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Irgip
Roi loan gidc mo, thiéu mau, lo ling, suy tim sung huyét, ho, dai
thio duodng, kho thé, viém da day, xuat huyc[, ting duong huyét,
mét ngu, dau co, nhéi mau co tim, viém phéi, ha huyét ap thé dimg.
Hiém gap ) ) ]
Réi loan xuat huyét, ting sé. lan di tiéu, suy thin, ting tiéu cau.
Chuwa xdc dinh dirgc tan suat
Giam bach cdu hat, thiéu méau bét sin tiy, viém két mac, viém gan,
d6 mat, ting huyét 4p, giam bach cau, glam todn thé huyét ciu, sét,
hoi chimg Stevens-Johnson, gidm tiéu cau, uén van, hoai tir biéu
bi nhiém déc.
Huwémg din cach xir tri ADR
Cén lam cong thirc méu va ngung thude ngay khi c6 nghi ngd réi
loan tao mau.
Bién ching mat bach cau hat s& hét khi ngung thube.
Liéu lwgng va cach dung
Cich ding: Cilostazol ubng 2 lan/ngdy. uéng xa bira in, trude
bira &n chinh it nhat 30 phiit, hodc sau bira &n chinh it nhét 2 gio.
Do tﬁng néng dé c:lostazol c6 thé gdy nhiéu ADR, nha san xuit
khuyén cdo khong nén ubng thudc lic doi.
Liéu legng
Piéu tri gidm tri¢u chimg chan dau cach hdi: Lidu thuong ding &
nguoi I 14 100 mg/lan, 2 1an/ngdy. Néusir dung cilostazol ciing v6i
céc thude e che CYP2C19 (omeprazol), CYP3 A4 (clarithromycin,
diltiazem, erythromycin, itraconazol, ketoconazol) cin giam lidu
xudng 50 mg/lan, 2 lan/ngay. Téac dung cira cilostazol khong xuét
hign ngay, thuong bicu hién tac dung sau khi bat déu diéu trj tir
2- 4 wan. Thoi gian tir khi bat dau dicu tri dén khi ¢6 tac dung co
thé 1én dén 12 tuan.
Ngan ngtra bién chimg huyét khoi sau can thiép mach vanh:
Liéu 100 mg/lan, 2 lan/ngay dugc ding thay thé cho aspirin hodc
clopidogrel trong phac d6 2 thude tic ché tiu ciu & bénh nhan dit
stent mach vanh khong dung nap véi mét trong 2 thude néi trén.
Twomg tac thude
Twong tac duwoc dong .’i()c Cilostazol duoc chuyén héa boi enzym
cytochrom P450, do do6 néu sir dung dong thri voi cac thube irc ché
CYP3AA4 (clarithromycin, erythromycin, itraconazol, ketoconazol,
miconazol, fluconazol, fluoxetin, fluvoxamin, nefazodon, sertralin,
indinavir, mctromdazol danazol) va CYP2C19 (omeprazol) sé
lam thay déi ndng d6 thudc trong huyet trong, hoac gy ra ADR.
Lovastatin phdi hep véi cilostazol co thé tuong tac duge dong hoc
(ting ndng do lovastatin va gidm ndng dé cilostazol). Diltiazem
phdi hop ciing cilostazol ¢6 thé 1dm giam thanh thdi cilostazol t6i
30%, C__ ting 30% va AUC tang 40%.
Twong tac duoe lue hoc: Cl]USlaZOI lam ting tac dung/dée tinh cla
céc thude tre ché chirc nang tiéu ciu khic. Khong dung cho nhimg
“gUU'I dang diéu tri bang 2 thude tre ché tiéu chu khic hodc thude
chéng dong mau trd lén.
Tuong tdc thire an: Néu uong cilostazol Lung véi bita 4n ¢6 nhicu
md ¢ thé dan 16i ting nong do dinh 1€n dén 90% va AUC lén dén
24%. Trénh ubng thude ciing nudc ép budi do [am irc ché CYP3A4
gy tang o u[os[azol téi 50%. Mot s thao dugc lam ting tac
dung khang tiéu ciu cua cilostazol: co linh ling, cdy hoi, qua viét
quét, cdy dira, hing chanh, dau qua anh thao, (o, nghé, gimg, sam,
bach qua, hat nho, tra xanh, hat dé, cam thdo, tan bi, c6 ba 14, lidu.

Qua ligu va xir tri
Tri¢u chimg: C6 rat it thong tin vé qui liéu cilostazol & ngudi. Triéu

chimg qua liéu cilostazol c6 thé dy doan trudc qua biéu hi¢n cua
tic dung duge 1y qua mire: dau diu tram trong, ia chay, ha huyét
p, nhip tim nhanh, cé thé rdi loan nhip tim. LD, cua cilostazol &

chudt a > 5 g/kg thé trong va & cho la > 2 g/kg thé trong.

Xir tri: Theo ddi cén thin va diéu trj hd trg, do cilostazol gﬁn
protein huyét trong ty 1é cao nén loc méu hay tham phén phic mac
khéng c6 hiéu qua trong xir tri qui lieu.

Cdp nhat lan cuoi: 2019.

CIMETIDIN

Tén chung quéc té: Cimetidine.

Mi ATC: A02BAOI.

Loai thudc: Khang thu thé histamin H,.

Dang thudc va ham lurgng

Cimetidin:

Vién nén bao phim: 200 mg, 300 mg, 400 mg, 800 mg.

Dung dich uollg 200 mg/5 ml (lo 300 ml, 600 ml).

Cimetidin hydroclorid (ham hrong duge bicu thi dudi dang
cimetidin):

Dung dich ung: 300 mg/5 ml.

Dung dich tiém: 150 mg/ml.

Dich truyén tinh mach: 150 mg/ml.

Dirgc Iy hoe

Cimetidin 12 mot thubc déi khang thy thé H,. Cimetidin rc ché
canh tranh v6i histamin tai thu thé H, cia té bao thanh da day,
lam giam bai tiét va giam nong d¢ acid da day ci & diéu kién co
ban (khi déi) va khi duge kich thich bdi thirc dn, insulin, histamin,
pentagastrin va cafein. Bai tiét acid da day co ban bj trc ché nhiéu
hon bai tiét acid do kich thich boi thire an. Sau khi udng 300 mg
cimetidin, bai tiét acid da day co ban giam 90% trong 4 gi¢r & hiu
hét nguoi bénh loét ta trang, bai tiét acid do kich thich bai bira an
giam khoang 66% trong 3 gid. Bai tiét acid trung binh trong 24 gis
giam khoang 60% hodc it hon sau khi udng liéu 800 mg/ngay lic
di ngt (mic du tac dung hodn toan xay ra vao ban dém, khong co
tic dung dén bai tiét sinh 1y cuia da day vao ban ngay) hoic méi lin
400 mg, 2 lan/ngay hodc mdi lan 300 mg, 4 lan/ngay.

Cimetidin gién tiép 1am giam bai tiét pepsin do lam giam thé tich
dich da day.

Duwgc djng hoc

Sau khi udng, cimetidin dugc hap thu nhanh tir dudmg tiéu hoa va
d§t nong do dinh trong méau sau khoang 1 gio khi udng lic doi,
nong dd dinh trong mau co6 thé thiy lan thi hai sau khoang 3 gid.
Thizc an lam cham the d6 va 6 thé lam giam nhe muc d hip thu
thude, ndng dd dinh trong mau dat duoe sau khoang 2 gior khi udng
cung véi thire én.

Sin}:l kha dung ctia cimetidin sau khi uéng khoang 60 - 70%, do
thuoe ¢ chuyén héa buée diu & gan. Cimetidin duge phén bé
rong trong co thé, thé tich phan bd khoang 1 livkg, thude gin
khoz‘mg.ZO% Vi protein huyét twong. Cimetidin dugc chuyén hoa
mot phan & gan thanh sulfoxid va hydroxymethylcimetidin. Sau
khi uong hodc tiém 300 mg, ndng do thude trong méu duy tri trén
mirc can thiét dé trc ché 80% su bai tiét acid da ddy co ban trong
4 -5 gid.

Nira déi thai trir ciia cimetidin khoang 2 gi, ting 1én khi c6 ton
thwong than va gan. Khoang 50% liéu udng va 75% liéu tinh mach
dugc thai trir dudi dang khéng dbi qua nuéc tiéu trong 24 gio.
Cimetidin duoc loai bo bang tham tach mau, nhung khdng dwgc
loai bo dang ké bang thim phan mang bung.

Cimetidin qua dugc hang rio nhau thai va dugc phan b vao sita me.
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Chi djnh

Loét da ddy va ta trang lanh tinh, bao gom ca loét do stress va do
thudc chong viém khong steroid.

Trao nguoc da ddy - thuc quan (hién nay cic thuée trc ché bom
proton thudng c6 hi¢u qua hon).

Giam nguy co hit sic acid khi gy mé hoic khi sinh dé.

Giam tmh trang kém hap thu va mat dich & ngudi ¢ hdi chimg
rudt ngan.

Giam sy giang hoa enzym tyy khi b sung enzym nay.

Bénh ly :ang bai tiét & dudng tiéu héa nhur Hai chimg Zollinger-
Ellison (thudc trc ché bom proton co hiéu qua hon).

Chitng o nong, kho tiéu khdng do loét.

Chéng chi dinh

Man cam véi cimetidin,

Thén trong

Truée khi ding cimetidin dé diéu trj loét da ddy, t4 trang hoiic réi
loan tiéu hoa (khé tiéu, ¢ ndng, g chua) phéi loal tnr kha nang ung
thu, dédc biét & ngu‘cn gid vi khi ding thuée c6 thé che Idp tricu
chimg giy chdm chan doan.

Cimetidin diéu trl dé lam lién loét ta trang tién trién va loét da day
lanh tinh tién trién, nhung khong ngin can dugce loét tai phat. Diéu
tri duy tri sau khi 6 loét da lanh dé giam téi phat, nhung hién nay
d3 dugc thay thé bang diéu tri tiét cin khi bi loét da day - ta trang
duong tinh v&i H. pylori.

Giam liéu & ngudi bénh suy than.

Khi tiém tinh mach, phai tiém chim. Tiém nhanh c¢6 thé gay loan
nhip tim va ha huyét 4p. Duong truyén tinh mach duoc ua ding
hon, dac biét khi dung lleu cao va vdi ngudi bi bénh tim mach.

Khi dang ding cimetidin cin phai than trong néu uéng nrgu hoic lam
nhimg viéc doi hoi s tinh tio nhur 141 xe hodc vin hanh may moc.
Cimetidin tuong tac v&i nhiéu thude, boi vdy can phai xem xét ky
khi ding phéi hop véi cac thude khac.

Thoi ky mang thai

Thudc qua nhau thai. Mac dii cc thir nghiém trén ddng vat va trén
lim sang khéng thiy c6 mbi nguy hai ndo, tuy nhién tranh ding
cimetidin trong thei ky mang thai trir khi thit can thiét.

Thoi ky cho con b

Thudc bai tiét vio sira me. Mic du cac thir nghiém trén djng vat
va trén lam sang khong thay c6 mdi nguy hai ndo, tuy nhién tranh
dung thude trong thai ki cho con bi trir khi thét can thiét.

Tac dung khéng mong mudn (ADR)

Thuong gap

Tiéu hoa: ia chay va céc réi loan tidu hoa khac.

Thén kinh - co: dau dau, chong mit, ngu ga, mét moi, dau co.

Da: néi ban.

N@i tiét: ching to vii & dan dng khi diéu tri trén 1 thang hodc ding
liéu cao.

It gap

Ni tiét: chimg bét Iuc khi ding liéu cao kéo dai.

Da: dat sdn, ban dang trimg cd, may day.

Huyét hoc: giam bach céu. )

Gan: ting enzym gan tam thai, tu hét khi ngirng thudc. Viém gan.
Than: ting creatinin huyét.

Tim mach: nhjp tim nhanh.

Than kinh: 14 1dn hdi phuc duge (ddc biét & ngudi gid va nguot bi
bénh nang nhu suy than, suy gan, hoi chimg néo), trdm cam, kich
dong, bon chén, o gide, mat phuong huéng.

Hiém gap

Tim mach: viém mach, mach cham, mach nhanh, nghén din truyén

nhi - thit. Tiém nhanh tinh mach c6 thé gy loan nhip tim va giim
buyét ap.

Huyct hoc: giam tiéu cau, giam toan thé huyel cau, thiéu méy
khéng tai tao. Cac thube khang histamin H, gay gl bai tiét acig

nén ciing giam hap thu vitamin B, ,, rat dé gay thicu mau.

Gan - mat: vang da, roi loan chirc nang gan, tang transaminase
huyét thanh.

Tuy: viém tuy cap. _

Thén: viém than ké c6 hai phyc.

Co - khcrp dau khop.

Quéa min: sdt, dj ing ké ca soc phan vé, viém mach, hdi chimg
Stevens-Johnson, hoai tir biéu bi nhiém ddc.

Da: ban do, viém da tréc vﬁy hong ban da dang, rung toc.

Ho hap ting nguy co nhiém khuan (viém phdi bénh vién, viém
phdi méc phai & cong dong).

Htrd'ng din cich xir tri ADR
Mot sd ADR s& hét sau khi ngirng thudc.

Liéu lrgng va cich ding

Cdch ding
Cimetidin va cimetidin hydraclond dung dudng uong Cimetidin

hydroclmld ciling ding dé tiém bip, tiém tinh mach cham, hojc
truyen tinh mach cham lién luc hodc ngit quang v&i ngudi bénh
n&m vién bi céc bénh 1y gy ting tiét dich da day - rudt, hodc loét
khong lién hoic khi khéng udng duge nhwr trong chay méu dudng
tiéu hoa trén.

Tiém bép: Khéng cin pha lodng dung dich tiém.

Tiém ftinh mach truc tiép ngat quing: Cén pha lodng thudc truée
khi tiém, 300 mg cimetidin pha loang vdi téng 20 ml dung dich
natri clorid 0,9% hodc cac dung dich tuong thich khdc va tiém
trong it nhét 5 phit.

Truyén tinh mach ngit quing: Cin pha lodng thubc trude khi
truyén, 300 mg cimetidin pha lodng véi it nhit 50 ml dung dich
tiém dextrose 5% hodc cdc dung dich twong thich khac va truyén
trong it nhat 15 - 20 phut.

Truyén tinh mach lién tuc: Cin pha loding thudc trude khi truyén,
900 mg cimetidin pha loang v&i 100 - 1 000 ml mdt dung dich
twomg thich va truyén trong it nhat 24 gid.

Ghi chit: Thue tiém cimetidin hydroclorid twong thich vét 1y véi
phén 6n dich truyén tinh mach, nhu: Dung dich natri clorid 0.9%,
dung dich glucose 5% hodc 10%, dung dich Ringer lactat, dung
dich natri bicarbonat 5%.

Liéu ding cimetidin hydroclorid dugc biéu thi theo cimetidin. Liéu
tdi da cho tat ca cac duomg dung khéng qua 2,4 g/ngay.

Liéu liwgng

Nguwoi lom

Ducng ung:

Loét da dc'ry va ta trang lanh tinh: Udng liéu duy nhét 800 mg/ngay,
véo budi toi tnrire lae di ngu hoiic 400 mg/]an ngdy 2 lan (vao bira
an sang va buoi tm) it nhat trong 4 tuan ddi véi loét ta trang va it
nhét trong 6 tuan dbi véi loét da day, 8 tudn déi vai loét do dung
thude chdng viém khong steroid. Liéu duy tri la 400 mg, | lan vao
trude lac di ngd hodc 2 13n vao budi sang va budi tbi.

Bénh trao nguge da day - thiee quan: 400 mgilan ngay 4 lan (vao
bira an va trudce lic di nga), hoic 800 mgr’lan ngay 2 lan, trong
4 - 8 tuan.

Cadc trang thai bénh Iy ting tiét & duomg tiéu héa, nhie hgi chimg
Zollinger-Ellison: 300 - 400 mg/lan, ngay 4 lin, cé thé ting 101
2.4 g/ngay.

Phang loét dicdng tiéu hoa trén do stress: Ubng hodc cho qua ong
thong da day 200 - 400 mg, céch 4 - 6 gig/lin.
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pé phbng nguy co hit sic acid da day: San khoa: Uong 400 mg
lic bt dau dau dé, sau d6 udng 400 mg cach 4 gitr mdt 1in khi cin
{[0[ da 2,4 g/ngéy) Phau thual U()ng 400 mg e khﬂﬂl‘]g 90 - 120
phut truée khi tién meé.

Hgi chimg rudt ngan: 400 mg/lan, ngay 2 lin (vio bita 4n sang va
trwde lae di ngu), diéu chinh theo déap {mg clia ngudi bénh.

Gidm s giang héa enzym tuy khi bé sung enzym ndy o nguoi bi
thiéu enzym: 200 - 400 mgflan ngay 4 lan udng 60 - 90 phit trurde
cac bira dn.

(0 bnh nhdn mac chimg kh tiéu: 200 mg/lin, ngay 1 - 2 lin.
Phong chimg ¢ nong ban dém: 100 mg trudce khi di ngi t6i. Néu
tr diéu tri, nha san xuat khuyén cdo khong dirge vuot qua 400 mg
trong 24 gitr va khong dwoc dung lién tyc qué 2 tuan, trir khi ¢6 chi
dinh cua thay thuoe.

Dmi'ng tiém:

Liéu tiém bap hodc tlnh mach théng thudng méi ldn 300 mg, cach
6 - 8 gio/lan. Néu cén licu 1ém hon, c6 thé ting s6 lan tiém nhung
khong vuot qua 2,4 g/ngdy. Néu cé thé duge, lidu tiém tinh mach
phai duge digu chinh dé duy tri pH trong da diy & 5 hodc l6n
hon. O ngudi 16m, khi truyén tinh mach lién tuc cimetidin, thudng
fruyén v6i toc do 37:5 mg/gidy, nhung toc dd phai diéu chinh theo
timg ngudi bgnh. BO1 véi ngudi can phai nang nhanh pH da day,
¢6 thé can phai cho liéu nap dau tién bing tiém tinh mach 150 mg.
Tré em: Kinh nghiém ding thudc & tré em con gion han, chi dung
cho tré em khi lgi ich vugt trdi nguy co.

Tré so sinh: 10 - 15 mg/kg/ngay, chia 4 - 6 lin.

Tré nho < 1 tudi: Udng 20 mg/kg/ngdy, chia lam nhiéu lidu.

Tré em > 1 tudi: Udng 20 - 30 mg/kg/ngay, chia lam nhiéu lidu.
Lidu uong hodc dudmg tinh mach 20 - 40 mg/kg/ngdy, chia lam
nhiéu lan di duoc diing cho tré em < 16 tudi.

Suy thin: Giam lidu, c6 thé tinh theo d6 loc ciu than (GFR).

GFR 30 - 50 ml/phiit/1,73 m?: 200 mg/lan, 4 lan/ngay.

GFR 15 - 30 ml/phat/1,73 m*: 200 mg/lan, 3 lin/ngay.

GFR < 15 ml/phav/1,73 m? 200 mg/lin, 2 lin/ngay. Thudmg co
nguy co bi I lan.

Suy gan: Tang nguy co 14 lan, giam liu.

Tuong tic thube

Cimetidin (e ché mot s6 enzym cytochrom P450 (bao gom
CYPIA2, CYP2C9, CYP2D6 va CYP3A3/Ad va CYPZCI 8) o gan,
ldm giam chuyen héa thude & gan, dan dén lam ting néng dé trong
mau mdt s thude nhur: Céc lhucu: chdong dong mau loai coumarin
(nhw warfarin), thudc chéng tram cam ba vong (nhu amitriptylin,
nortriptylin, desipramin, doxepin, nmplamm) thude chong
loan nhip nhom I (lidocain, propafenon), thudc chen kénh calci
(vidy: nifedipin, diltiazem), sulfonyluré (vi du glipizid), phenytoin,
theophylin va m::toprolol

Do canh tranh bai tiét qua ong, thdn, co thé 1am ting néng do
trong huyét trong cua mét s6 thude nhu procainamid, metformin,
ciclosporin va tacrolimus.

Cimetidin 1am thay d6i pH da day, sinh khd dung ciia mdt s
thudc o thé bi anh hucng, din dén viéc ting hap thu thude (w du
atazanavir) hogc giam héip thu thude (vi dy nhur mot s thudc chdng
nam loai azol nhu: ketoconazol, itraconazol hodc posaconazol).
Cimetidin c6 thé lam tang tic dyng trc ché NY xuong (nhu bach
ciu trung tinh, bach céu hat) cua thude tre ché tiy xuong nhu cic
héa tri ligu ung thw (vi dy: carmustin, fluorouracil, epirubicin),
thude chong huyét khéi, hodc cac ligu phip nhur xa tri.

Céc thuéc khang acid c6 thé lam giam hép thu cimetidin néu udng
cling. Tuy nhién c6 mot nghién ciru cho thay cac khang acid khong
dnh huémg dén hip thu cimetidin. Pé giam nguy co tiém an, nén

udng cach nhau 1 gio.

Dung cimetidin ciing clopidogrel gay giam tac dung chéng két tap
tiéu cdu, cung ergotamin giy ting nguy co ngd dgc ergotamin, nén
tranh dung két hop.

Tuong tic ¢6 ¥ nghia 1am sang dé dwoc ghi nhan khi dung cimetidin
cung: Thuée giam dau opioid (nhu pethidin, morphin, methadon),
acid valproic, carbamazepin, cac benzodiazepin, dan xuét biguanid
chong dai thao duong nhu metformin, etronidazol, procainamid,

propranolol, quinidin, triamteren, zalcitabin, zolmitriptan.

Qua liéu va xir tri

Triéu chirng: Khong c6 tac dung doc nguy hiém nao duge ghi nhan
& ngudi bénh ding dén 20 g cimetidin, Da co6 truong hop tir vong
& nguroi lém sau khi uéng hom 40 g cimetidin. Céc tac dung trén hé
théng than kinh nghiém trong (nhu tinh lanh dam) da dugc thong
béo sau khi ubng 20 - 40 g cimetidin va hiém gap sau khi udng it
hon 20 g cimetidin cung Vi thude tac dung trén TKTW.

Nghién cu trén dong vt cho thiy ding qua liéu cimetidin co thé
giy suy hd hap va nhip tim nhanh, c6 thé diéu trj bang hé hap hd
trg va diing thude chen beta-adrenergic.

Xut tri: Rura da day (khi dudi 4 gio tir khi uong thude), gdy non va
diéu trj cc trigu chimg va hé tro. Khong can ding thudce loi tiéu vi
khong co két qua.

Cap nhat lan cuoi: 2017.

CINARIZIN

‘I'én chung quoc té: Cinnarizine.

Mi ATC: NO7CAO02.

Loai thudc: Khang histamin H,.

Dang thudc va ham hrgng

Vién nén: 15 mg.

Duwoe lue hoc

Cinarizin 12 mdt dan chét cua piperazin c6 tac dung nhu mot khang
histamin. Thude e ché co thit té bao co tron mach méau theo co
ché (rc ché kénh calci phu thude hiéu dién thé typ T va L. Thude (rc
ché ddc hiéu trén kénh calci tic dung trén hé thong tién dinh trung
trong, anh huong dén dan truyén thong tin gitra hé tién dinh cia tai
trong va trung tim nén & hanh ndo. Thube ciing ¢ tic dung khang
muscarinic receptor, do vy ¢o tac dung chéng non, Ngoai ra, thude
con tac dung Ién receptor dopamin D,

Duoc dong hoc

Hap thu: Cinarizin hép thu trong ddi cham, ndng do dinh dat duoc
sau udng tir 2,5 - 4 pid.

Phan bo: Thude lién két voi protein huyét twong khoang 91%.
Chuyén héa: Thude chuyén hoa nhiéu & gan chi yéu qua CYP2D6,
tuy nhién c6 su thay doi dang ké giira cac ca thé khac nhau trén
mirc d§ chuyén hoa.

Thai trie: Nira doi thai trir ciia thude khoang 4 - 24 gio, 1/3 cdc chat
chuyén hoa thai trir qua nue tidu va 2/3 thai trir qua phan.

Chi dinh

Diéu tri triéu chimg réi loan tin dinh nhu chéng mét, o tai, budn
non, nén.

Duy phong say tau xe.

Chong chi dinh

Min cam véi cinarizin.

Roi loan chuyén héa porphyrin cép.

Cinarizin 447




