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Digoxin 591

ucp theo liéu duy ti 14 500 mg/lin, Cé‘:h 12 gir mét 1an. Sau lidu
tin cdng, mot s6 ngudsi bénh co thé cin ding lidu duy tri 500 me,
céch 8 gid mot lan.

Nguoi bénh nao can lidu tha.p hon (dau it, nhe can, dép {mg cao...)
¢t th dung liéu tén cong dau tién 1a 500 mgflan tiép theo 12 liéu
duy tri 250 mgﬂan cach nhau 8 - 12 git. Néu khéng dung lidu tin
cong dau tién, phai theo ddi ngudi bénh ding diflunisal v4 danh gia
dép img véi diéu tri trong 2 - 3 ngay sau khj bat dau diéu tri.

piéu tri viém khip dang thap thodi héa khop: Khuyén céo voi lidu
la 500 - 1 000 mg/ngay, chia thanh 2 lan, diéu chinh theo dép (mg.
Liéu t6i da: 1 Sg/ngay

Nén diéu chinh liéu cta diflunisal theo ban chét va mire 46 dau cia
bénh nhan.

Dpiflunisal khéng lam cham tién trién cia bénh, cin cin nhic thém
11¢u phap diéu tri co ban,

piéu chinh liéu cho ngudi suy thin: Lidy diflunisal phai giam khi
ngudi bénh ¢ chire ning thin bj suy gidm. Khong nén dung néu
suy thdn niing.

Twong téc th udc

]ndomethacm Khéng sir dung déng thai véi diffunisal vi lam ting
nong dd indomethacin trong huyét twong khodng 30 - 35%, déng
thoi giam thanh thai indomethacin & than va ¢6 thé gay chay mau
duong tiéu hoa dén dén tir vong,

Asplrm Piéu tri ddng thoi véi diftunisal gdy gidm khoang 15%
nong dé diflunisal trong huyét twong.

Codein: Digu tri dong thai voi diflunisal lam ting hidu qua gidm
dau hon khi sit dung néng thg thude.

Methotrexat: Khoug didu tri dong l‘_hcn voi diflunisal, vi cac NSAID
lam giam bai tiét methotrexat qua ong thin va géy ting ddc tinh.
Cyclosporin: Diéu tri dong thoi véi NSAID gay doce do cyclosporin,
¢6 thé do giam tong hop prostacyclin & thin. Nén than trong va
theo doi chirc nang thén khi dung NSAID véi cyclosporin.

Thudc chéng déng ding theo duong udng: Pitu tri déng thai
diflunisal vdi warfarin hodc acenocoumarol giy kéo dai théi gian
prothrombin, vi diflunisal thay thé canh tranh véi ce coumarin & vi
tri lién két véi protein. Bai vay can theo doi thoi gian prothrombin
trong v sau vai ngay, khi diéu tri déng thoi diflunisal va cc thude
chéng déng ding theo dudmg udng. C6 thé can phai diéu chinh liéu
céc thude chéng dong dung theo dudmg udng khi ding két hop véi
diflunisal. .

Thudc khing acid: Piéu trj dong thoi diflunisal v6i hon dich nhom
hydroxyd lam glam hép thu diflunisal khoang 40%.

Paracetamol: Diéu tri dong thoi véi diflunisal lam tang nong do
cua paracetamol trong huyét trong khoang 50%, nhung nong do
diflunisal trong huyét trong khong thay doi.

Cac corticosteroid: Sir dung ddng thdi voi cic NSAID cd thé giy
ting nguy co loét dudmg tiéu hoa, do d6 khéng ding dang thoi
diflunisal véi cac corticosteroid dwomg toan than.

Probenecid: Nong d6 én dinh trung binh cia diflunisal trong huyét
twong ting 65% khi ding dong thoi véi probenecid, chu yéu |d. do
gidm sy tao thanh phenolic va acyl glucoronid. Tuy nhién, nong
d6 thudc lién hop glucuronid va sulfat trong huyét twong ting do
probenecid lam giam thai trir diffunisal & than.

Benzodiazepin: Nong dd cia oxazepam trong huyét tuong cé dau
higu giam khi ding dong théi voi diflunisal.

Thuée lpi tiéu: Nguoi bénh dung thude loi tidu co thé ting nguy co
suy than thir phat do diflunisal rc ché prostaglandin 1am giam luu
lrgng mau than.

Thuéc tec ché men c‘huyen thudc chen thu thé angiotensin II: Diing
déng thdri din xuét salicylic voi thube e ché men chuyén hoac
chen thy thé angiotensin 11 cé thé 1am giam dap tng vai cac thudc

ha dwong huyét.

NSAID: Khong khuyén cdo phoi hgp dlﬂumsal voi mot NSAID
Kkhéc do cé khi ning lam ting nguy co bién c6 bét lgi trén dudong
tiéu hoa ma khong hoic it ting hi¢u qua diéu tri.

Sm'mdac Dung dong thoi diflunisal véi sulindac lam giam 1/3 ldn
néng do cta chit chuyén hba c6 hoat tinh ciia sulindac 14 sulindac
sulfid.

Qua lidu va xir tri

Tri¢u chimg: Ngu ga, budn non non, ia chay, ting thong khi, tim
dap nhanh, ra méd hoi, i tai, rdi loan phuo'ng huéng, bat tinh va hén
mé. C6 thé xay ra giam h.rgmg nuéce tiéu va nglmg tim phm

Ngd doc diflunisal co thé giy tir vong. P4 c6 bao co thube gay tir
vong & liéu 15 g dung don dfc va & lidu 7,5 g khi két hop véi cic
thude khac.

Xue tri: Khong cd thuée dac hiéu giai doc qua litu. Piéu tri quéa
liéu thuong 12 diéu tri trigu chung va hd trg. Co thé giy ndn, rira
da day, st dung than hoat dé 1am gidm sy hap thu va tai hip thu
cua diflunisal. [(hnng thé 4p dung bién phap tham tach mau vi
diflunisal gén két nhiéu véi protein huyét trong.

Cap nhdat ldn cuoi: 2020.

DIGOXIN

Tén chung quéc té: Digoxin.

Mi ATC: CO1AAQS

Loai thube: Thubc chdng loan nhip tim, glycosid trg tim.
Dang thubc va ham lrgng

Dung dich udng: 50 microgam/ml.

Cbn ngot (elixir): 50 microgam/ml (60 ml).
Vién nén: 62,5 microgam; 125 microgam;
250 microgam; 500 microgam.
Thube tiém: 50 microgam/ml;
250 microgam/ml (lo 1 ml, 2 ml).
Duge lyc hge

Digoxin & mt glycosid trg tim thu duge tir dich chiét 14 Digitalis
lanata, duge sir dung pho bién hon digitoxin, hoat chit cing nhom
duoc 1y hién khong luu hanh tai Viét Nam.

Céc thc dung ciia digoxin déu c6 lién quan dén hoat tinh cia thudc
trén “bom natri” (natri-kali adenosin triph(mphatase hay Na'-K'-
ATPaae), enzym co vai tro trong van chuyen tich cyre ion qua mang,
trao ddi natri trong té bao véi kali ngoai té bao. Théng qua irc ché
Na'-K'-ATPase, digoxin lam tang hoat tinh calci ndi bao & co tim
vahé thong din truycn tir do lam tang luc co bop, ting tinh ty ddng
va giam tdc 46 din truyén. Trén hé thin kinh fr déng, thude gisn
tlep ting hoat tinh hé pho gtao cam trén nut xoang nhi va nat nhi
thit. Digoxin lam giam tai hap thu catecholamin tai cac dau day
than kinh, lam ting tinh nhay cam cia mach mau véi catecholamin
ndi va ngoai sinh. Digoxin con lam ting 46 nhay ctia thu thé nhén
cam dp lyc, do d6 tang trrong lyce thin kinh xoang déng mach canh
va chan kich thich giao cam khi ¢6 ting ap luc ddng mach. G nong
d9 cao, digoxin ting dan truyén giao cam tir hé than kinh trung
uong dén cic day giao cam & nm va ngoai vi; dong thdi lam ting
that thot kali ngi bao gay tang nong dt;l kali huyét thanh.

Céc co ché tac dung trye tiép va gian tiép noi trén lam tang lyc va
tdc 45 co bop tam thu cla co tim (tac dung inotropic duong tmh)
lam cham nhip tim (tac dung chronotropic am tinh), giam téc do
dan truyén qua nat nhi that va giam hoat tinh hé than kinh glao

cam va hé renin-angiotensin (tac dung bat hoat din truyén than
kinh thé dich).

187,5 microgam;

100 microgam/ml (lo 1 ml);
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piéu tri bing digoxin gitp lam tang cung lugng tim va giam 4p luc
4¢ng mach phoi, ap lrc mao mach phéi bit va giam sirc ¢an mach
ton thin & bénh nhan suy tim. Cdc téc dyng nay trén huyét dong di
keém voi ting phn suat tong méu thit trii va giam dwong kinh cuéi
thi tim thu vd tim truong. Trén dién tam 49, sir dyng digoxin co6
thé giy kéo dai khoang PR va giam d chénh cia doan ST. Thube
c6 thé gy ra dau hi¢u bien d6i ST-T trén dién tam dé khi vin dong.
Céc téc dung trén dién sinh 1y ndy thuomg duge du dodn trude va
khong phai 12 dau higu cla déc tinh.

Digoxin gillp cdi thi¢n céc tri¢u chimg ciia suy tim, ting dung nap
véi gang strc va gidm ty 1¢ nhdp vién khi phéi hop cang céc thude
{rc ché men chuyén va lgi tiéu & bénh nhén suy tim, nhung khéng
lam gidm ty 1§ tir vong chung. Lgi ich ghi nhan r5 nhét trén nh6m
bénh nhan c6 phan suat tong mau < 25%, ¢ tang kich thude tim va
phin loai NYHA d¢ I va TV.

Dugc djng hoc

Hap thu: S dyng digoxin dudng tinh mach, tity theo tée d¢ tiém
truyen, thai gian thude bat dau c6 tac dung (d4p ng nhip thét trong
rung nhi, tang co bép va cic bién ddi trén dién tam dd) 1a 5 - 30
phut, véi nong d6 dinh dat duoc sau khi dung thubc (t_)tir1dén
5 gid. Véi vién nén, thoi gian bit ddu tac dung la sau 0,5 - 2 gid,
dinh hap thu dat duge tir 2 - 6 gior sau khi uéng. Khi dung qua
duomg uodng, digoxin hap thu & da day va rujt non. Digoxin 12
co chét, cua glycopro@in P, protein vén chuyén tham gia vao qua
trinh hap thu cia thube. Khi ding cing thirc 4n, tée do hép thu
ctia digoxin dudng udng giam nhung khéng anh huémg dén mirc
d9 hap thu. Tuy nhién, thuc phim giau chit xo ¢6 thé lam giam
mirc d3 hap thu thude. Sinh kha dung duéng ubng cia digoxin vao
khodng 63% v6i vién nén va 75% véi dung dich ubng.

Phén bé: Pha phan b6 dau tién cia digoxin tir ngan trung tém dén
ngoai vi kéo dai tir khodng 6 - 8 gi&. Sau d6, ndng d6 digoxin trong
huyét thanh giam cham, phu thudc téc do thude thai trir khoi co
thé. Thé tich phan b6 & trang théi cin bing cia thudc 16n (khoang
510 lit & ngudi tinh nguyén khoe manh), phan anh mirc d¢ phan bd
rong vao cic mé cua co thé. Nong dé cao nhét cua digoxin duoc
tim thiy & tim, gan va than, vdi nong d¢ & tim cao trung binh hon
30 lan nong db thude trong mau. Mic di ndng do thude trong co
xuong thép hon nhiéu so véi co tim, hrong thube phan bé tai co
xwong chiém mjt ty 1& dang ké do khéi lugng co chiém khoang
40% tong thé trong. Mot lugng nho digoxin cb trong huyét twong
va khoang 25% luong thudc nay gin vai protein. Thudc co thé di
qua hang rio nhau thai va c6 mit trong sira me.

Chuyén héa: Chi mét hrong nhé digoxin trong co thé chuyén hoa
& gan thanh chét chuyén hoa c6 va khéng c6 hoat tinh, voi cic sin
phim chuyén hoa chinh la dihydrodigoxin va digoxygenin. Chuyén
héa cta digoxin khéng phu thuge vio hé théng cytocrom P450.
Thai trir: Khodng 60 - 75% lrong digoxin sir dung thai trir qua
thin & dang nguyén ven, qua glycoprotein P & & bao 6ng lwgn
gan. Tong lugng thanh thai cua digoxin c6 lién hé truc ticp den
chirc ndng thén, do d6 d¢ thanh thai creatinin duge dung dé tinh
toan ty 1é thude thai trir hang ngay. Trén ngudi khoe manh, thanh
thai digoxin tong va qua thén lin hegt 1a 193 + 25 ml/phut va 152
+ 24 ml/phit. O mét ty 1¢ nhé ngudi ding, digoxin dudng udng
bi chuyén héa boi hé vi khuan rudt thanh cac san pham dang khir
khéng c6 hoat tinh trén tim. San phim chuyén héa nay lén dén
40% li¢u dung va duoc dao thai qua nuéc tiéu. Nua doi thai trir
cudi clia digoxin trén bénh nhan cé chirc ning thén binh thuomg la
tir 30 - 40 gi¢r. Do da phan lugng digoxin phin bo deén cac mo thay
vi lwu hanh trong mau, tuan hoan ngoai co thé (tim phoi nhin ta0)
khong tic dong dang ké dén lugng thai trir digoxin khdi co thé.
Ngoai ra, chi khoang 3% digoxin dugc loc khoi co thé sau 5 gio

thim phén mau.

Trén cdc doi tugng dac bi¢t: . N

Véi bénh nhan nhi, trong giai doan mai sr;nh1 ldo thanh thij g,
thén cta digoxin gidm va do do, liéu cua thude can duge hi¢u chjp
phit hop véi mirc 46 hoan thién chire nang than. D? thanh thij
digoxin & 12 thang tudi 1a 88 = 43 ml/.phu!/l 73 m’, & 3 thing tudi
la 65,6 + 30 ml/phut/1,73 m?, so vai 3? £ 7 ml/phat/1,73 6
1 tudn tudi. Sau céc giai doan ndy, li¢u can ding tré em thudmg o5
ty 1& cao hon & ngudi lon L

O ngudi suy thin, nua don thai trir cudi cua dl.gnxm kéo dai, ¢ thé
Ién dén 100 gié' & bénh nhan vo ni¢u. Suy giam chire ning gy ;
tic ddng dén 49 thanh thai digoxin. _

O ngudi cao tudi, chirc ning than giéll'n'theo do tudi t.;é thé Jam
gidm toc d0 thanh thai digoxin so V&i G ngudi tré tudi, vai ij,
do thanh thai digoxin dugc béo cao & ngudi cao tudi vao khoing
55 ml/phit/1,73 m?. Theo thong tin san pham cua My, ngudi caq
tudi con c6 nguy co giam thé tich phén bd digoxin do giam litomg
khéi co, do do, cn than trong va theo ddi chat che khi ding thuse
cho nguoi cao tudi. DY thanh thai o nir thap hcm nam gién: 12- 149,
it ¢6 y nghia 1im sang nhumg co thé cén nhac khi tinh liéy,

Chi dinh ) .

Mot s6 thé loan nhip trén that, dac biét 1 cudng dong nhi va rung
nhi man tinh. )

Suy tim man tinh ¢6 réi loan chirc nang tam thu, suy tim kém theg
rung nhi.

Chong chi dinh ) )

Nghén tim hoan toan ngat quang hoac nghen nhi that d§ 2, dic bigt
véi ngudi cb tién sir Stokes-Adams.

Loan nhip tim do ng doc digitalis.

Loan nhip trén thit kém theo dwomg dan truyén phu nhi thit, nhy
trong hdi chimg Wolff-Parkinson-White, trir khi d3 xem xét cic
ddc diém dién sinh 1y ctia dudng dan truyén phu va céc anh huéng
c6 hai c6 thé xay ra ciia digoxin. Chéng chi dinh ding digoxin khi
bénh nhan nghi ngo hodc ¢6 dudomg din truyén phy va khéng co
tién sir loan nhip trén thét truée do.

Rung thét hodc nhip nhanh thét.

Bénh co tim phi dai tic nghén, tnr tnrémg hop ¢6 dong thoi rung
nhi va suy tim nhung ¢in thin trong khi sir dung.

Bénh viém mang ngoai tim co that, trir trudmg hop kiém sodt rung
nhi hogc cai thién r6i loan tam thu cin than trong khi sir dung.
Qud man véi cac digitalis khac.

Thén trong

Digoxin c6 thé gay nhip xoang chdm ning hodc blée xoang nhi &
bénh nhén c6 tién sir bénh 1y nit xoang, va co thé lam ning thém
hogc bléc tim hoan toan & bénh nhin c6 tién sir nghén nhi that
khéng hoan toan. Néu cin phai sir dung digoxin trén nhimg bénh
nhén niy, can xem xét cdy may tao nhip trude khi ding thudc.
Diu hi¢u ngd de ciia digoxin trén tim (xem phin Qua lidu va xi
tri) rit kho phan biét vai cac triéu chimg cia bénh 1y suy tim chua
dugc kiém soat din dén xir tri hoan toan trai nguge (bénh nhin
¢6 thé can duoc tiép e dung hoac ting lidu thude néu chua kiém
sodt bénh suy tim, trong khi can phai ngimg thuéc hofc diéu chinb
giam liéu néu cé ngd doc digoxin). Do dé. can nguyén cua cac gy
ching }rén tim cin duoc xac dinh rd, néu co nghi ngo can do nong
d¢ thude trong huyeét thanh.

Khéng khuyén cio dung thuée cho bénh nhan c6 nhbi mau co tim
cdp, do c6 thé lam tang nhu ciu oxy co tim khong cén thiét va thicu
mdu cuc by, ¢6 the tang nguy co tir vong. Can lwu § dén kha nang
loan nhip tim & nhimg bénh nhan ¢6 thé bj ha kali huyét sau nhoi
Mau co tim v ¢ thé chura én dinh vé huyét dong.
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Trnh diéu trj digoxin & bénh nhan Suy tim di kém bénh co tim do
thim nhiém amyloid. Tuy nhién, néu diéu tr thay thé khong thich
hop, digoxin co thé dugc sir dung dé kiém soat nhip that & nhimg
bénh nhén mic bénh co tim do tham nhiém amyloid va rung nhi.
Tranh ding thuée cho bénh nhan cé Viém co tim do digoxin co thé
giy co mach.

Ngudi méc bénh tim beri-beri ¢6 thé khéng co dap img day du voi
d.goxm néu c6 tinh trang thiéu hut thiamin miac kém khong duge
diéu trj.

Digoxin co thé cai thién kha nang dung nap vai gang sitc & bénh
nhan c6 rdi loan chirc nang tam thu thit trai va nhip xoang binh
thuong. Diéu nay c6 thé co hoic khéng cai thién tinh trang huyét
dong. Tuy nhién, lgi ich cua digoxin trén bénh nhén cé loan nhjp
trén that ch yéu 1a khi nghi ngcr: khéng rd anh hu{‘mg dén van dong.
Bénh nhan dang diéu tri bang céc thude lgi tiéu, co hoac khong
dong thai voi cée thude (e ché men chuyén, viéc ngimg ding
digoxin co thé giy cac réi loan trén 1am sang.

Bénh nhan ¢6 bénh 1y dwimg hé hap ning cé thé ting nhay cim co
tim v&i cac glycosid trg tim.

Céc r6i loan dién giai hoac Lhuyen héa lam ting nguy co ngo doc
digitalis, gom co: tang hodic ha kali huyét, ha mabncm huyet tang
hodc ha calei huy@t, thiéu oxy huyét. Do dé, cin theo doi ndng do
dién giai khi dung thude.

Can than trong khi ding thude cho bénh nhan co bénh 1y tuyén
giap, lidu khai dau va duy tri nén duge giam trén bénh nhin cé suy
gidp. Co thé cé tinh tr ang khang digoxin trong dbi & bénh nhin
cudng giap va do do, co thé phai tang liéu cia thubc. Trong giai
doan dicu tri nhiém déc gidp, nén giam lidu digoxin cho dén khi
kiém soat duoe tinh trang nhiém déc gidp.

Bénh nhin c6_11§i chimg g‘iém hép thu hodc phAu thut cit dudng
tiéu hoa co thé can dung liéu digoxin cao hon.

Nhiéu bénh nhén suy tim sung huyét man tinh ¢é dugce lgi ich khi
ding digoxin trong mét thoi gian ngan, mét s6 bénh nhin khong
cho théy cai thién huyét déng rd rét va dn dinh lau dai. Do do, cin
danh gid dap img cia timg b¢nh nhin khi tiép tuc diéu tri dai ngay
voi digoxin.

Thue hién chuyén nhip tim bing soc dién truc tiép 1am ting manh
nguy co gdy loan nhip nguy hiém khi dung thudc va nguy co ndy
ty 1 v&i mie dién thé duge dung. Nén ngimg digoxin trong 24 gio
trudge khi lam thu thudt va cin nhic tri hodn chuyén nhip tim khi
khéng khin cap; hodc sir du.ug dién thé thap nhét ¢é hiéu qua dé
giam thiéu dgc tinh. Chu\fen nhip tim bing sbc dién truc tlcp khong
thich hop trong diéu tri loan nhip do glycosid tim gdy ra.

Thoi ky mang thai

Khéng chdng chi dinh ding digoxin cho phu nit mang thai, mc du
kho6 du dodn vé liéu hon so véi & ngudi khong mang thai. Trong
thoi ky mang thai, c6 thé cin hiéu chinh liéu do ting thé tich huyét
tromg, giam kha nang gan véi protein va ting théi tnr qua thin &
phu nir mang thai. Can nhic lo1 ich va nguy co tiém tang cua viéc
sit dung thude trude khi ké don thude nay trong thoi ky mang thai,
chi ké dom khi that su cin thiét.

Nhiéu phoi nhiém véi thude trong thai ky chwa ghi nhan cc tac
dung bat lgi 1O rét trén bao thai va tré so sinh & ngudn me cd ndng
d6 digoxin huyét thanh & ngudng binh thuong. Méc dir digoxin
duoc cho 14 ¢o tac dung tnre tiép dén co tron tir cung, ¢O thé 5dy
sinh non tuong dm va nhe cén, chua thé loai trir vai trd cua thuéc
v6i bénh tim tiém an. Digoxin ding cho ngwdi me da duge sir dung
thanh cong trong diéu tri nhip nhanh va suy tim sung huyét & thai
nhi. Céc tac dung phu 1én thai nhi da dugc bao cdo & nhimg ba me
6 ngd doc digitalis.
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Khong co thong tin vé anh huong cia digoxin d6i véi kha ning

sinh san & ngudi cling nhu kha ndng gay dj tat thai nhi.

Thai ky cha con bi
Digoxin dugc bai tiét vao sirta me vai mot lugng rat nho (ty 1¢ thudc

trong stra so vdi huyét tuong 1a 0,6 - 0,9), khéng c6 ¥ nghia trén
lam sang va khong co chéng chi dinh trong th&i ky cho con bu.

T#c dyng khong mong mubn (ADR)

Nhin chung, cac ADR cua digoxin phu thuge vao liéu ding.

Rat thuomg gap

Dién giai, chuyén hoéa: ha magnesi huyét.

Thmmg ggzp

Than kinh: rbi Io:m hé than kinh, chong mat, rbi loan thi gidc, giam
phan biét mau séic.

Tiéu hoa: tiéu chay, budn ndn, non, dau byng.

Méu va hé tao mau: gidm bach cau 4i toan (ua eosin).

Da ban da, dang may day hodc dang vay c6 thé kém theo ting bach
cAu 4i toan ro r¢t

Dién giai, chuycn héa: ha kali huycl

Tim: loan nhip, rdi loan din lruyen bit thudmg dién tim (kéo dai
khodng PR, thay doi song T va doan ST), thiéu mau cuc bd, nghén
xoang nhi, nhip chdm xoang, co mach.

it gap

Thén kinh: tram cam.

Hiém gap

Tiéu hoa: rdi loan tiéu hoa.

Rat hiém gap

Tim: loan nhip nhanh trén thét, nhip nhanh nhi (c6 hoac khong co
nghén), nhlp nhanh trén thit (loan nhip nat), logn nhip thit, ngoai
tam thu that, glam d6 chénh doan ST trén dién tam dé.

Mau: giam tiéu cau.

Tiéu héa: giam khiu vi, thiéu mau rut cuc bg, hoai tir dudomg tiéu
hoa.

Toan thin: kho chiu, suy nhuge, mét moi.

Thén kinh: rdi loan ¥ thirc, dau dau, dong kinh, dau dy than kinh
sinh ba, lo du.

Tam thin: réi loan tim than, tho o, 4o gidc, mé sang.

Noi tiét: via to & nam gidi (co thé xay ra khi dung kéo dai).

Da: ban da dat sin. Cac trudmg hop hiém gdp c6 ban do, ngtra, ban
dét san va héi chimg Stevens-Johnson di duge bao cio & nhimg
bénh nhin ding cac hop chét digitalis.

Hudéng din cach xir tri ADR

Noi chung, de tinh cia digoxin phy thuge liéu, thudng xay ra khi
nong do thude trong mau cao hon ndng dg diéu tri. Do d6 ADR it
khi xay ra‘khi ding dung lidu va ndng dé thudc trong méau trong
khoédng diéu tri.

Bdc tinh trén tim va cac dau hidu cia ngd dgc: xem phin “Qué liéu
va X tri”.

Biit thuong vé ni tiét trong di¢u tri dai ngay nhur vii to & nam giéi
c0 thé hét khi ngimg thudc.

Liéu lwgng va ciach ding

Cich ding: Chu yéu sir dung dudmg ubng. Dudmg tiém chi khuyén
cdo khi can dua licu digitalis nhanh cho cdp ciru hodc bénh nhan
khong thé uong duge. Uu tién tiém tinh mach do tinh kich (mg
manh cia digoxin gay dau khi tiém bap. Néu bt budc phai tiém
bap, can tiém bap siu va xoa bép ving co sau tiém. Khong ding
qua 500 microgam (2 ml) digoxin véi ngudi 1ém va 200 microgam
(2‘ ml) véi tre em tai mat vi tri tiém.

Can tiém (inh mach cham it nhét trong 5 phit hodc truyén tinh
mach trong 10 - 20 phat dé tranh nguy co giy co mach toan than
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vi mach vanh. Ddi véi truyén tinh mach, [ha lodng trong dich
truyén glucose 5% hD%iC natri clotid 0,9% dén néng do khong qua
62.5 mtr:rogam/ml truyén tinh mach ngt quang, trong it nhat 2 gid.
Liéu ubng hang ngé_v nén dugc ding sau cic bira sing (v sau bira
t6i néu chna nhieu lan ding). Khi chuyén tir duomg tmh mach sang
duomg uong. cén ting lidu 1én 20 - 33% dé dam bao nong d¢ thude
trong huyét tuong; liéu dung dich udng thlrérng trong duong voi
vién nén. Cac liéu dudng uong duoi day néu khdng c6 cha thich
cu thé 1a liéu tinh cho vién nén hodc dung dich duémg uéng cho tré
nho. Chu ¥ vién nén ubng chi c6 chi dinh cho tré tir 5 tudi trd 1én.

Liéu ding

Do dlgoxm co khoang dleu Lr; hep, khi lua chon ché do lidu cua
d:goxm can xem xét cdc yeu t6 ¢6 4nh huong quan trong dén ndng
6 thude, gom ¢6 thé trong (1y tudng 14 tinh theo thé trong kho -
Lean body weight), tudi, chirc ning thin va céc thubc ding kém.
Co thé chon ché d6 ding gdm liéu nap tiép ndi bing liéu duy tri
hoiic bit diu ngay bang liéu duy tri.

Trong céc trudng hp cip ciru, can nhanh chéng dat duge nong dé
didu tri, ché dd dung co lidu nap duge khuyén ding,. o} ngudi da
diing glycosid trg tim trong véng 2 tuan trude do, c6 thé can giam
liéu digoxin va khong khuyén cdo dung lidu nap dudmg tinh mach.
Liéu dung dugc khuyén céo dudi day chi la co sé ban diu, can hiéu
chinh theo dap {mg va kha nang dung nap cia ngudi bénh, Liéu
nap (liéu tan cong - digitalis nhanh): Téng liéu trong 24 gidr duge
khuyén céo theo timg d6 tuéi nhu sau:

Tré so sinh thiéu thang: 15 - 25 microgam/kg duomg tinh mach
hodc 20 - 30 microgam/kg dudmg udng.

Tré so sinh du thang: 20 - 30 microgam/kg dudng tinh mach hodc
25 - 35 microganvkg duong ubng.

Tvé em 1 - dudi 24 thang tuoi: 30 - 50 microgam/kg duong tinh
mach hoiéc 35 - 60 microgam/kg dudmg udng.

Tré em 2 - dudi 5 woi: 25 - 35 microgamy/kg dudng tinh mach hoéc
30 - 45 microgam/kg dudng udng.

Tré em 5 - dudi 10 tudi: 15 - 30 microgam/kg dudng tinh mach
hodic 20 - 45 microgam/kg dudmg udng.

Nguoi Iom va tré em > 10 tuéi: 8 - 12 microgam/kg dudng tinh
mach hojc 10 - 15 microgam/kg dudng uéng.

Piu tién dung mét nira tong lidu nap trong 24 gio, sau do ding
thém hai 1dn, mdi l4n 1a 1/4 tdng lidu, cich nhau mdi 6 - 8 gio.

- =t —

Truéc mdi lin dimg tiép theo, cin danh gi4 dép mg cia bénh nhap

dé hiéu chinh liéu pha hop.

Ché 46 liéu nap chdm hon (nhur véi truomg hop suy tim nhg) cling

¢6 thé duge ap dung cho ngudi 16m va tré trén 10 tudi vai lidu uéng

250 - 750 microgam/ngay trong vong 1 tuin trude khi chuyén sang

liéu duy tri.

Liéu duy tri: Liéu khoi dau duy tri hang ngay duge khuyén cg

theo tirng do tudi nhur sau:

Tré so sinh thiéu thang: 1,9 - 3,1 microgam/kg dudng tinh mach

hoic 4,7 - 7,8 microgam/kg duémg udng, chia 2 lén/ngz‘ly

Tré so sinh du thang: 3,0 - 4,5 mlcrogamfkg dmmg tinh mach,

hodc 7,5 - 11,3 microgamv/kg du'cmg ubng, chia 2 lanKngéy

Tré em 1 - dudi 24 thang woi: 4,5 - 7,5 mncmgamf'kg ducmg tinh

mach hodc 11,3 - 18,8 microgam/kg dudng udng, chia 2 lan.!nga:,.

Tré em 2 - dudi 5 tuéi: 3,8 - 5,3 mu,rogam-"kg dmmg tinh mach,

hodc 9.4 - 13,1 m;crogam/’kg duémg ubng, chia 2 lanfngéy

Tré em 5 - duci 10 tuéi: 2,3 - 4,5 rnu‘:rogamfkg dudng tinh mach

hodc 5,6 - 11,3 microgam/kg dudng udng, chia 2 Ién!ngéy.

Ngwoi l6m va tré em = 10 tuéi: 2,4 - 3,6 microgam/kg dudng tinh

mach hoic 3,0 - 4,5 microgam/kg dudng uéng, | lan/ngay.

Hi¢u chinh lidu mdi 2 tudn dya trén dap img 1am sang, ndng d¢

thudc trong huyét thanh va dgc tinh.

Ciing c6 thé tinh liu duy tri cho bénh nhan theo cong thire sau néy

bénh nhan cé ding liéu nap:

Liéu duy tri = liéu nap * (% thai trir hang ngay/100).

Trong dé:

Gi4 tr liéu nap [a tong licu nap thyc té ma bénh nhan da sir dyng

trong 24 gid trude do.

Gia tri % thai trir hang ngay = 14 + C1_/5; trong d6 CI_ (ml/phit)

la d6 thanh thai creatinin hiéu chuidn cho 70 kg cdn ndng hodc

1,73 m? bé mat co thé, tinh béng cong thirc:

Cl_nam =(140- tudi)/Nong dé creatinin huyét tuong (mg/dl).
= (140 - tudi) x 88,4/Nong do creatinin huyét twong

(micromol/lit).

Hiéu chinh liéu theo chiec nang thdn va can ndng ly tuomg

Liéu duy tri can duge duoc tinh dira trén chirc nédng thén, hiéu

chinh theo thé trong khé, c6 trong cic bang sau:

+ Ngwdi Ién va tré em > 10 tudi: liéu duy tri ding 1 lan/ngay.

Liéu dwomg tinh mach (liéu twong dwong cho vién nén) S6 ngay dat
a* theo thé trong khd (kg) TTCB**
40 50 60 70 80 90 100
10 64 (62,5) 80 (125) 96 (125) 112 (187,5) | 128(187,5) | 144 (187,5) 160 (250) 19
20 72 (125) 90 (125) 108 (125) 126 (187,5) | 144 (187,5) 162 (250) 180 (250) 16
30 80 (125) 100 (125) 120 (187,5) | 140 (187.,5) 160 (250) 180 (250) 200 (312,5) 14
40 88 (125) 110 (187,5) | 132 (187,9) 154 (250) 176 (250) 198 (312,5) | 220(312,5) 13
50 96 (125) 120 (187,5) | 144 (187,9) 168 (250) 192 (250) 216 (312,5) | 240(312,5) 12 1
60 104 (125) 130 (187,5) 156 (250) 182 (250) 208 (312,5) | 234(312,5) 260 (375) 11 :
70 112 (187,5) | 140(187,5) 168 (250) 196 (250) 224 (312,5) 252 (375) 280 (375) 10
RO 120 (187,5) | 150(187,5) 180 (250) 210(312,5) | 240(312,5) 270 (375) 300 (437.5) 9_—“
% 128 (187,5) 160 (250) 192 (250) 224 (312.5) 256 (375) 288 (437,5) | 320 (437,5) 8
100 136 (187,5) 170 (250) | 204 (312,5) | 238(312,5) 272 (375) 306 (437,5) 340 (500) 7
Chi thich: * 45 thanh thai creatinin duqc hiéu chuén cho 70 kg cén niing hojic 1,73 m? bé mit co thé (ml/phit);
** trang thai cin bing, néu khong ding liéu nap. J
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+Tréeem < 10 tdi: lidu duy tri dung 2 la‘m;‘ng:}y.
-
Liéu dudng tinh mach (liéu twong dwong cho vién nén cho tré tir 5 - 10 tudi) theo thé trong khd (kg) S6 ngay dat
C]:r‘ 'ITCB***
5 10 20 30 40 50 60
T
10 8 16 32 48 (62.5) 64 (62,5%*) 80 (125) 96 (125) 19
20 9 18 36 (62,5) 54 (62.,5) 72 (125) 90 (125) 108 (125) 16
-
30 10 20 40 (62,5) 60 (62,5**) 80 (125) 100 (125) 120 (187,5) 14
40 I 22 44 (62,5) 66 (62,5**) 88 (125) 110 (187,5) | 132(187,5) 13
50 12 24 48 (62,5) 72 (62,5**) 96 (125) 120 (187.5) | 144 (187,5) 12
60 13 26 52 (62,5) 78 (125) 104 (125) 130 (187,5) 156 (250) 11
70 14 28 56 (62,5) 84 (125) 112 (187.5) 140 (187.5) 168 (250) 10
80 15 30 60 (62,5%*) 90 (125) 120 (187.5) 150 (187.5) 180 (250) 9
90 16 32 64 (62,5**) 96 (125) 128 (187,5) 160 (250) 192 (250) 8
100 17 34 68 (62,5%%) 102 (125) 136 (187,5) 170 (250) 204 (312,5) 7
Chi thich: *d thanh thai creatinin hi¢u chuin & bénh nhi, c6 thé ding cong thirc Schwartz hiéu chinh cho mirc loc ciu than (GFR):
GFR (ml/phat/1,73 m?) = (k * chiéu cao (cm))/Néng d@ creatinin huyét tuong (mg/dl).
Trong d6, h¢ s6 k thay doi iy dbi twong: tré so sinh thiéu thang 14 0, 33, du théng la 0,45. Tré em va bé gi 12 - 18 tudi k = 0,55, bé trai 12 - 18
twdi k = 0,7; **theo ddi ndng dd sau lidu khoi diu va tang lidu néu cn; ***trang thai cin bing, néu khong ding liéu nap.

Gidm liéu & nguoi cao tuéi: Do chirc ning thin & ngudi cao tudi
thudmg suy gidm, can giam sit chirc nang thin cta bénh nhan dé c6
didu chinh pht hop. Liéu thip hon (125 microgam/ngay hojc ding
chch ngay) duge khuyén céo cho bénh nhan suy tim trén 70 tudi.
Chinh liéu khi ding dong thoi véi mét s6 thuée: Giam mét nira
litu cia digoxin khi ding ddng thoi voi amiodaron, dronedaron
va quinin.

Chinh liéu trong loc mdu: Bénh nhén loc mau can duge sir dung
ché d liéu nhu v6i bénh nhan suy thin ning (tbe do loc cau thin
dudi 10 ml/phit). Do céc glycosid tro tim ¢6 kha ning gén tét &
mo, do d6 khong cin dua thém lidu sau khi loc méu.

Truomg hop can theo déi nong do thudc trong huyét wong:

Viéc theo ddi ndng o thude khong can thye hién vai nhimg bgnh
nhéin ¢ dap img 1dm sang tot véi liéu théng thudmg va khong co
déu hiéu hodc triéu chirng ngd doc.

Dmh lrong nong ¢ digoxin trong huyét tuong thuc sy cn thiét
néu nghi ngdr ¢6 tudn tha kém, dap ung kém hay suy glam dép (mg
khéng rd 1y do, chirc ning than dao dong, khi chua biét bénh nhan
da dun;_. glycosid trg tim trude do hay chwa, nghi ngdy ¢o tuong
tic thudc va de khing dinh doc tinh trén lam sang Khong nén chi
ciin ¢l vao nong dd thude trong huyét tuong ma cn xem xét ddng
thdi véi cac dir liéu khéc trén 14m sang cta b¢nh nhan. Piéu ndy
dic biét quan trong trong chén doan ngd djc digoxin vi cic déu
higu va triéu chimg ngd doc co thé kho phan biét vi bénh 1§ nén
va cd thé xay ra ngay ca trong gioi han diéu tri thong thudng. Mot
56 yéu té c6 thé anh hudmg dén dép img vai digoxin va do dd vige
blen gidi két qua dinh lugng digoxin can xét dén céc dic diém bao
gdm chire niing thin, tudi. bcnh 1y tuyén giap, sy tudn thi cua bénh
nhan, trong tic thude va roi loan dign giai. Vai trd cia dinh lrong
néng d¢ digoxin huyét tuong trong chan doan dgc tinh & tré em la
chwa rd rang.

Theo doi nong dg thudc trong huyét twong:

Digoxin la thude c6 khoang diéu tri hep. Mau méu cho dinh lugng
digoxin nén dugc lay & thoi diém it nhét 6 gio sau lan dua thude
truge do (thudmg tir 8 - 12 gio va tét nhat 14 ngay trude khi ding
liéu ké tiép).

Nong d¢ diéu tri clia dlgoxm trong huyét tuong & ngudi lon thuong
14 0,5 - 2 nanogam/ml. Nong do trong huyét twong tir 0,5 - 0,9
nanogam/ml duge cho 1a phu hop dé diéu trj suy tim & ngudi lém
nhing dir liéu con han ché. o

Poc tinh trén ngudi treong thanh thudng lién quan dén nong d§
digoxin trong huyét tuong & trang thai dn dinh cao hom 2 nanogam/
ml; tuy nhién, déc tinh ciing ¢6 thé xay ra véi ndng do thiap hon.
Ngudng nong do diéu tri hodc gdy doc véi mdi bénh nhén 1a khac
nhau tiy thugc vao nhiéu yéu té nhur cin bang dién giai, can bing
acid - base, cac thude dung ddng thoi, tinh trang tuyén giap hay cac
bénh mic kém khéc. Nong d6 thude nén duge bign giai dong thai
vdi dic diém 13m sang tong thé ctia bénh nhan. Khong sir dung gid
tri dinh lugng nong do digoxin nhu mét co s duy nhit dé hiéu
chinh lidu. K&t qua dinh lwong co thé anh hidng béi sy khéac nhau
vé sinh kha dung cia cic ché pham, sy ¢6 mét cila cic chét cé hoat
tinh mi&n dich gidng digoxin, & bénh nhan suy than, suy gan, phy
nit mang thai, tré so sinh, va khéc nhau giira cic co s& xét nghiém.
Twong tic thude

Do ¢6 khoang diéu trj hep, tuong tac thudc tiém tang nguy co gy
ngé déc digoxin va do do, can luu § ¥ thong tin tuong tac cia tit ca
cac thude khi ding dong thi véi thude nay.

Tranh phoi hop:

Cac thude chen thy thé beta giao cam: Co thé cong hop tic dung
{rc ché din truyén nhi lhat gay n ghen tim hoan todn. Mic di phm
hop nay c¢6 thé hiru ich trong vigc kiém soat nhip thit & bénh nhan
rung nhi va/hodic cudng nhi, cin cin nhéc c4 thé héa liéu ding cia
digoxin.

Céc thube anh huong dén can bang dién gian: Réi loan dién g:al do
thudc lgi tiéu nhur acid ethacrymc furosemid va thiazid (néng dé
kali, qaagnem va calei huyét) khién bénh nhéan bi ngd doc digoxin,
gdy roi loan nhip tim c6 thé dan dén tir vong. Bénh nhan ding
digoxin dong thoi véi thudc loi tiéu can durge gidm sit va diéu
chinh nong d§ dién giai phi hgp. Céc thudc khdc lam ting thai
kali (nhu amphotericin B, corticosteroid, corticotropin, dinatri
edetat, thudc nhudn trang, natri polystyren sulfonat) hodc lam giam
kali ngoai bao (nhu glucagon, dextrose liéu cao, dextrose - insulin
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truyén) ciing c6 thé gdy doc trén bénh nhan ding digitalis. Mudi
ca‘lc: Flem ljnh l;n-:lch ¢o tdc dung hiép d{l)ng ting dgc tinh digoxin
trén tim, da.n. dcn‘ nguy co réi loan nhip tim ning, c6 thé gly tir
vong (dic bf'ﬂ khi calci dugc truyén nhanh qua dudng tinh mach).
Nén @nh sir dung calci qua dudng tinh mach & nhitng bénh nhan
diung d:g_uxm.

Céc thudc cudng giao cam (dopamin, epinephrin, norepinephrin):
c6 tic dung tang nhip tim tryc tiép (chronotropic dwong tinh) c6
the gay loan nhip va ha kali huyét, giy ra hogc lam trim trong thém
roi loan nhjp tim.

Phoi hgp lam tang tic dung ciia digoxin:

Cdc thude gom amiodaron, canagliflozin, daclatasvir, flipbanserin,
flecainid, prazosin, propafenon, quinidin, spironolacton, cac
khang sinh macrolid (nhu erythromycin va clarithromycin),
nhom tetracyclin (va c6 thé ca céc khing sinh khc), gentamicin,
isavuconazol, itraconazol, ivacaftor, quinin, trimethoprim,
alprazolam, indomethacin, propanthelin, mirabegron, nefazodon,
atorvastatin, ciclosporin, epoprostenol (thodng qua), chat dbi
khéng th}l thé vasopresin (tolvaptan va conivaptan), carvedilol,
phac dd chira darunavir/ritonavir, taleprevir, dronedaron,
ranolazin, simeprevir, telmisartan, lapatinib, ticagrelor, vandetanib,
velpatasvir, venetoclax va vemurafenib: Cén than trong khi sir dung
clng vai digpxin. Theo déi ndng d6 digoxin trong huyét thanh dé
hiéu chinh liéu.

Sennosid: Cé thé lam ting nguy co ngd doc digoxin & bénh nhin
suy tim.

Suxamethonium: Bénh nhén ding digoxin d& bj anh hirong cia
tang kali huyét do suxamethonium.

Lapatinib: Ding cing véi digoxin dudng uéng lam ting AUC ciia
digoxin. Can than trong khi phdi hop.

Thube e ché men chuyén angiotensin va thudc déi khang thu
thé angiotensin 1am giam co tiéu déng mach di qua trung gian
angiotensin TT, trong khi thudc chéng viém khong steroid lam giam
su gian tiéu dong mach di qua trung gian prostaglandin. Cac nhom
thude nay khong lam thay dbi dang ké dugce dong hoc cua digoxin,
tuy nhién, co thé thay dbi chirc ndng thin & mot s bénh nhan, gian
tiép 1am giam thai trir din dén ting nong do digoxin.

Cac chél chen kénh calci co thé lam ting hodc khong dbi nong d¢
digoxin trong huyét thanh. Verapamil, felodipin va tiapamil lim
ting ndng d6 digoxin trong huyét thanh. Nifedipin va diltiazem
c6 thé 1am ting hodc khéng anh huéng dén nong do di goxin trong
huyét thanh trong khi isradipin khong gay thay déi. Thubc chen
kénh calci ciing co tac dung lam giam dan truyén nat xoang nhi va
nhi thit, dic biét 1a diltiazem va verapamil.
Thudc e ché bom proton (nhu omeprazol): C6 thé lam ting nong
d6 digoxin trong huyét trong bing cach (e ché dao thai digoxin
théng qua trc ché chuyén hoa & duong tiéu hoa. Anh hudng tuong tu
da duge bao cao vdi pantoprazol va rabeprazol ¢ mic d§ thap hon.
Cac thube chéng loan nhip: Mic du quinidin, procainamid,
disopyramid, phenytoin, propranolol va lidocain phéi hop cing
digoxin ¢6 hi¢u qua trong diéu tri loan nhip va dung don doc trong
diéu tri loan nhip do glycosid tim, nhimg thude chdng loan nhip
ndy ¢6 thé ¢6 tac dung inotropic am tinh véi liéu luong thurong
diing (propranolol) hodc liéu cao hon, dic biét & nhimg bénh nhén
bi ngd doc glycosid trg tim. Bén canh co ché duoe dong hoc, cac
thube chéng loan nhip nhu dronedaron va quinidin cling ¢6 thé
tang tac dyng trén dién tim khi dung dbng thdi voi digoxin. Theo
d3i chiit ché cac déu hiéu ngd doc glycosid tim, dong thai danh
gia chirc nang tuyén gidp. Néu ngimg sir dung céc thude chéng
loan nhip khéc & bénh nhan da én dinh khi diéu tri dong thoi véi
digoxin, bénh nhan cin dugc theo di cac dau higu giam dap tmg

. ché (Na*-K*-ATPase). Biéu hién ddc tinh trén tim thudng xuat hién

o ougy,
—a

vai digoxin v diéu chinh liéu lugng glycosid tim néu cjp (,
nghién ctru lam sang ciing ghi nhan bicn cb loan nhip tang s
nhimg bénh nhén dung qang thoi ‘smaloi va dxgnxin S0 Vi kh; & .
ding mot trong hai thude. Khuyen cao cd thé hoa liéy diing cu: |
digoxin khi dung dong thi véi sotalol.

Phéi hop lam giam tdc dung cia digoxin:

Cic thube khang acid, mdt so thuoe nhudn trang, kfi?[in —
acarbose, neomycin, penicilamin, rifampicin, mét s6 khing it
kim khuédn, metoclopramid, sulfasalazin, adrenalin, Salb”‘ﬂmul
cholestyramin, phenytoin, co St. John (Hypericum Pe’fommm)'
bupropion va dinh dudng bd sung dudmg ticu héa c6 thé Jam gia[r;
tac dung cua digoxin. Bupropion va chat chuyf‘:n hoa chiny lim
tang van chuyén digoxin qua glycoprotein-P & (€ bio day ¢, 4,
Juron gan, lam tang bai tiét digoxin ¢ than. g
Mot s6 twomg tdc khac:

Succinylcholin dwong nhir 1am tang tic dung trén din truydy o 1
digoxin va kich thich tim théit, ting nguy co rdi loan nbip tim, p,
d6, nén than trong khi dung succinylcholin & nhimg bénp iy |
diing digoxin, ¢ thé can hiéu chinh liu cua digoxin. i
Teriparatid co thé 1am tang tam thoi nong dd calei huyét thanh, 13n, :
ting nguy ca cua nhiém dgc digoxin. ‘

C6 thé cn tang lidu cua digoxin khi ding dong thoi véi cic thyé,
bd sung hormon tuyén giap.

Qui litu va xirtri

Triéu chimg: Khi qua liéu hay ng¢ doc digoxin, s& xuét hign ADR
cta digoxin voi tin xudt cao hon va mirc dd ning hom, bao gf"lm i
ADR biéu hién trén tim va ngoai tim.

Ngo ddc digoxin cip tinh ho’qif: man tinh, c6 thé gy ra hau hét moi
loai réi loan nhip tim va nhiéu r0i loan nhip trén cing mét bégh
nhan, bao gérn: nhip nhanh nhi kich phat vai pghén nhi thit, nhip
bé noi nhanh, rung nhi chdm, ngoai rﬁ_m thu that, nhip qh_irn Xoang,
nghén tim do | dén 3, phan ly nhi that, nhip nhanh thét, biéu hiéa
ban ddu c6 thé co bit thuémg trén dién tam dé nhu kéo i khoang
PR. Ngimg tim do ngoai tam thu hodc rung that do nhiém dac
digoxin thuomg gy tir vong. Ngo ddc digoxin cap tinh khi dﬁﬁg
liéu rét cao c6 thé dan dén tang kali huyét tir nhe dén 15 rét do tc

sau 3 - 6 gio sau khi dung qua lidu, va kéo dai 24 210 sau d6 hodc

liu hon.

Biéu hién ngoai tim thudmg gap la cac tri¢u chimg trén tiéu hoa nhr

chén dn, budn nén va nén (duge béo cdo véi ty 18 1&n dén 80%, mft
nira 50 bénh nhan c6 biéu hién nay trude cac biéu hién trén tim),

Mét s réi loan khic gdm c6 chong mit, rdi loan thin kinh trung
wong, mét moi, khé chiu, suy nhuoe va roi loan thi gidc.

O tré em, du hiéu ngd doc xdy ra trong hodc ngay sau khi ding
qua lidu. RSi loan nhip ciing 1a biéu hién doc tinh co thé xay ra o tré
em, dic biét 1 i loan din truyén nhi thit hodc nhip chim xoang.
O tré so sinh, nhip chdm xoang hodc ngimg xoang va/hodc keéo dai
khoang PR 1a nhimg déu hi¢u ngo doc thuong giip. Céc biéu hién
ngodi tim thudong gdp twong tw nhu & nguoi lon 1a tidu hoa, thin
kinh trung wong va thi giac. Tuy nhién, budn nén va non khong
thuong xuyén ¢ tré so sinh va tré nho. Bén canh cac ADR giéﬂg
nhu khi ding & liéu khuyén céo, mét sé ADR khac khi tré ding
qud liéu ciing dugce b4o bdo nhu: giam cin & nhém tudi 1én hon v
khéng phat trién & tré so sinh, dau bung do thidu méau cyc bd mac
treo, budn ngu va rdi loan hanh vi bao gdm céc biéu hién loan than.
Xir tr: Khi 6 biéu hién ngd ddc, can ngimg sir dung digoxin va do
nong dé thude trong mau. Bénh nhin nén dugc gidm sat dién tam
dd va quan |y cac yéu td c6 lién quan khéc nhur cac bét thuong vé
dién giai, chirc ning tuyén giap va cac thudc ding kém.

Than hoat tinh c6 thé duge sir dung trong trudmg hgp udng mot
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lugng l6n digoxin dé tranh hdp thu. Higu qud thuémg thdy khi
cho bénh nhan ding sém, nhung ciing ¢6 bing chimg cho thay

ubng lidu than hoat 1ap lai cling givip loai bo bt lugng digoxin, do
d.goxm ¢6 chu trinh tudn hoan £an - rudt, ddc biét trén bénh n31an
¢6 roi loan chirc néing than. Liéu than hoat dung cho ngudi l6m 1a
20 - 60 g mbi 4 - 12 gids. Tuong ty, cholestyramin hogc colestipol

ciing ¢6 hi¢u qua trong giai dogn ngd ddc sém. (5 cic giai doan
mudn va ngd doc nang, can xir tri bang cach cho bénh nhan sir dung
doan khéng thé (Fab) mién dich dac hi¢u véi digoxin. Piéu tri hé
trg va diéu trj trigu chimg khi ngd doc digoxin tiy thudc vao mirc
do dgc tinh. Cac dgc tinh trén tim mic 4 nhe nhy cham nhip hodc
nh]p cham tht cé nguy co rung nhi c6 thé duqc Xir tri bang nging
thude, diéu chinh dién gidi (vi du bd sung kali néu c6 ha kali huyét)
va higu chinh liéu khi tai st dung digoxin sau d6. Cac trwong hop
nang hon nhu loan nhip thit, nghén nhi thét, bén canh diéu chinh
kali, magnesi huyét, c6 thé can nhéc dung phenytoin hodc lidocain.
Véi bénh nhén c6 trigu chimg r6i loan ndng (chim nhip xoang

ning, nghén nhi thit 6 2 - 3,...), atropin sulfat tiém tinh mach hofc
tiém bip co thé ¢o hiéu qua.

Cdp nhdt lan cudi: 2020.

DIHYDROERGOTAMIN

Tén chung quée té: Dihydroergotamine.

Mi ATC: NO2CAOI.

Loai thuéc: Chéng dau nira dau/irc ché giao cam alpha khéng
chon lgc.

Dang thude va ham lwgng

[?ung dich xit miii dinh liu (dang mesylat): 4 mg/ml (0,5 mg/1
lan xit).

Dung dich tiém (dang mesylat): 1 mg/ml.

Dugre lyre hoe

Dihydroergotamin la alcaloid ban tong hop ciia ndm cua ga (din
xudl hydro héa cua ergotamin), c6 tic dung dugc 1y phic tap.

Thude ¢6 &i lyc voi ca hai thu thé alpha-adrenergic va thy thé -

serotoninergic, do dé vira ¢ tac dung kich thich (liéu diéu trj) vira
irc ché (liéu cao).

Thuéc chii yéu duge dung dé trj dau nira dau cé hodc khong c6 trigu
chimg béo trréc. Dihydroergotamin c6 i lue cao vai cac receptor
5-HT1D-alpha, 5-HT1D-beta, noradrenalin alpha2A, alpha2B va
alpha cling nhu véi thy thé setoronin 5-HT1A, 5-HT2A, 5-HT2C.
Thude cung ¢0 ai Iyc cao vai thu thé dopamm D2L va D3.

Co ché cua dihydroergotamin trong diéu tri dau nira déu cép tinh
chi yéu 1a do tic dung chu vén tai thu thé serotonin 5-HTID
(5- hydroxytrvplamm loai 1D). Luc dau, thude co tac dung bu lai
mite thiéu serotonin trong huyét twong. Sau d6, do kich thich tic
dung cua serotonin nén da chéng lai mét truong lye cua hé mach
ngoai so, dac biét la hé mach canh da b gian.

Trong giam huyét ap thé dimg, dlhydroergotdmm ¢0 tac dung chon
loc gdy co mach céc mach chira (tinh mach, tiéu tinh mach) ma hau
nhu khéng co tac dung dén cac mach cin (dong mach, tiéu dong
mach). Tang truong lyc tinh mach din t&i phan phoi lai méu, do
viy s€ ngin tich mau qué nhiéu & tinh mach.

Duge dfng hoe

Hdp thu: Sinh kha dl,mg ciia thudc khi diing duong udng rit thip,
khoang 1%, do thuéc hap thu khong hoan toan tir duémg tiéu hoa va
bi chuyén hoa qua gan lan diu rit manh. Sinh kha dyng dang tiém

biip, tiém tinh mach 14 100%. Sinh kha dung theo dudmg xjt mili la
32%. Thudc bit ddu c6 tac dung khoang 30 phat sau khi xjt mai,
khoang 15 - 30 phut sau khi tiém bap va dudi 5 phit sau tiém tinh
mach. Tac dung chong dau nira dau kéo dai khoang 4 gi& sau khi
xit miii va khoang 8 gi¢ sau khi tiém tinh mach.

Phédn bo: Dihydroergotamin lién két véi protein huyét tuong
khoang 93%. Thé tich phan bd k.hoang 800 lit.

Chuyen héa: Thudc chuyén hoa chu yéu qua gan (96 - 99%). Chat
chuyén héa chinh la 8’-beta- hydroxydthydrocrgmamm ¢6 hoat tinh
va dat nong dd trong huyét tuong cao hon chit chua chuyén héa.
Thai trie: Thude duge thai trir chit yéu qua mat véo phén, dudi dang
cac chét chuyen hoa, khoang dudi 10% thai trir qua mrde tiéu dudi
dang nguyén ven. Nira doi thai trir pha cubi ciia dang xjt miii 1a
Kkhoang 10 gio, dang tiém bap va tiém tinh mach 1a khodng 9 gio.

Chi dinh

Pau dau do van mach gdm:

Con dau nira déu (migraine) co hodc khong co triéu chimg béo
trude & nguoi tnrémg thanh: Ding theo dirdng tiém hodc xit mii cho
nhimg bénh nhén bj con dau vira va ning ma diéu tri bing cic thube
giam dau ngoai vi va gidm dau trung uong khdng cd hiéu qua.

Con dau d4u kiéu cum (cluster headache).

Chong chi dinh

N;,u'(‘n bénh qua mén véi alcaloid nam cua ga. Ngum bi bénh tim
thiéu mau cuc bd (nhu dau thét nguc, tién sir bi nhdi mau co tim, di
tirng bj thiéu mau cyc b thoang qua), co that dong mach vanh (vi
du nhu dau thit nguc Prinzmetal), ting huyét ap khong kiém sodt
duoc, bénh dong mach ngoai vi, ddong mach vanh (dac biét con dau
thit ngye khéng 6n dinh), nhiém khuén huyét, suy gan nang hodc
suy than niing, bénh nhan sau khi phau thuat mach. Chimg dau nira
dhu viing nén néo hoic liét nira ngudi.

Phu nir mang thai, phu nir cho con bu.

Chéng chi dinh dung phéi hop vé&i cac chit giy co mach ngoai
vi hodc trung wong hodc cac thude tre ché manh cytochrom P450
3A4, Khéng sir dung cho bénh nhan diéu tri bﬁng chét cha vin thy
thé S-HT1 (vi du sumatriptan) hodc alcaloid nim cyra ga (vi du
ergotamin, methysergid) trong 24 gi¢ trudc do.

Thén trong

Dihyc_]roergota:_nin giéng nhu alcaloid nam cya ga khéc co thé gay
co thit mach ké ca dau thit nguc nhung it gip hon nhiéu. Tac dung
ndy thuong lién quan dén liéu dang. Tuy nhién c6 mét s ngusi
bénh cd the nhay cam vdi thude. Khong khuyén céo sir dung thude
& ngudi bénh c6 yeu to nguy co bénh mach vanh (nhir ting huyét
é]?, tang cholesterol huyét, hit thude 14, béo phi, dai thio dwdmg,
tin sir gia dinh 6 bénh 1y mach vanh, phy nir sau mén kinh sinh
l)",. nam giéfi‘ trér} 40 tudi chua duge danh gid vé tim mach).

L_i éu ‘khﬂ'i déu cén dugce sir dung dudi sy giam sat cla nhin vién y
te. Can djnh ky danh gia tim mach cho nguéi bénh khi phai ding
thudc kéo dai.

Tang huyét ap va tang ap lyc dong mach phm ¢6 thé xay ra vai
nguoi bénh c6 hodc khong co tién sir tang huyét ap.

Pl}an {mg co thét mach biéu thi & co manh déng mach, sinh ra cac
dau higu va triéu chimg cua thiéu mau cuc bé mach ngoai vi (vi du
dau co, mat cam giac, lanh dau chi, xanh nhot va tim ngon chan, tay),
dau that nguc hodc hdi chimg bét thudmg nhur thiéu mau cuc bé mac
treo rudt. Vi co that mach kéo dai c6 thé gay hoai tir hodic chét, néu
¢6 dau hiéu va triéu chimng ctia co mach phai ngimg tiém thudc ngay.
Chi nén dung dihydroergotamin cho céc loai dau nira diu do vin
mach; thuoe khong c6 tic dung trong cac logi dau dAu khic va
thudc khéng ¢6 tinh chat giam dau. Khi ding thudc, nguoi bénh
nén bao ngay bac si didu trj khi c6 céc dau hiéu sau day: Mat cam




