong 10 - 40 mg
metmlopramld trude khi ding hoa chit, c6 thé nhéc lai sau mdi
4 - 6 gitr khi cin. Dé dy phong non mudn sau hoa tri liéu, ding
metoclopramid cing v dexamethason uéng metoclopramid
20 - 40 mg (hodc 0,5 mg/kg), 2 - 4 lin mdi ngay trong 3 - 4 ngay.
Die phong buon non va nén sau phau thugt: Tiém bap 10 - 20 mg
vao lic gan cudi cude mé.

Hé rg trong thu thugt dar 6 o:wg vao rugt non: Nguoi lom va tré trén
14 tudi: tiém tinh mach trire nép lidu duy nhat 10 mg.

Ho trg trong chup X-quang dicdng tiéu hoa trén: Tiém tinh mach
tryc tiép liéu duy nhit 10 mg.

Trao ngueoe da day thue quan: Udng 10 - 15 mg, 4 1an mbi ngay, 30
phut tnrée cac bita an va trude khi di ngi. Néu triéu chimg it xay
ra hoiic xay ra vio nhitng khung gié nhat dinh, uéng 1 lidu 20 mg,
trude khi triéu chimg c6 thé xay ra.

Tré em

Due phong budn nén va nén mudn do héa tri liéu, du phong buon
nén va nén sau phau thudr: 100 - 150 microgam/kg (tbi da 10 mg),
téi da 3 lin méi ngay, ding dudng udng, tiém bip hodc tiém tinh
mach. Khi tiém tinh mach phéi tiém chim trong it nhat 1 3 phit.
Ha tro trong thai thudt dat dng vae rugt non: Tiém tinh mach truc
tiép liéu duy nhit. Tre du6i 6 tdi ding 0,1 mg/ke; tré tir 6 - 14 tudi
ding 2,5 - 5 mg.

Déi tuwgng diic biét

Suy than: Cl_ < 40 mla’phut Nén g:am liéu con 50%.

Suy gan: I(hong cin diéu chinh liéu.

Twong tic thude )
Chémg chi dinh phéi hgp cac thude kich thich dopamin (bao gom
ca thube khong diéu tri Parkinson) va levodopa véi meloclupramd
vi ¢6 tinh déi khang lan nhau. Ding mgt thube chéng nén khac
khong ¢6 tac dung ngoai thap. '

Rugu ¢6 thé lam tang tac dung irc ché TKTW cua metoclopramid,
nén trinh phéi hop.

Do metoclopramld lam tang nhu dong duong tiéu hoa nén co thé
lam thay doi hap thu cia mét s6 thudc, cAn can nhéc khi phdi hop,
cy thé la: '

Thude khang cholinergic, din xuét morphin: C6 ddi khéng canh
tranh vé anh huong trén nhu dong dudng tiéu hoa.

Thubc e ché TKTW (ddn xuat morphm thude chéng lo au,
thudc an thin khéng histamin H, thubc an than chéng trdm cam,
barbiturat, clonidin va cac thuac lién quan): Lam tang anh hudng
trén tim than. . :
Thuée an thin kinh: C6 thé 1am ting tac dung cta céc thude an than
kinh va giy rdi loan ngoai thap.

Thudc tac dung trén hé serotonin: C6 thé ting nguy co gip hoi
chimg serotonin.
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Digoxin: C6 thé lam giam sinh kha dung cua digoxin, can theo doi
néng dé digoxin khi diing phdi hgp.

Cyclosporin: Lam ting sinh kha dung cua cyclosporin, cin theo
dai ndng dd cyclosporin huyét twong khi ding phéi hgp.
Mivacurium va suxamethonium: Metoclopramid tiém c6 thé
lam kéo dai tic dung chen thin kinh co ciia mivacurium va
suxamethonium (thong qua \rc ché cholinesterase huyet trong).
Cac thuoc irc ché CYP2D6 manh, nhu fluoxetin va paroxetin, lam
ting nong d6 metoclopramid. Cén theo ddi bénh nhan dé phat hién
cac ADR.

Twong ky,

Meloclopramid tiém tuwong ky voi cephalotin natri va cac
cephalosporin  khdc, cloramphenicol natri, calci gluconat,
erythromycin lactobionat, furosemid, cisplatin, methotrexat,
penicilin G kali va natri bicarbonat.

Qui litu va xir tri

Triéu chimg: roi loan ngoai thap, lo ma, 16 1an, tinh trang ngu ga
(nang), ny.mg tim, ngimg thé. Cac trigu chimg nay ciing c6 thé gap
khi dung liéu binh thudng nhung hiém, dac biét hay gip 6 tré em
va ngudi tré tudi khi str dung lidu cao dé diéu tri ndn va budn nén
do thude chéng ung thur.

Xur tri: Khnng co 1huoc giai doc dic hiéu. Diéu tri trigu ching va
ho trg. Néu xay ra roi loan ngoai thap, sir dung cic thude diéu tri
triéu chimg gém benzodiazepin & tré nho va/hodc cic thudc khang
chohnerglc (dlphenh)dramln)fthuoc diéu tri Parkinson & ngudi
Ién. Néu ngé dbe cdp va chua mé, ¢ thé rira da day. Néu hon mé,
dat ndi khi quan c¢é bom bong trude khi rira da day dé ngan sic
vao phéi.

Cap nhat ldn cuoi: 2019.

METOPROLOL

Tén chung québc té: Metoprolol.

Mai ATC: CO7ABO2.

Loai thude: Thude tre ché thy thé giao cam chon loc beta, .

Dang thudc va ham lwgng

Vién nén: 50 mg, 100 mg metoprolol tartrat,

Vién nén giai phong cham chira metoprolol succinat him lugng
23,75 mg; 47,5 mg; 95 mg; 190 mg (twong duong vai 25 mg,
50 mg, 100 mg, 200 mg metoprolol tartrat.

Ong tiém (metoprolol tartrat): 3 mg/S ml. Mdi éng tiém chira
45 mg natni clorid.

Duge luce hoe

Metoprolol 13 mét thude dbi khang chon loc beta -adrenergic. Tuy
nhién thube khong o tac dung chon loc tuyét ddi trén thu thé beta, -
adrenergic (chu yt.u phén b & co tim) va c6 thé trc ché ca thu lhe
beta,-adrenergic nim chu yéu o hé co tron phe quan va mach mau
khi diing liéu cao.

Thube khéng ¢ hoat tinh giao cam ndi tai va cé rit it tac dung 6n
dinh mang.

Thube ¢6 tic dung giam co bép co tim, lam chdm nhip xoang va
lam giam din truyén nat nhi - thét, giam cung lugng tim, giam
huyét ap.

Do ngin can tic dung lam ting tin sé tim, ting huyét ap, tdc do va
mirc 43 co co tim cua catecholamin, metoprolol 1am giam nhu cau
OXyEEN cua tim & moi mirc GQ géng sirc, do dé thude duge ding dé
diéu tri dai han chimg dau thét n guc. Tuy nhién, & nhimg bénh nhan
0 suy tim, sy chen beta-adrenergic c6 thé lam ting nhu cau oxy do
tang do dai sgi co thit tréi va tang ap lyc budng tim cudi tim truong.
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Dugc djng hoc

Metoprolol tartrat dugc hip thu nhanh va gim nhu hodn toan theo
dudng uong, nhung sinh kha dl,mg trong doi thap (khoang 50%) do
sy chuyén héa budc dau Thudc xudt hién trong huyet tuong trong
khoang 10 phut, dat ndng d¢ dinh sau 90 phiit va hap thu hoan toan
liéu dom 20 - 100 mg dang vién nén quy udc sau khoang 2,5 - 3
gi¢. Thoi gian dat nong do dinh khi dung vién nén giai phong kéo
dai khoang 7 gi¢. Nong d¢ dinh trong huyét twong cua metoprolol
khi dung dang giai phong kéo dai bing khodng 25 - 50% ndng d6
dinh dat dugc khi dung vién nén quy ude mot ldn mét ngay hoac
chia nhiéu lan mot ngay. Sinh kha dung dudmg udng & trang thai
cn bing cia metoprolol succinat dang giai phéong kéo dai véi lidu
quy ddi tuong duong 50 - 400 mg metoprolol tartrat ding mét lan
mot ngay xap xi khoang 77% so vai vién nén quy udce khi ding v&i
liéu twong duomg mét lan mot ngay hodc chia nhiéu lan mot ngay.
Thirc dn lam tang sinh kha dung metoprolol tartrat t&i khoang 1 70%,
tang nong d6 dinh trong huyét trong. Thirc dn khong anh hmeg
dén sur hap thu dang vién giai phong kéo dai. Néng do cua thude
trong huyu tuong thay doi trong pham vi rgng (tdi 17 Ian}, colédo
nhitng khac biét di truyén trong tée d6 chuyén hoa.

Metoprolol duge phin bé rong trong co thé, ndng do thude trong
tim, gan, phéi, nudce bot 16n hon trong huyét twong. Thude qua
duoc hing rao nhau thai va mau ndo. Metoprolol gan véi protein
huyét twong khodng 11 - 12%. Thudc xuét hién trong sita véi nong
d6 gip 3 - 4 1an trong mau me, tuy nhién nguy co xuit hign ADR
thép & tré khi me ding liéu thong thidng, trir truimg hop me thude
typ chuyén héa chim.

Metoprolol chuyén hoa manh bai hé thong CYP2D6 & gan, chi
khoang 5% thudc dudmg ubng va 10% thude duong tinh mach
duoc dio thai dudi dang khong bién doi trong nude tieu. Nira d&i
ctia metoprolol tir 3 dén 4 gi&r & ngudi cb chuyén hoa hydroxyl hda
nhanh, khoang 7 gid & ngudi c6 chuyén héa hydroxyl héa cham.
D¢ thanh thai xap xi 1 litphut.

Trén bénh nhén suy thin, sinh kha dung va nira d&i cua metoprolol
khéc biét khong déng ké so véi ngudi binh thuong do d6 thuong
khong can phai giam liéu trén bénh nhén suy thén man tinh.

Trén bénh nhéan xo gan, sinh kha dung cua metoprolal co thé tang,
d0 thanh thai c6 thé giam tuy nhién su thay déi nay chi co y nghia
lim sang trén benh nhan ¢6 suy giam chirc néng gan nﬂng hoac
bénh nhén cé ciu néi cira - chi. Trén bénh nhan co ¢iu ndi cira -
chi, d6 thanh thai toan phan 14 0.3 lit/phit, AUC cao hon 6 ldn so
vOi ngudi khoe manh.

Chi djnh

Tang huyét 4p: Dimg don dc hodc phm hop vai cdc thude khac.
Dicu trj dai han dau thit nguc.

Nhoi méu co tim cap giai doan som véi huyét dong on dinh.

Phong tir vong tim mach va tai nhoi méau sau nhdi méu co tim cap.
Suy tim man tinh.

Loan nhip tim nhanh, dic biét con nhip nhanh trén thit.

Phong dau mra dau.

Chéng chi dinh

Man cam véi thude. _
Ngoai ra, véi cdc dang bao ché va chi dinh riéng bigt, thuoe co
thém céac chong chi dinh sau:

Véi dang bao ché gidi i phong nhanh va dwdng tiém

Trong diéu tri tang huyét dp va dau that nguec, metoprolol Lhﬁﬂg
chi dinh di véi nhimg bénh nhan ¢6 nhip tim chim xoang; bldc
nhi that do 2 hodc 3; soc do tim va suy tim mat bl; hgi chimg suy
nut xoang (trr trén bénh nhian c6 may tao nl'up tim nhén tao); b¢nh
ddng mach ngoai vi mirc d¢ ning; ting huyét ap do u tiy thuong

than chua duge didu tri, tién sir hen hodc co that phé quén hoge
bénh phdi tc nghén man tinh mirc do nang.

Trong diéu tri sau nhoi mdu cor tim, mctuprolol chéng chi dinh doi
véi nhimg bénh nhan ¢6 tin so6 tim duai 45 lan/phat; blde nhi thay
d6 2 hodc dd 3; bléc nhi thét do 1 o rét (khoang PR 2 0,24 gigy.
huyét 4p tam thu dugi 100 mmHg: hofic suy tim tir vira dén ning)
Vi dang bao ché gidai phong kéo dai: Metoprolol chong chi dinh
v&i nhimg bcnh nhan c6 nhip tim cham mirc d§ ndng, bldc nhi tha
do 2 hodc 3, sdc tim, suy tim mit bii, hoi chimg suy nit xoang (tr;
trén bénh nhan cé may tao nhip tim nhan tao).

Than trgng

Thuébc chen beta can phal str dung than trong trén bénh nhan hep
phé quan. Néu khoi diu diéu tri metoprolol trén bénh nhén hen phé
quan dang ding thube chu van beta-2 (duomg uong hoic duong
hit), can theo doi va diéu chinh tang liéu thude chi vén beta, ney
chn thiét.

Metoprolol c6 thé lam giam hiéu qua cua cac thude diéu tri déi thio
dudmg va che lap triéu chimg ha duémg huyét.

Metoprolol trong mot s6 hiém trudmg hop c6 thé 1am trim trong
thém céc rdi loan dan tmyen nhi thét, thim chi co thé giy bléc nhi
thit. Trén bénh nhan co bléc nhi that mire do 1, viée ding thude
chen beta phai rit than trong.

Metoprolol cé thé lam ning thém céc triéu Lhung cua bénh ly mach
ngoai bién do tac dung ha huyct ap cua thude nay.

Khi ké don metoprolol cho bénh nhéan ¢é u tiy thuong thn, can
dung thude chen alpha trude khi khoi diu metoprolol va trong khi
diéu tri bang metoprolol.

Trén bénh nhan co6 dau that nguc Prinzmetal, cic thubc chen beta,
clupn loc cén durge sir dung than trong vi metopmlol c6 thé lam [ﬂng
sG lrong va khoang thoi gian cua con dau thit nguc.

Metoprolol ¢ thé lam che lap cdc triéu chimg ctia nhiém déc tuyén
gidp. Vi viy, cin sir dyng thin trong trén bénh nhan dang c6 hoic
nghi ngd ¢ nhiém déc tuyén giap va ddng thoi can theo dai chat
ché chire nang tuyén gidp va chirc nang tim.

Trude phiu thuit, béc sT gdy mé can biét bénh nhan dang ding thude
chen beta. Khong khuyén cio ngimg thude chen beta trong phéu thujt.
thmg ngung dot ngot thube chen beta. Néu phai ngimg thudc, neu
co the, can giam din lidu trong it nhat 2 tuin. Liéu metoprolol can
giam xudng mire 25 mg trong it nhit 6 ngay trude khi ngimg hoan
toan. Néu xuét hién cac tridu chimg, tbe do giam dan liéu cin chim
hon. Ngimg dét ngdt thude chen beta ¢6 thé 1am trim trong hon suy
tim va tang nguy co nhdi méau co tim, dot tir.

Tuong tu nhur cac thude chen beta, metoprolol cé thé lam tang
tinh nhay cam voi cac di nguyén va mire nghiém trong cua phan
g phin vé néu xay ra. Trén cac bénh nhin dang ding thudc chen
beta, phan trng phan vé khi xay ra s& nghiém trong hon, Viéc ding
adrenalin c6 thé s& khong dat duge dap {mg diéu tri toi wu.
Metoprolol ¢6 thé thic day khoi phat hojc lam ning hon tinh trang
vay nén.

Ti::]h trang khé mat c6/khdng kém phat ban da cé thé xay ra. Trong
phan lon cac truong hop, céc trigu ching nay thoai lui khi ngimg
metoprolol. Bénh nhin cin duge theo dai can than vé nhimg té
dong co thé Xdy ra trén mat. Néu tac dung nay xay ra, nén can nhic
ngirng metoprolol.

Cho 151 hi¢n tai, dir liu lién quan dén viée sir dung metoprolol trén
bénh nhan suy tim ¢ kém cic tinh trang dudi day van con chua
ddy du:

Suy tim khong 6n dmh (NYHA IV)

Nhéi méau co tim céip hodc dau thét nguc khéang én dinh trong vong
28 ngay trudc do.

Suy giam chac nang thin.
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Suy giam chirc ning gan.

génh nhan trén 80 tudi hodc dudi 40 ;.

pénh van tim ¢4 anh hudng dang ké dén huyét dong.

Bénh phi dai co tim téc nghén.

Trong phau thudt hojic trong vong 4 thang sau phau thuat.

Trong trudng hop chdm nhip tim, nén giam liéu; hodc nén ngimg
thude tir tir.

Metoprolol tartrat ¢6 thé khong nén ding trén bénh nhan suy tim
sung huyet chua duge diéu tri. Cin kiém sodt tinh trang suy tim
sung huyét truée. Neu dong thoi dang diéu tri bang digoxin, can
thin trong vi ca hai thudc déu 1am cham din truyén nhi tht va c6
nguy co bi phén ly nhi that. Bén canh d6, cac bién chimg trén tim
mach nhe c6 thé xay ra, véi biéu hién nhip tim cham, chéng mit va
¢6 thé tram trong hom.

Thfﬂ ki mang thai

Thubc dé dang di qua nhau thai, lam nong d6 metoprolol trong huyét
thanh clia me va thai nhi lic sinh gin bang nhau, Thube lam giam
aréi mau nhau thai va c6 thé gay ar vong thai nhi hoge sinh non.
Trén phu nit mang thai ¢6 ting huyét 4p nhe - trung binh ding
metoprolol dai han, da ¢6 ghi nhan tinh trang thai nhi chim ting
truong. Ba ¢6 bdo cdo vé viéc thude chen beta g £y kéo dai thoi gian
chuyén da va 1am chdm nhip tim & thai nhi va tré so sinh, Ciing
¢6 cic bao cao vé tinh trang ha dudng huyét, ha huyét ap, ting
bilirubin huyét va tinh trang tre ché dap ung voi glam oxy mé trén
tré so sinh. Do vy, can sir dl,mg liéu lhap nhit cé the v cin ngimg
thude trude 48 - 72 gio du Kién sinh, néu khong, cén theo ddi cac
ddu hiéu va triéu E;hl.mg clia irc ché beta trén tré so sinh (vi du: téc
dung trén tim, phoi).

Trén dong vat, khong c6 chimg cir vé kha ning gay quai thai cia
metoprolol, tuy nhién co thé gay giam hru lurgng mau toi day rén,
chdm phat trién, chim voi hoa va tang ti 1¢ tir vong cua thai va tir
vong sau sinh.

Vi chua nghién ctru diy dua va kiém tra chit ché nén chi dugce ding
metoprolol cho ngudi trong thoi ki mang thai néu thit su chn thiét,
Thii ky cho con ba

Metoprolol duge bai tiét trong sita véi lugng rét nhé mic du ndng
d trong sita me ghi nhén dugc cao gap khoang 3 lan so véi trong
huyét twong me. Lugng metoprolol ma tré nhan duge khi bi mit
lit stta me mdt ngay chi dudi 1 mg, lugng nay duge cho la it co ¥
nghia trén 14m sang. Chura quan sat thiy bién ¢b bét loi trén tré bu
me, tuy nhién nén than trong va theo dai cic tac dung toan than cia
thudc trén tré khi me ding metoprolol trong thoi ky cho con bu.
Tdc dung khéng mong mudn (ADR)

Phén 16n & mirc do nhe va c6 tinh nhat thoi.

Rat thieomg gap

Tim mach: giam huyét dp dang ké va ha huyét ap tur thé dimg.
Toan than: mét moi.

Thieong gap

TKTW: dau déu, chong mit.

Tim mat.h nhip tim chém, r6i loan thing béing, danh trong ngue,
giam tudn hoan ngoai bién (lanh céc chi).

Da day - ruét: ¢ nong, ia chay, kho mi¢ng, dau bung, tao bon.

Ho hép: thir kho khe, kho thé.

It gap

Tim mach: suy tim, bloc nhi thit d¢ 1.

Tam thin: trim cam, r6i loan tp trung, budn ngu, mat ngil,mo dc mong.
TKTW: di cam.

Da day - rugt: non.

Noi tiét, chuyén hoa: giam ham mudn, ning thém bénh dai thao
dudng, tang cin.

Da va mo dudi da: ban da (may day, ton thuong logn dudmg da),
ting tiét mo hai.

Hé hip: co thit phé quan.

Hé co xuong: co thit ca.

Toan than: phu.

Hiém gap _

Toan than: tang tiét mo hoi.

TKTW: 4c mong, tram cam, 40 gi4c.

NGi tiét: 1am xau di tinh trang dai théo duéng tiém én.

Tém than: lo ling. , '

Mit: rdi loan thi gidc, khd hodc kich trng mat, viém két mac.

Tim mach: réi loan chic ndng tim, loan nhip tim, rdi loan din
truyén.

Ho hap: viém miii.

Tiéu hoa: khd miéng. )

Gan mat: chi s6 enzym gan bat thudng.

Da va mé dudi da: rung toc.

Hé sinh duc: bét lyc va cdc rdi loan tinh duc khdc, hoi chimg
Peyronie.

Liéu luwgng va cdch dung

Cich ding: Thuéc ding duémg uéng hodc tinh mach Thude co thé
urmg gan bira n hodc xa bifa an. Tuy nhién, nén co dinh vé thoi
diém udng gilra céc ngay dé giam thiéu dao dong vé téc dung cia
thude, vi du: cung la ngay sau bira an hodc cung la truac khi an.
Vi dang bao ché giai phong chim, thong thuomg nén udng nguyén
vién, khong nhai, be, ngh1cn Néu dang bao ché g:al phéng cham
chira metoprnloi succinat ¢6 vach chia vién, c6 thé bé vién theo
vach chia dé udng tuy nhién khéng dugc nhai hay nghién sau do.
Liéu lirgng

Liéu cho ngudi lon

Tang Fuyét ap Liéu bt diu thong thuong 1 50 - 100 mg méi ngay
udng mot lan hodic chia thanh liéu nho, dung mot minh hoac phéi
hop véi mot thudc 1gi tiéu. C6 thé lﬁng liéu cach mot tudn (hay dai
hon) cho téi khi dat giam huyét ap t6i tu. Thudng lidu ding c6 tac
dung t5i da trong vong 1 tudn. Liéu hiéu qué thudng 12 50 - 300 mg
méi ngay. Trén mét s& bénh nhan, dic biét khi sir dung liéu thap (vi
du 100 mg mdi ngay), huyét ap c6 thé ting nhe & cudi khoang dua
liéu véi ché do lidu mot lan hodc hai lan mgt ngay. Néu dap img diéu
tri khéng duy tri diroc ca ngay, 6 thé cin tang liéu, ding nhiéu lin
méi ngiy hon hodc ding dang bao ché giai phong kéo dai.

Vién giai phong cham: Tﬁng liéu hang ngay giémg nhur trén nhung
ubng 1 1an,

Tong liéu hang ngay khong qua 450 mg véi vién quy udc va
400 mg vdi vién giai phong kéo dai.

Bau thét ngc Liéu bat dau lhong (hubng la 100 mg/ngay, ch:a
lam 2 l4n uéng hodc 1 1An. C6 thé tang din lidu cach mét tudn
cho t&i khi dat dédp ing 1am sang toi wru hoac khi nhip tim cham
ré rét. Lidu hiéu qua tr 100 - 400 mg mdi ngay. Néu can ngimg
metoprolol, nén giam dan liéu trong théi gian 1 dén 2 tuan.

Diéu tri sau nhéi mdu co tim:

Piéu tri sém sau nhdi mdu co tim:

Nén bat dau diéu trj metoprolol cang sém cang tét néu bénh nhin
khong c6 dau hiéu bét 6n vé huyét dong va cac loan nhip cham va bt
dau bang tiém tinh mach ba lin, mdi lin 5 mg metoprolol, tiém cach
nhau khoang 2 phit. Trong khi tiém (inh mach, phai giam sat cin
thian huyét ap, tin sb lim va dién tdm do. Nén cho bénh nhén udng
v1en nén meloprolol mdi 1an 50 mg, cir 6 gid mot lan, bt dau cho
udng 15 phit sau lin tiém finh mach cudi cung va tiép tuc trong 48
gi¢r. Sau d6, bénh nhan dung lidu duy tri mdi lan 100 mg, ngdy 2 lan.
Nhimg bénh nhan 16 ra khong dung nap toan liéu tiém tinh mach
thi nén bt diu diéu trj véi vién nén metoprolol méi lan 25 mg
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hodic 50 mg, cir 6 it mdt lan, vao thai gian 15 phat sau 1dn tiém
tinh mach cudi cling, ngay khi tinh trang lim sang cua bénh nhin
cho phép. O bénh nhin khéng dung nap thuéc nghiém trong, phai
ngimg diéu trj véi metoprolol.

Diéu tri mugn - nhoi méu co tim: Nén bt ddu diéu tri bénh nhan véi
vién nén metoprolol, méi 1an 100 mg, ngay 2 1an ngay khi diéu ki¢n
14m sang cho phép; diéu tri lién tuc trong it nhat 3 thang, c6 thé téri 2
ndm néu bénh nhin dung nap tét va khong c6 chéng chi dinh.

Diéu tri loan nhip tim: Liéu udng thudng diing 1 50 mg/ln, 2 holic
3 1an méi ngdy. Néu cén, ting 1&n t&i 300 mg mdi ngay, chia thinh
nhiéu liéu nhé. D& didu tri cip clru loan nhip tim, ¢6 thé tiém tinh
mach liéu khai ddu téi 5 mg, véi tde do | - 2 mg/phit.

Néu can thiét, c6 thé nhic lai & khoang cach 5 phiat mét lan cho téi
tong liéu Ia 15 mg. Khi logn nhip cép da duoc kiém sodt, co thé bit
diu ding liéu duy tri uéng khong vt qua 50 mg, 3 1an mdi ngay,
4 - 6 gio sau khi tiém tinh mach.

Diéu tri suy tim: Liéu khai dau 25 mg, mot ldn mét ngay trén bénh
nhan NYHA 11 hodc lidu khoi ddu thap hon 1a 12,5 mg, mot lan
mot ngay trén bénh nhan cé suy tim nang hon. Liéu cén dugc hiéu
chinh gép ddi mdi 2 tuan cho téi khi dat liéu 200 mg, mét lan mot
ngay hofic t6i lidu tdi da dung nap dugc. Néu céc triéu chimg cia
suy tim tang khi dang ding metoprolol, ¢ thé can ting lidu cua
thuéde lgi tiéu dung kém va khong ting lidu metoprolol cho toi khi
céc triéu chimg xdu di cia suy tim (nhr tinh trang it dich) dugc én
dinh. C6 thé can phai giam liéu hogc tam ngimg thudc. Trén céc
bénh nhén suy tim c6 tinh trang chdm nhip tim ¢6 triéu chimg hodc
bléc tim mirc d6 2 hodic 3, can giam li¢u metoprolol.

Diz phong dau ntea déu: 100 - 200 mg/ngay chia lam nhiéu lan.
Diéu tri hé tro trong cuong gidp trang: 50 mg/lan, 4 lan/ngdy.
Ngudi cao tudi: Ngudi cao tudi c thé tang hodc giam nhay cam
véi tc dung cia liéu thong thuong \j ngm‘ri 16m.

Ngum suy gan: Thudng khong can chinh liéu & bénh nhan xo gan.
C6 thé can giam liéu & suy gan ning.

Ngum suy than: Khong can chinh liéu,

Liéu tré em

Téng huyét dp, dimg dieong uorzg

Tre em 1 thang - 11 tudi: Khoi dau 1 mg;kg, 2 lan/ngay, tang lidu
néu cin thiét toi toi da la 8 mg/kg/ngdy (t8i da 400 mg) chia thanh
2-4lidu. o
Tré em 12 - 17 tudi: Khoi déu 50 - 100 mg/ngay, ting lidu néu can
161 200 me/ngdy chia 1 - 2 liéu, ti da 400 mg/ngdy (tuy nhién hiém
khi can liéu cao hon).

Loan nhip tim, ding duong uung

Tré em 12 - 17 tudi: 50 mgﬂan 2 - 3 lan/ngay, néu cén c6 thé ting
tdi 300 mg/ngay chia thanh nhiéu liéu.

Tuong tac thube

Cdc twong téc nén tranh phéi hop

Dén xudt ctia acid barbituric: Barbiturat c6 thé cam tmg enzym
chuyén héa metoprolol.

Thuée chen kénh calei: Verapamil hoic diltiazem co thé lam ting
tic dung hudng co dm tinh. Khong nén sir dung verapamil dudng
tinh mach trén benh nhin dang d\mg thudc chen beta do ting nguy
co ha huyct ap, t6i loan dén truyén nhi thit va giam chirc nang thét
trai. Chong chi dinh phdi hop ndy trén bénh nhan c6 giam chirc
ning tim. Cac thude chen kénh calci dan xuat dihydropyridin nhu
nifedipin, amlodipin c6 thé Jam ting nguy co ha huyét ap, suy tim
trén nén bénh nhan ¢6 suy giam chirc ning tim tiém tang.

Cic tieong tdc c6 thé cdn hiéu chinh liéu

Amiodaron: Da ghi nhin tinh trang chim nhip xoang nang trén
bénh nhén dung dong thoi amiodaron va metoprolol. Amiodaron
©6 nira doi thai trir rit dai (xap xi 50 ngay), vi viy tuong tac cham

c6 thé xay ra sau khi ngimg amiodaron mt thoi gian dai.

Thuoc chang loan nhip nhom I: Thube Lhong loan nhip nhém [ ¢
tac dung hucng co 4m tinh hiép dong vai metoprolol, ¢ thé din téi
cac bién cb bt lgi nghiém trong trén huyel dong trén bénh nhén ¢
giam chirc niing that tri. Phéi hop nay cin tranh trén bénh nhan ¢4
hgi chimg suy nut xoang va ¢ bénh 1y trén dan truyen nhi - thit,
Tuong tic ghi nhén nhiéu nhat voi disopyramid.

Thuoc wre ché CYP2D6: Cac thude e ché CYP2D6 ¢6 thé lam ting
nong d§ metoprolol trong huyel tuong. Céc tuong tic cd y nghia
1dm sang bao gom: thude chong tram cam nhur fluoxetin, paroxetin
haac bupropion; cac thude chong lo:;m than nhu thioridazin, thude
chéng loan nhip nhu propafenon, thude chéng virus nhur ntonawr
thudc khang histamin nhu diphenhydramin, thude chong sOt rét nhy
hydroxycloroquin hodc quinidin, thude chéng nim nhu terbinafin
va cdc thude diéu tri loét da day nhu cimetidin. C6 thé cin chinh
liéu metoprolol trén bénh nhan diing phdi hop véi céc thude tren
Diphenhydramin: Lam giam d thanh thai cia metoprolol t¢i 2,5
lin trén céc bénh nhan co qué trinh hydroxyl héa qua CYP2D6
nhanh, tir 6 din t¢i ting tic dung cia metoprolol.

Digitalis: Phéi hop c6 thé dan t6i tang thai gian dan truyén nhi thit
va gay ra chdm nhip tim

Thudc trc ché MAO: Sit dung than trong vi ¢o thé dan téi cham nhip
tim va ting tac dung ha huyét ap. Cén theo doi huyét 4p va nhip tim
khi khoi déu diéu tri,

Thube diéu tri tang huyét dp tdc dong trung wong (clonidin,
guanfacin, methyldopa...): Khi dang sir dung dong thai vei cic
thube chen beta, ngimg dot ngdt cac thude tic dong trung uong,
d3c biét trude khi ngimg thudc chen beta c6 thé lam ting nguy co
tang huyét ap hoi ing.

Paroxetin: C6 thé lam tang ndng d6 metoprolol huyét twong, din
t&i ting tic dung tre ché beta.

Ergotamin: Than trong khi phdi hop vi thube chen beta c6 thé anh
hudémg t6i tudn hoan ngoai bién.

Nitrat: C6 thé 1am ting tac dung ha huyét ap ciia metoprolol.
Thude gidng pho giao cam: Co thé dan t&i cham nhip tim kéo dai.
Thuée giong giao cam: Metoprolol d6i khang vai tac dung trén
thu thé beta, cia cac thude gidng giao cam nhung anh hudng it toi
tic dung gian phé quan cia cic thude chi vén beta, & liéu diéu tri.
Thudc gay mé toan thén: Tang tac dung tic ché tim, tuy nhién phéi
hop ndy khong chéng chi dinh.

Insulin va thude diéu tri dai thao diong dieong uong: C6 thé tang
thc dung ha dudmg huyét khi diing ciing thude chen beta, dic biét la
cac thude chen beta khong chon loe. Trong treomg hop ndy, co thé
cn chinh lidu cua cic thude diéu tri dai thao dudng dudng udng.
Thude chen alpha nhie prazosin, tamsulosin, terazosin, doxazosin:
Ting nguy co ha huyét ap, dac biét ha huyét ap twr thé dimg mirc
d6 nding.

Thuéc gian co: Metoprolol ¢6 thé 1am tang téc dung gidn co. Cén
theo d6i huyét ap va chinh lidu thudc diéu tri tang huyét ap khi can.
Lidocain: Metoprolol ¢6 thé 1am ting dd thanh thai cua lidocain.
Chét cam tmg enzym gan nhe rifampicin: Cé thé 1am giam ndng d0
metoprolol trong huyét tuong.

Cdc khdng acid: C6 thé 1am ting ndng 6 metoprolol trong huyét rong.
Thube diéu tri tang huyét ap khdc: Higp dong tac dung ha huyét dp.
Thén trong khi phoi hop véi cac thuée diéu tri ting huyet ap khac
hodc cac thudc ¢6 thé lam giam huyel ap, nhu thudce chong trim
cam ba vong, barbiturat, phenothiazin. Tuy nhién, ph()l hgp cic
thudc diéu tri tang huyét ap thuomg dwgc sir dung vi lgi ich kiém
soat huyét 4p.

Qua lidu va xir tri

Nhimng dAu higu va trigu chirng c6 thé xay ra trong sir dung qud liéu
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vai metoprolol 1a nhip tim chim, ha huyét ap, co thit phé quan,
suy Lm.

Khong ¢ thuée giai doc diic hiéu; cé thé 4 ap dung nhimg bién phap
sau day:

Rura da day.

Nhip tim chdm: Dung atropin. Néu khéng c6 dap img, co thé sir
dung than trong isoproterenol.

Ha huyét ap: Co thé ding mot thube tang huyét ap, vi du,
norcpinephrin hodc dopamin

Co thit phe quan: C6 thé dung mdt thude kich thich beta, vi/hoic
mot dén chat theuphylm

Suy tim: C6 thé dung mét glycosid cua digitalis va thude loi tiéu.
Trong chodng do tinh co co tim khéng diy du, cd thé can nhic
dung dobutamin, isoproterenol hodc glucagon.

Cap nhdt lan cudi: 2018.

METRONIDAZOL

Tén chung quéc té: Metronidazole.

Mi ATC: AOIABI7, DO6BX01, GO1AF01, JOIXDO0I1, PO1ABOI.
Loai thude: Thude khing khuan, thudc chéng ddng vat nguyén
sinh.

Dang thudc va ham lugng

Vién nén: 250 mg, 500 mg.

Thufgc dan tryc trang: 500 mg, 1 000 mg.

Thude trimg 500 mg.

Hén dich: 40 mg/ml.

Gel ding tai cho: 750 mg/100 g (tuyp 30 g).

Dung dich truyén tinh mach: Lo 500 mg metronidazol/100 ml, pha
trong dung dich ding tnrong hodc ¢6 thém manitol.

Dugc lwe hoe

Metronidazol 12 mét din chét 5-nitroimidazol, ¢6 phd hoat tinh
rong trén ddng vat nguyén sinh nhu amip, Giardia va trén vi khuén
ky khi.

Co ché tac dung ctia metronidazol con chira that rd. Trong té bao vi
khuén ky khi hoic dong vat nguyén sinh nhay cam, nhém 5-nitro
cuia thube bi khu bai hé enzym nitroreductase thanh cac chit trung
gian khong on dinh. Céc chal nay lién két véi cau triic xodn cia
phén tir DNA lam pha v céu triic DNA, déng thii irc ché sinh tong
hop acid nucleic, cudi ciing lam té bao bj chét.

Metronidazol ¢6 tac dung diét amip thé hoat déng tai long rudt,
thanh rudt ciing nhu cdc co quan ngoai rudt khac nhu gan va phéi.
Thube c6 tic dung chéng viém véi co ché chura 13, c6 thé do trc ché
cac gbe tr do gay ton thuong md viém. Metronidazol cling dugc
cho 12 ¢ anh huéng téi chire nang cua bach chu, thay dbi cdu tric
té bao lympho va anh huong ti mién dich té bao.

Phé tac dung: Néi chung, metronidazol ¢6 thc dung véi hiu hét cac
vi khudn ky khi va nhi¢u loai dgng vat nguyén sinh. Thude khong
¢6 tic dung véi ndm, virus va hau hét cac vi khuan hiéu khi va vi
khuén ky khi khong bét buge (tiy ¥).

Véi vi khuén: In vitro, metronidazol ¢ tic dung véi nhiéu loai
vi khuan Gram am ky khi nhu Bacteroides fragilis, B. distasonis,
B. ovatus, B. thetaiotaomicron, B wureolyticus, B. vulgaris,
Porphyromonas asaccharolytica, P. gingivalis, Prevotella bivia,
P disiens, P intermedia, Fusobacterium va Veillonella; mot )
chiing Mobiluncus; thudc cling co tic dung trén mot s6 chung ky
khi Gram dwuong nhu Clostridium (C. difficile, C. perfringens),
Eubacterium, Peptococcus va Peplostreptococcus.

Hau hét cic chung Gardnerella vaginalis chi nhay cam vdi
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metronidazol & nong dé cao. Tuy nhién, cht chuyén hoa 2-hydroxy
cua metronidazol ¢6 tic dung trén vi khudn nay mgnh gép khoing
4 - 8 lan so véi metronidazol, do vy thude c6 tac dung in vivo khi
duge ding dwémg toan than. Metronidazol c6 tac dung han ché trén
Lactobacilius hogic cae vi khuan hiéu khi khéc phan 1p tir im dgo.
In vitro, nong dd tdi thidu Gc ché 90% (MIC,) cdc chung vi
khudn ky khi Gram am va duong nhay cam khoang 0,125 - 6,25
mlcrogam/ml Nghién ciru cho thiy néu néng d¢ irc ché t6i thiéu
clia thude vao khoan g < 8 microgam/ml sé& dugc coi la nhay cam
v6i metronidazol, néu nang dd d6 > 32 microgam/ml thi xem nhu
vi khuén da khang thudc.

Véi dong vat nguyén sinh: Metronidazol cé tic dung vdi
Entamoeba histolytica, Trichomonas vaginalis, Giardia lamblia
va Balantidium coli. In vitro, hdu hét cdc ching E. histolytica va
T. vaginalis bi (rc ché & nf‘)ng dd Lhép hon 3 microgam/m! v hiu
hét cc ching G. lamblia bi ic ché & nong do khoang 0,8 - 32
microgam/ml. Metronidazol tac dung chii yéu trén thé hoat dong
ctia £. histolytica, rat it tac dung trén the kén.

Khdng thuée: Pa c6 bao cao toi 70 - 75% ching Actinomyces spp.
vd Propionibacterium spp., Lactobacillus khing metronidazol.
Khéng chéo vdi cac nitroimidazol khic nhur tinidazol ciing da xay
ra. Khang thude tu nhién va mic phai & mot sd chﬁng Trichomonas
vaginalis cling dd dugc bao cdo. Mic du chua rd vé mirc do quan
trong trén lim sang, nhung nghién ciru in vitro cho thay mot s6
chiing T. vaginalis phin ldp dugc gidm nhay cam véi metronidazol
ciing giam nhay cdm v6i tinidazol. Nong d¢ diét khuan tdi
thiéu (MLC) cua tinidazol véi ching nay thip hon so v&i cla
metronidazol.

Pa sb cac chung vi khuin ky khi phin lap duoc van nhay véi
metronidazol. Tuy viy di ¢6 bio cio vé Bacteroides fragilis va
cac vi khudin ky khi khic khédng metronidazol. Co ché khing
co thé do giam metronidazol di vao té bao, hoic giam hoat tinh
nitroreductase, enzym cé vai tro chuyén hoa metronidazol sang
dang c6 hoat tinh. C6 12 vi ferredoxin giam nhung khéng mét hoan
toan nén truong hop céc chung vi khuan khang thude vén c6 thé
dap uang khi diing metronidazol liéu cao va kéo dai.

Khi dimg metronidazol don doc dé diéu trj Campylobacter hoic
Helicobacter pylori thi khang thubc phat trién kha nhanh. Do
vily, khi b nhiém ca vi khuan va khi va ky khi, phai phéi hop
metronidazol véi céc thude khang khuan khac.

Duoe dfng hoe

Metronidazol thuémg hap thu nhanh va hoan toan sau khi uéng.
Khoing 80 - 100% liéu duge hdp thu tir duémg tiéu héa. Sau
khi uong lieu don 500 mg dang thudc giai phong nhanh vao lic
d6i, ndng do dinh trong huyét twong dat dugc khoang 11,5 - 13
microgam/ml trong vong 1 - 3 gi¢. Co sy twong quan tuyén tinh
gilta liéu ding va néng dé trong huyét twong trong khoang lidu tir
200 - 2 000 mg.

Ubng r'netronjdazc!l dang giai phong kéo dai cling vai thire &n lam ting
ty 1¢ hap thu va nong dé dinh trong huyét twong. Ding liéu 750 mg
dang giai phong kéo dai trong 7 ngay lién tiép, nong d¢ dinh trung
binh & trang thai can biang dat dwoc khoang 12,5 microgam/ml va
dl}y tri trong khoang 6 - 8 gi¢r sau khi uﬁng thude lic déi, va dat
ru”?ng do cao hon 19,4 microgam/ml, duy tri khoing 4,6 gio sau khi
uong thuoc lue khong doi.

Khi ding liéu khoi dau 15 mg/kg tiém truyén trong 1 gio, sau d6
truyén 7,5 mg/kg, 6 gid mot liéu thi ndng dd dinh huyét trong dat
dugc & trang thai cin b?mg khoang 26 microgam/ml. Trong mot
nghién ctru quan sat, AUC khéng khac bit khi dung metronidazol
500 mg dudmg udng so vdi truyén tinh mach trong 20 phit.

Dugc dong hoe ctia metronidazol khi ding tai chd (dang thuoc dat)




