1122 Metronidazol

ngdy trong 10 ngay. Néu khong ding duge dudng ubng, truyén tinh
mach 500 - 750 mg mdi 6 - 8 gid.

Viém loét da day td trang do H. pylori:

Ubng SO0 mg/lén, 3 lin mdi ngdy, cling véi bismuth subsalicylat
hofic bismuth subcitrat keo va céc khéng sinh khéac nhu amoxicilin
hoiic tetracyclin két hop véi 1 thude tre ché bom proton, dot diéu
trj kéo dai 1 - 2 tudn.

Dur phong nhiém khudn phéu thugt: Truyén tinh mach 15 mg/kg
metronidazol truéc phiu thudt sao cho thude duge két thic truyen
trong vong 1 gi¢ trude khi rach dao. C6 thé can nhic lap lai liéu

7,5 mg/kg truyén tinh mach tai thoi diém 6 gitr va 12 gio sau liéu
dau tién.

Tré em
Diéu tri nhiém dong vat nguyén sinh:
Bénh do Giardia: Ubng 15 mg/kg/ngay, chia lam 3 lan, trong 5 - 10
ngay.
Bénh do giun rong Dracunculus: Udng 25 mg/kg/ngay, dung trong
10 ngay; khéng duge dung qua 750 mg/ngay (du tré trén 30 kg).
Diéu tri amip: uéng 35 - S0 mg/kg/ngay, chia lam 3 lan, tdi da
750 mg/lan, udng trong 5 - 10 ngay.
Diéu trj nhiém Dientamoeba fragilis: 20 - 40 mg/kg mbi ngay, chia
lam 3 liéu, diing trong 10 ngay.
Diéu tri nhiém vi khudn ky khi:
Tré so sinh < 26 tudn tudi thai hiéu chinh (sé tudn tudi thai + sb
tudn tudi thue sau khi sinh): Truyén tinh mach liéu tai 15 mg/kg,
sau d6 7,5 mg/kg/ngay.
Tré so sinh 26 - 34 tuan tudi thai hiéu chinh: Truyén tinh mach liéu
tai 15 mg/kg, sau d6 7,5 mg/kg mdi 12 gio.
Tré so sinh > 34 tuan tudi thai hleu chinh: Truyén tinh mach lidu tai
15 mg/kg, sau d6 7,5 mg/kg mdi 8 givr.
Tré em | thang tudi: Udng 7,5 mg/kg mdi 12 gio, hoge 15 mg/kg
liéu tai, sau d6 7,5 mg/kg mdi 8 gid.
Tré em trén 2 thang: Udng 7,5 mg/kg (ti da 400 mg) méi 8 gio,
hodc truyén tinh mach 7,5 mg/kg mdi 8 gid.
D phong phdu thudt:
Tré so sinh ti 40 tudn tudi thai higu chinh: 7,5 - 15 mg/kg truyén
tinh mach 30 phit trre phau thuat.
Tré so sinh trén 40 tuan tudi thai hiéu chinh: 15 - 30 mg/kg truyén
tinh mach 30 phut truéc phau thudt.
Tré em | thang - 11 tubi: 15 - 30 mgrkg (t6i da 500 mg) udng 2 givr
trrdc phau thuit hodc truycn tinh mach 30 phut trude phiu thudt.
Tré em 12 - 17 tudi: 500 mg udng 2 gidr trudc phau thudt hoac truycn
tinh mach 30 phut truéc phau thudt, 1ap lai sau mdi 8 gitr néu can.
Diéu tri Helicobacter pylori
Phéi hop véi amoxicilin va thude (rc ché bom proton: Udng 20 mg/
kgfngéy chia 1am 2 liéu trong 10 - 14 ngay. Tdida | g/ngdy.
Diéu chinh liéu
Piéu chinh liéu dung cho bénh nhin suy giam chic nang gan hoic
ngudi cao twdi khi cin thiét.
Twong tic thube
Cdc thuée chong déng coumarin: Metronidazol dung dudng udng
hodc tiém c6 thé gay ting tac dung cua thubc chéng dong mau dang
udng, dic biét la warfarin, 1am kéo dai thai gian prothrombin. Vi
vay tranh ding déng thoi hodc p]‘lal theo df.'n thm gian prothrombin
va diéu chinh liéu céc thudc chéng dong néu cén.
Céc thuoc c6 nguy co kéo dai khoang OT: Metronidazol khi ding
chung véi cac thube c6 nguy co kéo dai khoang QT hodc khi ¢6
kém céc yéu té nguy co khac co thé lam tang phan (mg bt lgi trén
tim mach cuia céc thube nay nhu gay kéo dai khoang QT, loan nhip,
tham chi hiém gip ¢6 thé gay xoén dinh.
Cimetidin \tc ché chuyén hoa tai gan ctia metronidazol, lam tang

I

ntra doi thii trix cia metronidazol, diin dén ting ADR, vi viy iy
céin nhéc khi sir dung dbng thoi.

Disulfiram: Khong dung dong thai metronidazol véi disulfirgy,
cén phai dung hai thubc & nhimg thai diém cich xa nhay,

Lithi: Ba lhay bao cao mot sO diu hiéu ddc cua lithi khi din
metronidazol cho nhimg bénh nhan dang diéu tri lllhl lidu caq Vie
thé gay ting nong dé trong hu)cl thanh, do vdy cdn than trong v
theo ddi ndng d¢ lithi khi dung dong thai.

Phenobarbital: Diing dong thoi metronidazol va phenobarbjg| lim
ting chuyén hoa metromdazol nén thude thai trir nhanh oy
Ricou va thude ¢6 chira cén: Metronidazol irc ché cac enzym gy
hoa rugu va aicoho] dehydrogenase gay phan tng kiéu dlsuiﬁram
V1 vy, khong uong rugu hodc dung déng thai cac thude €6 chify
¢on trong khi diéu tri véi metronidazol.

Tuwong ky,

Dung dich metronidazol dang pha sin tuong ky véi glucose 10%,
dung dich Hartmann, amphotericin B, benzylpenicilin, drotrecogm
alfa, filgrastim, pantoprazol, amoxicilin/clavulanat. Thude tuong
hgp véi dung dich natri clorid 0,9%, glucose 5% va glucog,
pha trong dung dich natri clorid. C6 thé twong hop qua chac 3
véi acyclovir, cefotaxim, ceftazidim, cefuroxim, cnsalracunum,
clarithromycin, dopamin, esmolol, fluconazol, foscamet,
granisetron, labetalol, linezolid, magnesi sulfat, methylprednisolon
natri succinat, midazolam, piperacilin/tazobactam, remifentanil,
ampicilin, cefazolin, ceftriaxon, ciprofloxacin, gentamicin,
tobramycin, caspofungin, heparin, meropenem, milrinon, morphin
sulfat, nicardipin, vasopressin.

Metronidazol dang bot pha tiém co pH rit lhﬁp trurde khi duge
trung hoa, cé thé tuong ky véi nhiéu dung méi hodc thude khac.
Do viy khong pha tron véi bt ky thude nao khéc.

Qui lidu va xir tri

Triéu chimg: D3 thiy bdo cdo trudng hop ngd doc qua lidu
metronidazol khi udng mot liéu duy nhat 15 g. Triéu chimg bao
gOm budn ndn, nén va mét diéu hoa, bénh 1y than kinh ngoai bién,
dong kinh. Anh huéng ddc trén thin kinh nhir co giat, bénh Iy thin
kinh ngoai bién dd duoc béo cdo sau 5 - 7 ngay dung liéu 6 - 104 g
cach 2 ngay/lan.

Xir tri: Khong co thube giai doc dic hiéu. Didu tri triéu chimg vi
hd trg.

Cdp nhdt lan cudi: 2020.

MEXILETIN HYDROCLORID

Tén chung qudc té: Mexiletine hydrochloride.

Ma ATC: C01BB02.

Loai thuoe: Thude chéng loan nhip tim (nhém IB).
Dang thude va ham lwgng

Vién nang: 100 mg, 150 mg, 200 mg (twrong duong 167 mg
mexiletin), 250 mg.

Dugc lye hoc

Mexiletin ¢6 ciu triic twong tr nhu lidocain nhung lai cé tic
dung khi udng va d6 1 loi diém 1én ciia mexiletin so vdi lidocain
(xylocain). Thudc ¢6 tic dung gay té tai ché va chéng loan ahip
tim. Tac dung dién sinh Iy ciing gidng nhu cua lidocain (thudc
chong loan nhip nhém IB) va chi yéu la lam giam tdc tang dién the
hoat dgng & pha 0 do (rc ché dong Na' di vao té bao. Mexiletin lam
giam thoi gian tro higu qua (ERP) & soi Purkinje, tuy vay mirc 49
gidm it hon so v6i giam thoi gian dién thé hoat dong (APD), dan
deén tang ti s0 ERP/APD.
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O ngudi o di¢n sinh li tim binh thuomg, mexiletin {t ¢6 anh huéng
(i viéc tao xung va lan truyén Yung déng & tim. Trong cic thir
nghi¢m lam sang, thude khong thdy gy ra bléc nhi thit dd 2 hoac 3,
cing khong giy ra kéo dai phirc hgp QRS hoic khoang QT trén
dién tam d6. Ve 1y thuyét thudc ¢6 thé didu tri loan nhip thit lién
quan dén kéo dai khoang QT.

O ngudi bénh c6 roi loan dan truyén, déi khi thude gay ra cac tic
dong nhu uc ché l'lhlp xoang, kéo dai thoi gian phyc hdi nat xoang,
giam toc o dan lruyen va kéo dai thoi ky tro hiéu qua.

Trén nghién ciru c6 s6 lugng nho bénh nhzm co va khong cé bénh
ly co tim, sau khi ding mexiletin dudmg udng c6 cho thdy giam
cung luong tim va tang sirc can ngoai vi nhe, huyét ép va nh:p tim
khong doi. Ciing gidng nhu lidocain, mexiletin ¢6 thé irc ché hoat
dong co tim sau khi ding thude dudmg tinh mach cho bénh nhén
¢6 bénh ly vé tim.

Dugc dong hoc

Khac v&i lidocain, mexiletin it b cljuyén héa bude dau khi qua
gan, do vdy thich hop véi duong udng. Mexiletin duge hip thu
dé dang va gan nhu toan bj & dudng tiéu hoa, sinh kha dung ciia
thube theo dudmg uong khoang 90% trén ngudi binh thuéng. Nong
do dinh trong huyét tuong dat dugc sau 2 - 3 gld Thirc an khong
anh huong dén mire d6 va toc do hap thu ctia thude. Tuy nhién trén
bénh nhan nhdi mau co tim cAp, sur hip thu thude c6 thé bi cham lai
do téc do thao rong da day bi kéo dai.

Mexiletin phan bo nhanh trong co thé. Thé tich phan bé tir 5 dén
9 litkg. Khoang 50 - 60% thudc gin véi protein huyét twang.
Thude c6 thé qua dugc nhau thai va cé thé khuéch tan vao sita me.
Mexiletin duoc chuyén hoa chu yéu & gan thanh chit chuyén hoa
khéng con hoat tinh thdng qua con dudéng chuyén héa chinh &
CYP2D6, ngoai ra con ¢d CYP1A2. Khoang 10% thude duoc thai
trr nguyén ven qua than,

Mexiletin durge thai trir chdm & ngudi, nia déni thai trir khoang 10
gidr (dao dong tir 5 - 15 gid). Thong thudng pH cua nuée tidu khong
anh hucrng nhiéu dén thai trir thudc, tuy nhién néu nude tidu bj acid
hda, téc do thai trir thudc s& ting lén, nguoc lai kiém héa nude tidu
Jam chim thai trir thude. O bénh nhin suy gan, thubc co nira dai
thai trir kéo dai hon. Nghién ciru trén tam bénh nhdn suy gan trung
binh dén niang, nira dai thai trir cia thude khoang 25 giér. Nira doi
thai trir cta thude thay déi it trén bénh nhén suy than

Chi dinh

Loan nhip thit ma béc si dnh gia 1 nguy hiém tinh mang, ¢6 bang
chimg ghi nhan dugc, vi du nhu nhlp nhanh thit dai dang Lén dau sir
dung mexiletin ciing nhu céc thudc chéng loan nhip diéu trj céc tinh
huong nguy hiém tinh mang, nén dién ra trong bt:nh vién, Céc thude
chéng loan nhip chwa cho thdy cai thién duge séng con cho bénh
nhin. Khong diing diéu tri ngoai tim thu thét khong tridu chimg.
Triéu chimg réi loan truong luc co & bénh nhan ngudi lém méc céc
rbi loan tang truong luc co khdng do loan dudng. Roi loan nay &
co thude nhom bénh hiém gip, bén canh thim khdm théng thudng
cin ¢6 xét nghiém gen hofic dién sinh 1y chi tiét dé chan doan xdc
dinh va loai trir cac rdi loan khéc ¢ co.

Chéng chi dinh

Qué man véi mexiletin.

Nhay cam v&i bat ky loai thude gay té tai ché nio.

Soc tim. _

Bléc tim hoan toan (vi du: bloc nhi that dd 3) hodc cac bloc tim
¢6 thé din dén bldc tim hoan toan (bloc nhi - that 46 1 nhung c6
khoang PR kéo dai tir 240 ms tro lén va‘hodc phuc hop QRS rong
tir 120 ms, bldc nhi - thit d6 2, bléc nhanh, bléc 2 bo, blée 3 bo).
Loan nhip thét khéng tri¢u ching, khong nguy hiém tinh mang.

Mexiletin hydroclorid 1123

Réi loan nhjp nhanh nhi, rung nhi hodic cudng nhi.

Roi loan chire ndng nit xoang (bao gdm nhjp xoang dudi 50 nhip/phit).
Ding cung cac thube gay xoin dinh.

Dung clng cac thuoc ¢6 khoang diéu trj hep.

Tén thuong gan cap

Khi ding véi chi dinh trén bénh Iy vé co, chdng chi dinh trén bénh
nhan nhoi mau co tim hodc tién st nhdi mau co tim, hodc c6 bat
throng song Q trén dién tim db, bénh mach vanh ¢6 tri¢u chimg,
suy tim c6 phin sudt tong mau trung binh (40 - 49%) hodc phan
suat tdng mau giam (< 40%).

Thén trong

Cé thé ding mexiletin dé diéu tri loan nhip that nguy hiém tinh
mang cho bénh nhén bléc nhi-tht 46 2, 3 c6 dit may tao nhip that
nhung can than trong va bénh nhan can duge giam sat lién tuc.
Thude 6 thé gy ra loan nhip hodc lam nang thém tinh trang loan
nhip, vi viy cin dac biét than trong khi ding mexiletin cho ngudi
bénh rbi loan din truyén tim, huyét 4p thap, suy tim nang.

Trudc khi diing thube cin kham tim mach cho bénh nhan ki luéng
va chi tiét (dién tam dé, gidm sat tim mach 24 - 48 gi¢ bang Holter,
siéu 4m tim) dé danh gi4 kha nang dung nap v&i mexiletin va danh
gid lai sém sau khi bat ddu dung thude (vi dy kiém tra tim mach
lai sau 48 gid). . .

Benh nhén khong cé bénh 1y tim mach, khi diéu tri bang mexiletin,
cin glam ¢4t dién tim dé dinh ky 2 nam hodc thuéng xuyén hon
néu can thiét.

Trén bénh nhan co bénh ly tim mach hodc ¢ nguy co cao mic bénh
1y tim mach, cin danh gia chi tiét tinh trang tim mach (bao gém
dién tam dd) trude va ngay sau mdi lan ting lidu thude. Khi diéu tri
duy tri, kham tim mach gdm dién tdm d6, Holter 24 - 48 gidy va siéu
am tim cin duy tri it nhit hang nam hodc thudng xuyén hon trong
lich kham dinh k¥ cho bénh ly tim mach.

Cén gi4o due bénh nhan nhan biét cac déu hiéu caa loan nhip va lap
tirc lién hé voi co so y té khi ¢6 cac dau hiéu do.

R&i loan dién giai nhu tang/giam kali huyét, giam magnesi huyét
lam ting tic dung giy loan nhip ctia mexiletin, do vdy cin gidm sét
dién gidi trude va trong qué trinh diéu tri.

- Bénh nhén c6 bénh ly gan hodc rdi loan chirc ning gan thir phat do

suy lim, cén duge giam sat chit ché khi diing mexiletin.

Thude khong duge khuyén ding trén bénh nhan suy gan ning hodic
suy than néing do ¢6 it dir liéu.

Tranh diing thtrc in hodic thude 1am thay dbi dang ké pH nude tidu.
Mexiletin c6 lién quan dén phan (mg do thuéc dic tmg bdi ting
bach cau 4i toan va cc triéu chimg toan than (hdi chimg DRESS)
dac biét 1a trén nhitng bénh nhan qua man véi cic thanh phin cia
ché pham hodic cac thude gay té tai chd.

Than trong khi dung cho bénh nhan déng kinh do thude cé thé lam
tang tan suét cdc con dong kinh.

Bénh nhan ¢6 CYP2D6 chuyén héa kém hojc dung thude e ché
CYP2D6, truéc khi ting lidu thude cin doi khoang 7 ngay dé dam
bao thude da dat trang thai cin béng va bénh nhén c6 thé dung nap
va dép g véi liéu hién tai.

Néu bénh nhan hit thude, liéu mexiletin cé thé cin cao hom; khi
bénh nhan bé hut thude, cé thé cin diéu chinh gidm mexiletin.
Thtii ky mang thai

Thudc di qua nhau thai nhung chua ¢6 du dir ligu nghién ciru &
ngudi mang thai, phai cén nhic nguy co/lgi ich khi chi dinh.

Thoi ky cho con ba

Mexiletin bai tiét trong sira me, ndng d¢ thude trong sira cao

hon nong do trong huyét twong ngudi me. Néu ngudi me ding
mexiletin thi khéng duoc cho con ba,
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Tdc dyng khing mong mubn (ADR)

ADR dugc béo cdo thudmg xuyén nhit 1a dau bung (12%), chong
mit (8%) va mét ngu (12%). Céc ADR nghiém trong nhét duge
bao cdo la hoi chimg DRESS va loan nhip (blée nhi - tht, loan
nhip, rung thét).

Thuong gap

Toan than: m‘él moi, suy nhuge, kho chju viing nguc.

Tiéu hoa: budn nén.

Thén kinh: dau dau, dj cam, nhin mo, chéng mit.

Tim mach: loan nhip nhanh, do bimg, ha huyét ap.

Tém than: ngu ga.

Da: mun trimg ca.

Co xuong: dau & céc chi.

It gap

Thén kinh: co giat, réi loan ngén ngi.

Tim: loan nhip cham.

Hiém gép

Gan: bt thuéng chirc ning gan.

Chura xdc dinh duwgc tan sudt

Maéu: giam bach cdu, giam tiéu ciu.

Mian dich: hoi chimg giéng lupus, viém da trée vay, hdi chimg
Stevens-Johnson.

Tam than: o gidc, 14 1an.

Thén kinh: nhin i, loan thi.

Tim mach: bléc nhi thét, truy tudn hoan, néng bimg.

Hb hip: xo hoa phéi.

Tiéu hoa: tiéu chay, ndn, loét hodc rd thuc quan,

Hurimg din cach xir tri ADR

Mét s6 ADR ciia thube trén hé thén kinh va tiéu héa c6 thé hdi
phue, lién quan dén liéu dimg. Néu giam liéu thi cac tic dung nay
s& giam.

Cén dimg thudc ngay lap tic va diéu tri trigu chung, diéu tri hd tro
khi gip ADR lién quan dén bét thudmg dén truyén tim hoigc tinh
trang phai chéng chi dinh.

Liéu lwgng va cich ding

Thudc duge ding theo dlrcmg udng & tr thé thang. Pé tranh kich
thich duong tiéu hoa, ung thudc vao lic no.

Liéu luong thudc phai duge chinh theo tinh trang chung, mirc do
bénh ciing nhu dap img ciia nguoi benh

Loan rhip that: Khi loan nhip thit cén kiém sodt nhanh, sir dung
lidu nap ban déu la 400 mg, sau do 8 gid tlép tuc ding lidu 200
mg moi 8 gio. Tac dung diéu tr] thudng xuét hién sau 30 phut dén
2 gio. Khi Ioan nhip khnng cin kiém soat nhanh, liéu khoi diu la
200 mg mdi & gidr. Can theo d@i tinh trang 1dm sang va dién tim
(bao gdm Holter néu cin) dé danh gla hiéu qua chéng loan nhip
va dinh huéng chinh liéu thude. Mdi lin chinh liéu chi thay d6i 50
hodc 100 mg so véi liéu trude do, khoang cach giira 2 lan chinh liéu
2 it nhit 2 hoac 3 ngay. Higu qué thuong dat dugc & e liéu 200 -
300 mg mbi 8 gid. Néu bénh nhan chua dfip (mg ot va dung nap
18t véi thude, c6 thé tang liéu dén 400 mg moi 8 gio. Khong duoc
vugt qua 1200 mg/ngay Bf;nh nhén c6 dap img voi mexiletin vai
liéu thip hon 300 mg/lan mdi 8 gm c6 thé chuyén sang ché dd lidu
mdi 12 gi&r va gu.r nguyen Long lleufngay va glém sat bénh nhin
chat chg khi chuyen ché db lidu. Néu cin chinh lidu, cin chi y lidu
t6i da 12 450 mg/lan mdi 12 gio.

O nhimg ngudi bénh dang ding quinidin, procainamid,
disopyramid hodc tocainid chuyén sang ding mexiletin can phai
ngimg sir dung cac thudc da sir dung vai thi gian thich hop. Khoi
ddu ubng mexiletin 200 mg sau khi ding liéu cudi ciing quinidin,
disopyramid 6 - 12 giér, procainamid 3 - 6 gidr vé tocainid 8 - 12 gid.

ﬁ
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Sau d6 chinh lidu va khoang cdch gilra céc lan ding tity theo dép
ung cua ngum bénh. Viéc ding céc thude chéng loan nhip dang
dung cé thé din dén con loan nhjp nguy hiém tinh mang, do viy
bénh nhin nén nhip vién dé dimg va déi thuoc Trudng hop ngudi
bénh dang dugc truyén tinh mach lidocain can phai nglmg truyén
khi diing liéu uéng mexiletin dau tién. Tuy nhién, trong truémg hop
ndy cn phai hwu giir duomg truyén cho dén khi dat duge muc tiéy
kiém sodt loan nhip. Vi cé tic dung hiép dong cng g:ua lidocain
va mexiletin m:n ngudi bénh can phai ducr-:: theo ddi cén than.
Triéu chimg réi loan fruong lyec co do r6i loan tang truong lec co
khong do loan dwomg: Liéu khoi dau 1a 200 mg/ngay. Sau it nht
1 tuén, danh gia dap (mg [dm sang co6 thé h’mg lidu 1én 400 mg/
ngay. Tlep tuc danh gla JAm sang sau it nhit | tudn diéu tri va c6
thé tang lidu t6i da dén 600 mgfngay Liéu duy tri tir 200 - 600 mg/
ngay, chia thanh céc 1dn dung déu dan trong ngay, méi 1in 200 mg,
Cin danh gid lai dap (g cua bénh nhan thudng xuyén dé trénh
ding thude kéo dai trén bénh nhan khong co dap mg. Can giam
sat chgt ché nhimg bat thudng trén tim dé c6 diéu chinh phu hop
{xem thém phan Than trong).
Bénh nhén suy gan mitc do nhe hoac trung binh, gidn khoang cach
tang liéu ctia thudc. Trén bénh nhin suy gan ning, khong nén dung
thude tuy vy van cén nhéc loi ich/nguy co cua viée ding thudc,
lidu ding c6 thé thip hon va giam sat bénh nhan chit che. Bq:nh
nhén suy tim phai, chuyén héa & gan cé thé giam do dé6 co thé can
liéu thap hon.
Bénh nhén suy than: khong cén chinh li¢u. Khong nén dung thuée
trén bénh nhin suy thén nang, tuy vy van can nhic loi ich/nguy co
ctia viée ding thude.
Bénh nhan dudi 18 tudi: Khong c6 di liéu vé hiéu qua va an toan
trén nhom bénh nhan nay.
Twong tic thubc
Ding mexiletin véi cac thuéc chéng loan nhip gay xodn dinh
(nhém [A: quinidin, procainamid, disopyramid, ajmalin; nhém IC:
encainid, propafenon, flecainid, moricizin; nhém II1: amiodaron,
sotalol, ibutilid, dronedaron, vernakalant) c6 thé din dén tir vong
do xoiin dinh.
Dung mexiletin véi cédc thubc chéng loan nhip khac (nhém IB:
lidocain, phenytoin, tocainid; nhom Il: propranolol, esmolol, timolol,
metoprolol, atenolol, carvedilol, bisoprolol, nebivolol; nhém IV:
verapamil, diltiazem) lam ting ADR trén tim mach.
Mexiletin chuyén héa théng qua CYP1A2, CYP2D6, nén khi phéi
hop vai ;,a(. thue trc ché hodc kich thich cac isoenzym nay sé lam
thay d6i ndng do thude trong huyét tuong. Nong do mexiletin giam
khi phéi hop véi cic thuée cam img CYP1A2 nhu omeprazol, thude
cam (mg CYP2D6 nhu phenytoin, rifampicin. Hut thude ciing 12
tac nhan gdy cam img enzym. Nong do clia mexiletin tang khi
phéi hop véi céc thude e ché enzym CYP1A2 (nhu ciprofloxacin,
fluvoxamin, propafenon), CYP2D6 (nhu propafenon, quinidin).
Do vdy, can theo doi dap (mg cta bénh nhin va dién tim o dé
chinh liéu mexiletin phii hop khi ding cing cac thude giy cam
mng enzym.
Chua rd }éc dung cta mexiletin voi cac thude khac. Mexiletin co
thé 14 chét tc che CYPIA2 manh, do d6 c6 thé lién quan dén ting
ndng do cua thudc chuyén hoa qua CYPIA2 (nhu theophylin,
cafein, lidocain, tizanidin). Cin giam sat ndng d¢ cia céc thude
d6 trong mau khi ding cing mexiletin, dac biét la khi thay doi
lifu mexiletin. Nén tranh ding thude c6 khoang diéu tri hep voi
mexiletin,
Me:l_ciletin cﬁng.cé thé twong tac voi thude vin chuyén qua OCT2
(chit vin chuyén cation hitu co) & thin nhu metformin, dofetilid.
Do cin theo ddi dap (mg cia bénh nhan véi cdc thude van chuyén
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boi OCT2 hoic gidm sét néng dd trong méu dé cin nhic chinh li¢u
céc thude d6 ddic biét 1 khi thay déi lidu mexiletin,

C6 thé c6 tuong téc tiém tang cia mexiletin véi co chit cia cic
enzym chuyén héa hojdc chat vin chuyén phd bién khac nhung
chwra duge nghién clru diy du. Chéng chi dinh sir dung mot sé
thude ¢6 khoang diéu tri hep véi mexiletin nhy- diéoxin. .Iilhi
phenYTOim theophylin, warfarin, ‘
Qu lidu va Xir tri

Lidu thap nhat giy tr vong duoe biét dén trong mét truomg hop
ding 4,4 g, do duge nong d thude trong huyét thanh sau tir vong
a 34 - 37 microgam/ml. C6 nhitng tnrémg hop héi phyc sau udng
4g-18g mexiletin.

Khong .;ﬁ: giai doc dic higu cho mexiletin, Pidy tri trigu chitng va
diéu tri ho trg. |

Cdp nhét lan cudi: 2020.

MICONAZOL

Tén chung quéc té: Miconazole.

Mai ATC: AOTABO9, AO7ACO1, DOIACO2, GO1AF04, J02ABO1,
S02AAL3.

Loai thude: Thude chémg ndm, nhém imidazol.

Dang thude va ham lirgng

Miconazol thudng duge ding dudi dang miconazol nitrat.

Kem, md: 2% (9 g. 15 g, 30 g, 45 g).

Dung dich boi: 2% (30 ml, 60 ml).

Thude bét xit tai chd: 2% (105 ml).

Botrac: 2% (452,90 g, 113 g).

Vién dat 4m dao: 100 mg (7 vién), 200 mg (3 vién), 400 mg
(3 vién).

Kem bdi 4m dao: 2% (35 g, 45 g tuong duong voi 7 lidu).

Gel udng: 20 mg.

Vién nang: 1,2 g.

Duye lwe hoe

Miconazol la mét imidazol téng hop c6 tac dung chong nam va
chong vi khuan bing cich 1am thay dbi tinh thim va chirc nang
clia mang té bao ndm, vi khuan. Vi tri tic dung trén mang té bao
chua r3. Do thay déi tinh thim, mang té bao khang con kha ning
hoat dong nhu mdt hang rao ngén chin that thoat, 1am cho kali va
céc thanh phan thiét yéu khac cua té bao bi can kiét. Miconazol c6
tic dung doi voi cic loai nam nhu: Aspergillus spp., Cryptococcus
neoformans, Pseudallescheria boydii. Thudc ciing c6 tac dung voi
mjt s6 vi khuin Gram dwong gém Staphylocecci va Streptococci.
Duge djng hoc )
Hcfp thu: Sau khi béi thude miconazol nitrat trén da lanh, cc’rr rat it
miconazol dugc hap thu qua da va niém mac. Khi ding thuoe qua
dudmg 4m dao, chi ¢6 1 lugng nhé thude duge hap thu vao méu.
Sau 6 lin dung hang ngay diéu tri ndim Candida & &m ho - im dgo
trong 1 phdc do diéu trj 14 ngay, nong d6 dinh trung binh cua thuoe
dat 4.2 nanogam/ml, nong dé trong huyét thanh khong tang thém
trong thoi gian diéu tri con lai. Sau khi diéu tri mét lieu duy nhat
(kem béi hay vién dit am dao) cho phy nir khoe manh, khoang 1%
liéu thiy trong nudrc tiéu va phin. Miconazol hﬁp thu khéng hoan
todn qua dudmg tiéu hoa. Khoang 4 gid sau khi uong licu I g hang
ngay, néng do dinh trong huyét twong la | microgam/ml. Thuéc
dugce hip thu vao tudn hoan sau khi udng dang gel. Sau lieu uong
60 mg, miconazol dat duge ndng d¢ dinh 1a 31 - 49 nanogam/ml tai
théi diém 2 gitr sau khi ubng. ) _
Phén b4: Miconazol dugce hap thu vao mau s& lién két vai protein
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Miconazol

huyét trong (khoang 90%) va hong ciu (khodng 10%). ‘
Chuyén héa: Miconazol chuyén héa & gan thanh cac chit chuyén
héa khdng hoat tinh. Tir 10 - 20% lidu uéng bai tiét vio nude tiéu,
chi yéu du6i dang chat chuyén héa trong vong 6 ngay. Khoing
50% liéu udng dugc dao thai theo phan dudi dang khong doi.

Thai triz: Miconazol duge hip thu qua dudng ding ngodi dugc thai
ra ngoai chit yéu theo phan & ca dang khong doi va dang chuyén
héa, mét Iugng nho duge thai qua nurde tiéu,

Dugc dong hoc ciia miconazol khdng thay ddi & ngudi bj bénh suy
than, bao gdm ca ngudi bénh chay than nhén tgo. Thim phan méau
chi loai bo durge mét lwong rat nhoé miconazol.

Chi djnh

Dang thuée ding tai cho:

Nhiém ndm ngoai da (chin, ben, thin) va mong tay.

Nhiém triing ngoai da do vi khuin Gram duong.

Lang ben.

Nhidm nam Candida 4m hd, 4m dao.

Nhi2m nim & miéng va dudmg tiéu hoa (ngudi I6m, tré em, tré nho
tir 4 thang trd 1én).

Dang thudc uong:

Nhiém nidm Candida & miéng va dudmg tiéu héa.

Chong chi dinh

Qué min véi miconazol, céc dan xuat cia imidazol.

Khong dimg dang gel uéng cho tré dudi 4 thang tudi hoic ngudi
bénh c6 phan xa nudt kém (nguy co ngat ic’r). ‘

Khong ding dang gel udng véi cac thuoe duge chuyén hoa qua
CYP3A4 nhu cic thudc co kha nang gy kéo dai khoang QT
(astemizol, cisaprid, dofetilid, mizolastin, pimozid, quinidin,
sertindol va terfenadin), cac dan chéit cua Ida mach, cac chit rc
ché HMG-CoA reductase (simvastatin, lovastatin), triazolam va
midazolam dudng uong.

Khong ding dang bdt cho cac nhiém tring & da dau va méng.
Ngurdi ¢6 thn thuong gan.

Réi loan chuyén héa porphyrin.

Thén trong

Dang thube ditng ngodi da: Ding miconazol tai chd cho tré em dudi
2 tubi nén c6 sy chi dinh va theo dai tryc tiép ciia béc si, tré em tir
2 - 11 tudi phai c6 sy gidm sat ciia ngudi Ién. Tranh dé kem bi, bt
ric tiép xiic v6i niém mac mit. DA ghi nhan phan tmg qué min nang
nhu phan vé va phii mach khi ngudd bénh ding miconazol ngoai da.
Néu nghi ngdr c6 phan img qua mén, can dimg thude ngay. Trénh hit
bt thude vi c6 thé gay kich img dudng hd hép.

Dang vién dat am dao, kem béi aGm dao: DA ghi nhdn phan (mg
qui man nang nhur phan vé va phit mach khi ngudi bénh dung
miconazol dit &m dao. Néu nghi ngd ¢6 phan tng qua mén, cin
dirng thude ngay. Ap dung diéu tri twong tir khi ban tinh bi nhiém
trung. Kem béi 4m dao va vién diit Am dao chita miconazol c6 thé
lam hong céc san pham latex (mang trénh thai va bao cao su) nén
khong sir dung ddng thdi véi bao cao su latex hoac ming tranh thai.
Tu diéu tri miconazol dang vién @it 4m dao hodc kem boi am dao
chi nén diing cho ngudi trén 18 tudi.

Dang thuée uéng: Ding miconazol toan than nén trianh & nhirng
bénh nhan bj bénh gan.

Thiri ky mang thai

O dong vat, miconazol khdng thé hién tic dung sinh quéi thai
nhung ddc vai bao thai khi dung liéu cao. O ngudi tic dung nay
chura 16.

Trudmg hop micgnazol ding ngoai da, chi c6 1 lugng nho
miconazol dugc hap thu. C6 thé sir dung thude trong thai ky nhung
nén trinh ding trong 3 thang dau.




