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SU DUNG HOP LY, AN TOAN DIGOXIN TRONG THUC HANH

LAM SANG

Nguon: US Pharm. 2015;40(2):44-48

Ngudi dich: Dudgng Thi Thanh Mai, Lugng Anh Tung

Digoxin la glycosid tim cé tac dung tdng siic co bop cd tim va thay déi cung lugng tim,
dugc dung dé diéu tri suy tim, rung nhi va mét s6 trudng hap ngoai chi dinh dudc phé duyét.
Thudc dugc chirng minh lam giam ty |é nhap vién nhung khong lam giam tir vong & bénh
nhan suy tim. Digoxin kiém so&t hiéu qua nhip tim & bénh nhan rung nhi, tuy nhién con nhiéu
tranh cdi vé anh hudng cla thudc trén nguy cd tr vong & nhdm bénh nhan nay. Hién tai, st
dung digoxin tuong doi han ché do pham vi diéu tri hep cla thuGc va can giam sat chat ché
trong qua trinh diéu tri. Digoxin c6 nhiéu tac dung khong mong mudn, tuang tac thuéc va co
kha n&ng gay ngd ddc. Tuy cd nhitng han ché trén, digoxin van ¢ vi tri nhat dinh trong phac

do diéu tri.

Digoxin la glycosid tim dugc chiét tach tur
cay duong dia hoang tia. Nam 1785, nha hoa
hoc, thuc vat hoc va vat ly hoc ngusi Anh,
William Withering da cong b6 két qua nghién
citu cla minh vé khd ndng s dung cay
Digitalis purpurea d&€ diéu tri phu do tim (suy
tim sung huyét). Tuy da dugc st dung trén
ldm sang trong thdi gian dai, nhung Cg quan
quan ly Dugc phdm va Thuc phdm Hoa Ky
(FDA) chi phé duyét chi dinh diéu tri suy
tim cho digoxin vao nhifng nam cudi cta thap
nién 90. Mot chi dinh khac dugc FDA cong
nhan la diéu tri rung nhi. Trén ldm sang,
digoxin con dugc st dung ngoai chi dinh dugc
phé duyét (off-label) trong diéu tri loan nhip
nhanh cda thai nhi, nhip nhanh trén that, tam
phé& man va tdng ap phdi.

Co ché tac dung cua thudc dua trén kha
nang Uc ché bom Na*-K*-ATPase, tang trao
ddi natri-calci; lam tdng néng dd calci ndi
bao, dan dén ting co bop cd tim. Digoxin cling
c6 cac dac tinh cudng phd giao cam. Do lam
tang truong luc phé vi & nat xoang nhi va nat
nhi that, digoxin 1dm cham nhip va dan truyén
nhi that. Bdng 1 tém tat mot s6 déc tinh
dugc ly quan trong cla digoxin.

Mac du da dugc tim thay tir tuong doi lau,
nhung viéc st dung digoxin trong thuc hanh
bi han ché bgi mét s6 yéu t6 bao gobm pham vi
diéu tri hep, yéu cau giam sat chat ché, co
nhiéu tac dung khong mong mudn va kha
nang tudgng tac vdéi nhiéu thubc. Tuy
vay, digoxin van ¢ vai trd nhat dinh trong
diéu tri suy tim, rung nhi va con dugc sir dung
trong mét s6 trudng hgp khac ngoai chi dinh
dugc phé duyét. VGi nhitng chi dinh nay,

digoxin dugc coi nhu mot liéu phap thay thé
hon la lua chon dau tay.

Theo cic hudng dan diéu tri hién nay,
digoxin ¢4 thé dugc sir dung dé bS sung cling
chen beta hodc thudc (c ché men chuyén/
chen thu thé AT1 trong kiém sodt suy tim
sung huyét. Digoxin lam cham nhip tim va
giam bénh suadt & bénh nhan rung nhi. Thudc
cha yéu dugc sir dung nhu mot liéu phap diéu
tri b6 sung cho bénh nhan rung nhi cé nhip
tim khong dugc kiém soat hoan toan bang
chen beta. Nhg tac dung co co duong
tinh, digoxin c6 thé ¢ tac dung trong trudng
hop tdng dp dong mach phdi, tuy nhién can
cd thém nghién clru d€ danh gid nhiing tac
dong lau dai ca digoxin v&i nhdm bénh nhan
nay.

Digoxin va suy tim

Suy tim sung huyét la mét dang suy giam
chlic ndng tim lién quan dén giam co bdp cd
tim, gidn tAm that/ap luc dé day tim hodc ca
hai yéu t6 trén. Trong suy tim sung huyét, co
bop clia tim gidam, lam gidm cung Iugng
tim. Digoxin c6 hiéu qua trén bénh nhan suy
tim sung huyét nhG dac tinh co cg duang
tinh. Mac du cac nghién ciu da chi ra
rang digoxin lam giam ty 1€ nhap vién va cai
thién triéu chirng ctia suy tim, kha nang lam
giam ty lé tir vong clia thudc van chua dugc
chirng minh.

Vai tro clia digoxin trong diéu tri suy tim da
dugc danh gid trong nhiéu nghién clru lam
sang. Trong mét nghién clru mu doéi ¢6 kiém
soat Ve viéc str dung digoxin trong diéu tri suy
tim sung huyét, bénh nhén c6 suy giam chirc
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Bang 1: Tém tat mot sé dic tinh dugc ly quan trong cua digoxin

Nong do
diéu tri
Liéu Hiéu chinh liéu trong Sinh kha dung Dugc dong hoc
huyét
thanh
Suy tim
- Liéu nap MD: Thanh thai 0,5-0,9 Uéng: 70%; Thdi gian thudc
(LD): Khong creatinin (CICr) >120 ng/mL Vién nang: 90%; phat huy tac
khuyén cdo mL/phut: 0,25 mg dung Elexir: 80%; dung: duGng
- Liéu duy tri | 1 [an/ngay; CICr 80-120 budng tinh mach: | tinh mach:
(MD): 0,125 - | mL/phdt: xen k& 0,25 100% 15-30 phat;
0,25 mg/ngay | mg va 0,125 mg dung 1 udng: 30-120
lan/ngay; CICr 30-80 pht.
mL/phut: 0,125 mg Tac dung dinh:
dung 1 lan/ngay; CICr dudng tinh
<30 mL/phut: 0,125 mg mach: 1-3 gid;
moi 48 gid. Bénh nhan uéng: 2-6 gic.
>70 tudi nén dung
0,125 mg/ngay hoac
cach mot ngay dung
mot [an. Giam ntra liéu
cho bénh nhan bénh
than giai doan cudi.
Rung nhi
- LD: 0,25 mg | MD: CICr >50 mL/phuat: | 0,8-1,2 Khong ap dung Khong ap dung
dudng udng/ | khong can hiéu chinh ng/mL
tinh mach méi | liéu; CICr 10-50 mL/
2 gio (t6i da phut: 25%-75% liéu
1,5 mg/24 binh thuGng hang ngay,
giv); moi 36 gid; CICr <10
- MD: 0,25- mL/phut: 10%-25% lidu
0,375 mg hang ngay mdi 48 gid.
dudng uéng/ | Bénh nhan loc mau lién
tinh mach mdi | tuc: 25%-75% liéu
ngay hang ngay mdi 36 gid.

nang cg tim dugc Iuya chon ngau nhién dé
dung digoxin hodc placebo trong vong 7 tuan.
Nhém bénh nhan dung placebo c6 tinh trang
bénh xdu di nhanh hon nhiéu so véi nhém
dung digoxin. Chirc nang cla tim, lugng gia
thdng qua phan suat tong mau, dugc cai thién
ro rét & nhdm bénh nhan dung digoxin. Nhiéu
thtr nghiém [dm sang khac ciing cho thay tac
dung co cd duang tinh ctia digoxin c6 hiéu qua
trong ki€ém sodt suy tim sung huyét.

Theo hudng dan kiém sodt suy tim cua
TruGng mon Tim mach Hoa Ky/Hoi Tim Hoa Ky
nam 2013 (ACCF/AHA), digoxin cai thién cac
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triéu ching, chat lugng cudc séng va dung nap
gadng stic 8 bénh nhan suy tim & mic do nhe
va trung binh, khong phu thudc vao nhip nén
cla bénh nhan (nhip xoang nhi binh thuGng
hay rung nhi). Do d4, digoxin c6 thé dugc xem
nhu mdt liéu phap diéu tri bd sung cho bénh
nhén ¢ céc triéu ching suy tim dai dang du
da diéu tri véi thudc c ché men chuyén hoéc
chen thu thé€ AT1 hay cic thuc chen
beta. Digoxin con ¢ thé dugc st dung cho céc
bénh nhan suy tim giai doan C (bénh tim cau
trdc co cac triéu chiing suy tim trudc day hoac
hién cd) hay suy tim giai doan D (triéu ching
suy tim lGc nghi va tai nhap vién du da dugc
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diéu tri). Bénh nhan suy tim khong nén sir
dung digoxin ma khong dua trén nén thudc
Gc ché men chuyén hodc chen beta. Mic
du digoxin dugc ké don cho bénh nhan suy
tim va rung nhi, khi dung dong thai véi thuéc
chen beta, digoxin thuGng cd hiéu qua hon
trong kiém soat dap ('ng tdm that, dic biét Ia
khi géng strc.

Liéu khdi dau cua digoxin la 0,125 mg dén
0,25 mg u6ng hang ngay. Can hiéu chinh liéu
dua trén chlc ndng than va tudi clia bénh
nhan (bang 1). Nong do dich can dat cla
digoxin trong huyét thanh vdi bénh nhan suy
tim dao dong tir 0,5 ng/mL dén 0,9 ng/mL.

Ty 1é mac va ty Ié tir vong caa suy
tim

Digoxin cd tac dung lam gidm cac triéu
chirng cta suy tim. Tac dung cla thudc trén
ty 1€ mac va ty 1& tir vong clia suy tim ciling
dugc danh gia.

Mot nghién c(fu ngau nhién, mu déi c6 doi
chitng gid dugc da dugc thuc hién d€ danh
gia ty 1& mac bénh va ty I& t&r vong & bénh
nhan suy tim v&i phan sudt tdhg mau cla
that trdi <0,45 va dugc diéu tri bdng
digoxin. Khéng cd su khac biét vé déc diém
bénh nhan tai thdi diém khai dau diéu tri gitra
cac nhom, cac bénh nhan dugc theo doi vdi
thai gian trung binh 37 thang. Tiéu chi danh
gia chinh la ty Ié tr vong; tiéu chi danh gia
phu clia nghién clru la tiéu chi gop tr vong do
nguyén nhan tim mach, t&r vong do suy tim
tién trién va nhap vién do ciac nguyén nhéan
khac (ngd doc digoxin).

Két qua phan tich theo du dinh diéu tri cho
thay c6 1181 ca tr vong trong nhém sir dung
digoxin va 1194 ca tir vong trong nhdm dung
gia dugc (34,8% so véi 35,1%, 95% CI 0,91-
1,07, p=0,8 [khac biét khong cdé y nghia
thong ké]). S6 bénh nhan nhap vién trong
nhéom dung digoxin it han nhém dung gia
dugc (tuong Umg 910 va 1180 bénh nhan; ty
sudt nguy cd 0,72, 95% CI 0,66-
0,79, p<0,001). Nguy cd trén tiéu chi gop tur
vong do suy tim tién tri€n hodc nam vién thap
hon & nhom  diéu tri  bdng
digoxin (1041 va 1291, p<0,001). Két qua
nghién clru cho thdy digoxin khong cd tac
dong trén tir vong chung, nhung lam giam ro
rét nguy cd nhap vién do suy tim tién trién.

Digoxin va rung nhi

Rung nhi la mét dang rdi loan nhip tim phG
bién, trong dé xudt hién cac xung dién bat
thudng trong tim, lam tim co bdp khong nhip
nhang va khong hiéu qua. Piéu nay dan
dén & dong mau trong tim, gia tang kha nang
xuét hién huyét khéi, cé th€ gdy ra hau qua
nghiém trong nhu nhdi mau co tim hay dot
quy. Rung nhi c6 th€ dugc kiém soat bang
cac thudc anh hudng dén nhip hodc nhip diéu
cta tim. Digoxin cd hiéu qua trong diéu tri
rung nhi do tac dung kiém soat nhip tim.

M6t nghién cu 1am sang bat chéo, mu doi
va ngau nhién da trung tdm danh gid hiéu
qua cua viéc str dung digoxin so Vi gia dugc
da dugc thuc hién trén 43 bénh nhan rung
nhi kich phat. Bénh nhan déu >18 tudi, co
mot hodc nhiéu dgt rung nhi tu' chdm dit mdi
thang. Tiéu chi danh gia cla nghién clu la
thai gian dén khi xuadt hién moét hoac hai dot
rung nhi dudc ghi lai bang thiét bi gidm sat
dién tim trén bénh nhan. Thdi gian trung binh
gitra hai dgt rung nhi la 13,5 ngay & nhém
dung placebo va 18,7 ngay 6 nhom dung
digoxin (p<0,05). Thdi gian trung binh cua
mot dot rung nhi la 3,5 ngay d6i vGi nhom
dung gia dugc so véi 5,4 ngay ¢ nhom dung
digoxin (p<0,05). Nhip that trung binh trong
mot dot rung nhi tuong Ung la 138+32 nhip/
phat va 12535 nhip/phit & nhém dung
placebo va nhém dung digoxin (p<0,01). Két
qua cho thay digoxin gilp gidm tan suat xuat
hién cac dot rung nhi véi mic do tuang doi
han ché, chd yéu do giam nhip that han la tac
dung chdng loan nhip.

Mot nghién ctru thuan tap hoi cliu thuc
hién gan day trén 122465 bénh nhan mdi
dugc chan doan rung nhi (d6 tudi trung binh
la 72) cho thay ty I€ tr vong tich Ity cao han
trong nhom diéu tri bang digoxin so v&i nhom
khéng dugc diéu tri (p<0,001). S dung
digoxin tréd thanh yéu t6 doc lap anh hudng
dén nguy cg tir vong sau khi da loai bo cac
y&u t6 nhiéu khac nhu tudi, chiic ndng than,
tuan tha diéu tri va tién sir mac cac bénh tim
mach khac. Tac dong bat Igi trén tr vong cla
digoxin trong rung nhi can dugc nghién clru
thém.

Theo hudng dan clia ACCF/AHA, két qua
lam sang lién quan dén triéu chirng la tucng
tu nhau cho du rung nhi cé dudc kiém soét
bang nhip hodc nhip diéu hay khéng. Mdc du
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hai cach ti€p can nay tugng ducng nhau trong
viéc giam nhe triéu chimg, liéu phap kiém
soat nhip diéu lam tang slfc bén vdi cac test
gang surc. Digoxin la mot trong nhiing thudc
dugc dung dé kiém soét nhip tim (dudc coi la
kiém soat dat yéu cdu khi dap ('ng tdm théat
dat 60 dén 80 nhip/phut IGc nghi va 90 dén
115 nhip/phdt vdi cac test géng sic trung
binh). Thudc dau tay trong kiém soat nhip tim
bao gém diltiazem, verapamil, esmolol va cac
thudc chen beta khac. So véi digoxin, cac
thu6c nay dudc uu tién khuyén cdo st dung
hon va c¢d bang ching rd rang hon vé hiéu
qua. Digoxin khong dugc coi la thuGc diéu tri
dau tay do pham vi diéu tri hep (yéu cau theo
d6i chdt ché) va cd nhiéu tuong tac
thuéc. Bénh nhan cd nguy co ngd doc
digoxin cao (suy thdn, ngudi cao tudi, cd
nhiéu tuagng tac vdi digoxin) can dugc theo
doi thuGng xuyén han so vdi cac bénh nhan
tré, khdng c6 cac bénh mac kém hodc khdng
dung dong thdi nhiéu thudc.

Digoxin va tang ap déng mach phai

Tang 4p ddng mach phdi la bénh ly tién
trién trong dé luu lugng mau qua ddng mach
ph6i bi han ch& dan dén ting siic can cla
mach phéi, hdu qua cudi cing 1a gy suy tim
phai. Téng 4p ddng mach phéi dudc dinh
nghia la ap luc ddéng mach phéi >25 mmHg
khi nghi hodc >30 mmHg khi gang sifc. Hién
tai, cac luva chon diéu tri cho tang ap dong
mach phéi bao gém liéu phap ho trg va phéi
hop v6i cac thuéc nhu digoxin, Igi
ti€u, warfarin va chen kénh calci (CCB).

Téng ap dong mach phéi thudng lién quan
dén hoat hda giao cam, do véy digoxin cd thé
dugc str dung do dac tinh hly giao cam than
kinh clia thudc ndy. Cac hudng dan diéu
tri tdng ap dong mach phéi hién tai dé cap
ngan gon dén viéc sir dung digoxin do hiéu
qua cla thuéc trén cung lugng tim va ndng
do6 noradrenalin Iu'u hanh trong tuan hoan. Do
dd, viéc st dung digoxin cho bénh nhan tang
ap dong mach phdi cdn dua trén quyét dinh
cla bac si lam sang. S dung digoxin trong
diéu tri tdng 4p dong mach phdi chua dudc
nghién clfu day du trén lam sang, dong thdi
cd ché& tac dung van chua dugc sang té hoan
toan. Cho dén thdi diém hién tai, chua mét
nghién ctu 1dm sang tién cltu ngau nhién nao
dugc thuc hién dé tra 16i cdu hdi nay.
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Canh bao va than trong

Bénh nhan block nhi that hodc block xoang
khéng dugc dung digoxin khi chua dat may
tao nhip. Can than trong khi phdi hdp digoxin
vGi cac thudc cd kha nang lam gidam chic
nang phat xung cta ndt xoang hodc nat nhi
that (nhu chen beta, chen calci khong phai
nhom dihydropyridin). Digoxin con cé nhiéu
tuong tac thuéc khac dugc liét ké trong
bang 2. Bac si can ndm chdc cac tuong tac
nay, giam sat doc tinh digoxin, thudng xuyén
theo doi nong do thudc trong mau trong qua
trinh diéu tri.

Néu str dung vdi su giam sat chat ché vé
liéu lugng va cac yéu t6 cd thé lam thay doi
chuyén héda thudc, digoxin dugc dung nap tét
G bénh nhan suy tim. Cac tac dung khong
mong muén xudt hién cha yéu khi
digoxin dugc dung vdi liéu cao, dac biét &
bénh nhan cao tudi, va can luu y réng s
dung liéu cao digoxin thuong khong dem lai
thém Igi ich Iam sang.

Cac tac dung khong mong mudn chinh ctia
digoxin (bdng 3) bao gobm loan nhip tim (mat
nhip va ngiing tim), cac triéu chirng trén tiéu
hoéa (bubn nbn, ndn, chan an) va cac triéu
chitng than kinh (r6i loan thi giac, mat
phuang hudng, chong mat). Mac du ngd doc
digoxin thuGng xudt hién khi ndéng do trong
huyét thanh >2 ng/mL, tinh trang ngd doc
van ¢ thé xdy ra 6 nong do thdp han, dic
biét khi co r6i loan dién gidi nhu xay ra dong
thdi ha kali va tang magnesi mau.

Pac tinh digoxin

Do cd pham vi diéu tri hep, ngd
doc digoxin xay ra kha thudng xuyén. Cac
bi€u hién 1dam sang clia ngd ddc digoxin cap
bao gobm loan nhip, chan an, chéng mat va
tang kali mau. Ng6é doc digoxin man tinh cd
bi€u hién tuong tu, ngoai ra c6 thém biéu
hién quang thdm mdt, bat thudng phan biét
mau xanh - vang, mat thi luc, hén mé (bang
3). Khang thé dic hiéu clia digoxin
(DigiFab) dudc sir dung dé diéu tri ngd doc
digoxin. DigiFab lién két véi digoxin tu’ do, tao
thanh mot phic hgp dugc thai trir qua
than, do do6 lam gidm ndng dd digoxin trong
huyét thanh.

Két luan

Viéc st dung digoxin ngay cang han ché
do pham vi diéu tri hep va yéu cau giam sat
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chét ché. Thudc cd thé gy ra nhiéu tac dung
khéng mong muén va c6 nhiéu tugng tac
thudc. M3c du vay, digoxin van con c6 vai trd
nhat dinh trong diéu tri suy tim, rung nhi va

con dugc sir dung ngoai pham vi cap phép
(off-label). Thubc dudc coi la liéu phap diéu tri
b6 sung hon la Iva chon dau tay cho bénh
nhan.

Bang 2: Cac tuong tac thudc véi digoxin

Thudc tuang tac Tac dong Chay
Ién
nong do
digoxin

Alprazolam Tang Bénh nhan cao tudi ddc biét ¢ kha néng tdng ndng dd digoxin
trong huyét thanh. Cd ché co thé do giam thai trir digoxin qua
than. Theo d&i ndng dd va gidm sat biéu hién ngd ddc digoxin.

Mu6i nhém (nhom Giam Giam hdp thu digoxin. DUng digoxin 2 giG trudc khi dung cac

hydroxyd, nhom mudi nhom.

magaldrat)

Amphotericin B Tang Amphotericin B [am giam ndng dd kali mau cé thé gay ngd doc
digoxin.

Thudc chdng loan Téng Nhitng thu6c nay Gc ché P-glycoprotein, lam gidam thai trir

nhip (amiodaron, digoxin. Can nhac giam liéu digoxin 30-50% khi bt dau s

dronedaron, dung cac thudc chdng loan nhip.

propafenon,

quinidin)

Thudc khang Tang Gidm nhu dong dudng tiéu hda, co thé l1am tdng hdp thu

cholinergic digoxin.

Thudc chdng ung Giam Giam hép thu digoxin qua dudng tiéu hdéa cd thé lam giam

thu (bleomycin, nong do digoxin. DUng digoxin dang thudc Iéng hodac dang vién

camustin, nang chira dich thuGc thay cho dang vién nén.
cyclophosphamid,

cytarabin,

doxorubicin,

methotrexat,

vincristin)

Thubc chdng ndm Tang Uc ché chuyén hda va thai trir digoxin, 1am ting ndng do

azol (itraconazol, digoxin. Theo ddi va cé thé can gidm liéu digoxin.

ketoconazol)

Thudc chen beta Tang Digoxin va cac thudc chen beta Iam chdm dan truy@n nhi that
va giam nhip tim, lam tédng nguy cg cham nhip. Carvedilol c6
thé lam tdng ndng dd digoxin, tdng nguy cc xuat hién doc tinh
cla digoxin. Can theo d6i nong do digoxin va nhip tim. Can
nhéc gidm 25% liéu & tré em.

Nhua gén acid mét Giam Cac thubc nay gan vdi digoxin, lam giam hép thu thudc &
dudng tiéu hoda va Uc ché chu trinh gan rudt. Dung digoxin va
cac thudc nay cach xa nhau nhét cé thé va hiéu chinh liéu
digoxin trong truGng hgp can thiét.

Thudc chen kénh Téng Ph6i hgp thudc chen kénh calci khong phai dan chat

calci (diltiazem, dihydropyridin (verapamil, diltiazem) cé thé cé Igi trong kiém

nifedipin, soat rung nhi, tuy nhién lai cd tang cudng tac dung trén nat nhi

verapamil) that c6 thé gay (c ché tim. Diltiazem, nisoldipin va verapamil c6
thé lam tdng ndng dd digoxin do (c ché thai trlr digoxin qua
than hodc dudng ngoai than. Theo dGi chat ché nong do
digoxin huyét tugng va hiéu chinh liéu néu can.

Corticosteroid Tang RGi loan dién giadi do corticosteroid c6 thé gay loan nhip do

digitalis. Gidm sat nong dd kali va magnesi mau, va b8 sung
cac ion nay néu can.
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Thudc tuong tac Tac dong Chiy
l1én
nong do
digoxin

Thudc lgi tiéu quai Tang Thudc Igi tiéu cb thé gay réi loan dién giai va loan nhip tim do

(furosemid) digitalis. Giam sat ndng dd kali va magnesi, b8 sung cac ion
nay néu can.

Khang sinh Tang Céc khang sinh 1am gidm giadng héa digoxin thong qua chuyén

macrolid héa bai cac vi khuan chi § dai trang, lam gia tdng sinh kha

(azithromycin, dung cta digoxin. Tudng tac cé thé van con duy tri trong vai

clarithromycin, tuan sau khi ngirng khéng sinh.

erythromycin)

Metoclopramid Giam Tang nhu ddng rudt cé thé 1am gidam hap thu digoxin.

Thudc Idi tiéu tiét Tang/ C6 thé lam téng tac dung co cd duong tinh cua digoxin, ndng

kiém kali (amilorid, giam dd digoxin huyét thanh c6 thé ting. Spironolacton can trg viéc

spironolacton) dinh lugng digoxin, khién két qua dinh lugng digoxin trong
huyét tuong cao han so véi thuc t€. Theo dGi bénh nhan chat
ché va chu y cac trudng hgp gia tang nong dé digoxin.

Quinin Téng Dung dong thdi lam giam thai trir digoxin qua mat, lam tang
nong do digoxin trong huyét thanh va nguy cc gay ngd déc.

Rifamycin (rifampin) Giam C6 thé ting do thanh thai digoxin, dan dén gidm ndng do
digoxin trong huyét thanh.

Thudc chdng tram Tang Co thé day digoxin ra khoi lién két vai protein huyét tudng,

cam (¢ ché tai thu lam tang nong do digoxin & dang tu do.

hoi serotonin

(fluoxetin,

paroxetin)

Cé thanh John Giam Tang tdc dd chuyén hda digoxin lam gidm ndng d6 digoxin
trong huyét thanh.

Sucralfat Giam Dung dong thdi lam giam nong do va tac dung cua digoxin.
Dung cach xa nhau it nhat 2 gid.

Thudc cudng giao Tang Dung déng thdi cd nguy cd gay loan nhip. Cg ché chua rd.

cam (dopamin,

adrenalin)

Telmisartan Tang Dung dong thai lam tang khoang 50% ndng do dinh cla
digoxin va ting khoang 20% ndng dd t6i thiéu, cd thé gay
ng6 doc.

Khang sinh nhém Tang Thay d6i vi hé dudng tiéu hda, tdng kha ning hip thu

tetracyclin digoxin.

Thuéc lgi tiéu Tang RGi loan dién giai do thudc Igi tiéu cd thé gay ngd ddc digoxin.

thiazid Theo ddi ndng dd kali va magnesi, b8 sung cac ion nay néu

(hydroclorothiazid) can.

Thioamid Téng Cac bénh nhén cudng giap cé chiic nang tuyén gidp trg vé

(methimazol, binh thudng cé thé giam thai trir digoxin, dan dén tdng ndng

propylthiouracil) do digoxin trong huyét thanh.

Hormon tuyén giap Giam Cac bénh nhan nhugc gidp cdé chiic nang Euyén giap trg vé

(levothyroxin) binh thudng cd thé ting thai trir digoxin, dan dén giam ndng
do digoxin trong huyét thanh.

Cac chat dai khang Téng Conivaptan lam giam thai trlr digoxin, cé thé 1am téng ndng

receptor
vasopressin
(conivaptan)

do6 digoxin huyét thanh, gay ngo doc.
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Bang 3: Cac dau hiéu va triéu chirng thuong gap trong trueéng hop ngé doc digoxin

Tac dung kh6ng mong mudn ngoai tim

Tac dung kh6ng mong muén
trén tim mach

Chan an
Bu6n ndn/nén
DPau thugng vi

RGi loan thi gidc: co quang mat, sg anh sang, nhin do-xanh hodc

vang-xanh
Mét moi, suy nhugc
LU lan, sa sut tri nhd, cac triéu chirng tam than

Loan nhip that
Block nhi that
Loan nhip nhi
Cham nhip xoang

THAN TRONG KHI SUDUNG TEICOPLANIN 0 BENH NHAN

Thang 4/2017, Trung tam Quodc gia vé
Thoéng tin thudc va Theo do6i phan rng cé hai
cla thudc (Trung tam DI & ADR Qudc gia)
dd nhan dugc bao cdo vé mot bénh nhan
nam, 14 tudi, s dung khang sinh
teicoplanin, dung mdi glucose 5% dé diéu tri
vét m8. Sau khi dung thudc han mét gid,
bénh nhi c biéu hién thd nhanh, rét run, sét
cao 38,9°C, mach nhe 114 [an/phut, huyét
ap 95/60 mmHg, Sp02 80% va dugc x{r tri
bang methylprednisolon tiém tinh mach, thd
oxy. ThuSc nghi ngd teicoplanin van tiép tuc
dugc st dung, nhung dugc pha loang va kéo
dai thdi gian truyén. Hai ngay sau, bénh nhi
ndi ban dé va nglra toan than. Khai thac tién
st cho thdy bénh nhi da timng bi ndi ban dé
nhiéu, nglfa sau truyén vancomycin. Mac du
day la phan Ung lién quan dén teicoplanin &
bénh nhan co tién st di ’ng véi vancomycin
Xay ra ¢ Viét Nam duy nhdt ma Trung tam
ghi nhan dugc tinh dén nay, nhung
teicoplanin da dugc phé duyét cé thé dung
thay thé vancomycin trong mét s6 trudng hgp
nhiém khuan, nén Trung tdm DI & ADR Qudc
gia da ra soat lai cac thong tin trong y van
li€n quan dén viéc thay thé nay.

Teicoplanin va vancomycin la cac khang
sinh glycopeptid, tuong tu' nhau vé cau trdc
hda hoc, co ché tac dung, phd tac dung va
dudng thai trir [1]. Cac phan (ng co hai lién
quan dén vancomycin hodc teicoplanin bao
gdm hdi chiing ngudi dd, s6t, ndi ban, giam
bach ciu, giam bach cau trung tinh, giam tiéu
cau, doc tinh trén than, hoi ching qua man
do thudc va cac phan (ng khac [1], [2], [3].

QUA MAN V@1 VANCOMYCIN

Luagng Anh Tung

Nam 2010, mét tdng quan hé théng so
sanh tac dung cua teicoplanin va vancomycin
trong diéu tri mot s6 bénh nhiém khudn cho
thdy tac dung cla teicoplanin tuong dudng
vGi vancomycin vé ty 1€ diéu tri khdi trén lam
sang, diéu tri khdi vé vi sinh hoc va tir vong.
Tuy nhién, tdng s trudng hgp tIr vong thap
nén danh gid vé tac dung clia cac thudc vdi
tiéu chi tir vong cd thé chua hoan toan chinh
xac [4]. Trudc d6, mot tdng quan khac cling
két ludn teicoplanin khong thua kém
vancomycin vé hiéu qua diéu tri va it gay ra
bién cd bat Igi han vancomycin, bao gém cac
bién ¢4 yéu cau nguing diéu tri, doc tinh trén
than va hdi chirng nguai doé [5].

Theo Dugc thu Qudc gia Viét Nam,
teicoplanin ¢ thé dugc dung thay thé
vancomycin trong diéu tri va du phong nhiém
khudn Gram duong hi€u khi va yém khi
nang, khi cac thudc khac khoéng con tac
dung. Teicoplanin ciing cé thé dung thay thé
vancomycin hoac metronidazol trong viém
dai trang do khang sinh. Khi phdi hgp véi cac
khang sinh nhédm aminoglycosid, teicoplanin
khong lam tang doc vdi thinh giac hodc than;
vi vay, teicoplanin ph6i hgp véi gentamicin
dugc dung thay thé vancomycin va
gentamicin trong du phong viém ndi tdm mac
[1]. Tuy nhién, viéc si dung teicoplanin &
bénh nhan qua man véi vancomycin khéng
phai lic nao cling phu hgp va thudng khong
dugc khuyén khich [6], [7].

Phan (ng chéo gilta vancomycin va
teicoplanin da dugc ghi nhan trong nhiéu tai
lifu, bao gom cac trudng hgp nghiém trong,
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de doa tinh mang, nhu hoi ching
Stevens-Johnson, hdi ching qua man do
thubc, viém mach, phan Ung trén huyét hoc
(d8c biét la giam bach cau trung tinh), co that
phé quan, ... [3-15]. Nguyén nhan cd thé do
vancomycin va teicoplanin c6 cau trdc hda
hoc tuong tu nhau, nén khang thé cla mot
trong cac thuéc nay dudc cho rang s& co
phan Ung chéo vdi thudc con lai [7]. Pay la
phan ('ng hiém gdp, cd thé do sb trudng hap
bénh nhan di ¢ng véi vancomycin dugc
chuyén sang st dung teicoplanin tucng d6i
thap.

Theo nghién clru clia Yuan-Pin Hung va
cOng su trén cac bénh nhan gap phan (ng
sdt, ndi ban hodc giam bach cau trung tinh do
vancomycin, c6 khoang 10% (12/117) gap lai
phan ('ng dé sau khi chuyén sang s dung
teicoplanin. Tuy nhién, s6 truGng hgp bénh
nhan gidm bach cau trung tinh do
vancomycin xudt hién lai phan (ng nay sau
khi dung teicoplanin c6 thé Ién dén 50%
(4/8). Do do, véGi bénh nhan gidm bach cau
trung tinh do vancomycin, can than trong khi
thay thé vancomycin bang teicoplanin [8],
thdm chi nén can nhac coi giam bach cau
trung tinh do vancomycin la moét chong chi
dinh st dung teicoplanin dé€ thay thé cho
vancomycin [16].

Nhu vay, can than trong cdn nhac khi st
dung teicoplanin & bénh nhan cé tién st di
rng vdi vancomycin do nguy cc phan (ng
qua man chéo bao gom sdc phan vé co thé
xay ra [1], [17]. Can luu y, tién sir “hoi chiing
ngudi dé” véi vancomycin khong phai la mét
chong chi dinh st dung teicoplanin [17].
Linezolid c6 thé 1a mét Iva chon thay thé an
toan va hiéu qua cho bénh nhan gap hdi
chiing quéa man do thudc lién quan dén phan
’ng chéo gilra vancomycin va teicoplanin
[12].
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TONG KET HOAT DONG BAO CAO ADR QUY | NAM 2017

Trong 3 thang dau nam 2017, Trung tam
DI & ADR Qudc gia va Trung tam DI & ADR
khu vuc TP. HG Chi Minh ti€p nhan 2340 bao
cdo ADR (tang 28,6% so vdi cung ky nam
2016). Trong do, 2018 bao cao ADR dudgc guri
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Thang 1 Thang 2

Hinh 1: S6 lugng bao cao ADR quy

1. Bao cao ADR tir cac co s6 kham
bénh, chira bénh

393 cd s@ kham bénh, chita bénh cla
toan bo 61 tinh, thanh phs trong ca nudc da
gui bdo cao ADR trong quy I nam 2017. Hai
tinh chua tham gia bdo cdo ADR la Ha Giang
va Pha Yén. Phan I6n bao cao dugc gui tir
cac dan vi § vung Dong Nam bd va dong
bang sdng Hong, tir cac bénh vién tuyén tinh,
bénh vién da khoa va bénh vién thudc khoi
cong lap (bang 1). Trong do6, thanh phé HO
Chi Minh va Ha NGi c6 s6 lugng bao cao cao
nhat (tuoeng (ng 17,7% va 16,8% téng s6
bdo cdo nhan dugc clia ca nudc). Tinh Khanh
Hoa la dia phuong cé cong tac bdo cao ADR
hiéu qua nhat véi s6 bao cao/1 triéu dan cao
nhat trong cd nudc (95,4 bao cdo/1 triéu
dan) (bang 2). Cac dan vi cd s6 lugng bao
cao ADR cao tap trung tai TP. H6 Chi Minh va
Ha NG6i. Bénh vién Chuyén khoa Tam than
Khanh Hoa la dan vi co s6 bao cao ADR nhiéu
nhat trong ca nudc, chiém 4,1% téng s6 bao
cao ADR tUr cac don vi kham, chira bénh
(bang 3).

bGi tugng gui bao cao cha yéu la dugc si
(33,0%), bac si - y si (32,5%) va ti€p theo la
diéu duBng va nir ho sinh (19,2%) (hinh 2).

Tran Ngan Ha

tir cac cd sd kham, chifa bénh va 344 bao
cdo ADR xay ra trén lanh thd Viét Nam tir cac
don vi san xudt, kinh doanh dudc phdm
(trong dé c6 22 bao cao trung véi bao cao tir
cac cd s@ kham, chira bénh) (hinh 1).

2340

m Hon vl SX&KDP

m Coso KCB

S0 bao cao liy tien

Thang 3

I nam 2017 liiy tién theo tirng thang

Trong sO 2018 bao cao c6 19 bao cdo vé
cac van dé khong lién quan dén thudc. Vi
vay, thong tin vé thudc nghi ngG dugc thong
ké trén 1999 bdo cdo. Téng s6 thudc nghi
ngd dugc bdo cdo 1a 2388 thudc (ty Ié van
duy tri 1,2 thudc/1 bdo cao). Cac thudc nghi
ngd gay ADR dugc bdo cdo thudc 4 nhom
chinh: khang sinh (cefotaxim, ceftriaxon,
ceftazidim, ciprofloxacin, amoxicilin/chat (c
ché enzym, levofloxacin), cac thuGc diéu tri
lao (ethambutol va rifampicin/isoniazid/
pyrazinamid), thu6c giam dau, chGnhg viém
(diclofenac) va thudc chéng loan than
(haloperidol). Cefotaxim van la thudc nghi
ngG gay ra ADR dugc bao cado nhiéu nhat vai
ty 1€ 12,0% (bang 4).

2. Bao cao ADR tir cac don vi san
xuat, kinh doanh dugc pham

Trong quy I nam 2017, 22 dan vi san xuat
va kinh doanh dugc phdm d& gli bdo cdo
ADR daon Ié va 33 don vi san xudt va kinh
doanh dugc phdm d& gli bdo cdo tdng hop
dinh ky vé Trung tdm DI & ADR Quodc gia va
Trung tam DI & ADR khu vuc TP. H6 Chi Minh.

Téng s bao cdo ADR xay ra tai Viét Nam da
dudc cac don vi san xuat, kinh doanh dugc
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Bang 1: Phan loai bao cao ADR veé vi tri dia ly, tuyén va loai hinh don vi gtri bao cao

o TV 16 %
SO bao cao
(n=2018)
Téy Bic BO 41 2,0
Ddng Bac B 148 7,3
. | bbng bdng sbng Hong 509 25,2
(;/i!atlryl'/ Bdc Trung Bo 179 8,9
’ Nam Trung B6 322 16,0
Dong Nam Bo 477 23,6
Dodng bang séng Cliu Long 342 16,9
Trung uang 252 12,5
Tinh/thanh phd truc thudc trung ucng 964 47,8
.| Quan/huyén 541 26,8
Tuyen o 1 s
Cd s@ y té nganh 49 2,4
Bénh vién truc thudc cac trudng dai hoc 57 2,8
Ca sG kham chita bénh tu nhan 155 7,7
Loai | Da khoa 1379 68,3
hinh | Chuyén khoa 639 31,7
Bang 2: Danh sach 10 tinh/thanh ph6 giri bao cao ADR nhiéu nhat
. . . L S0 bao cao/1 triéu Ty l1é %
STT Tinh/thanh pho S0 bao cao dan*
(n=2018)
1 TP. H6 Chi Minh 358 43,9 17,7
2 Ha Noi 339 47,0 16,8
3 Khénh Hoa 115 95,4 5,7
4 An Giang 88 40,8 4,4
5 Can Tho 84 67,3 4,2
6 Nghé An 75 24,5 3,7
7 Da Ning 69 67,1 3,4
8 Pong Nai 57 19,6 2,8
9 Quang Nam 40 27,0 2,0
10 Quang Ninh 37 30,5 1,8

* Dan s8 tinh theo s6 liéu clia Téng cuc Théng ké nam 2015.

B Dwroc s1
B Bacsi-ysi

biéu dudng - nit ho sinh
® Khac

m Khong co thong tin

Hinh 2: Nhan vién y té gtri bao cao ADR
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Bang 3: Danh sach 10 co sé kham, chira bénh gtri bao cao ADR nhiéu nhat

e , S6 | Tyie%
T Don vi guri bao cao Tinh bao
cao | (n=2018)
1 | Bénh vién Chuyén khoa Tam than Khanh Hoa Khanh Hoa 83 4,1
2 | Bénh vién TU Dii TP. HS Chi Minh | 76 3,8
3 | Bénh vién Bach Mai Ha Noi 65 3,2
4 | Bénh vién Bénh Nhiét DGi TP. HO Chi Minh | 43 2,1
5 | Bénh vién Da Liéu TP. H6 Chi Minh TP. HS Chi Minh | 35 1,7
6 | Vién Huyét Hoc - Truyén Mau Trung ucng Ha Noi 30 1,5
7 | Bénh vién Phu San - Nhi Ba Nang Pa Nang 29 1,4
8 | Bénh vién Phu San Trung uang Ha Noi 29 1,4
9 | Bénh vién Phu San MéKong TP. H6 Chi Minh | 27 1,3
10 | Bénh vién Vinmec Ha NGi 27 1,3
Bang 4: Danh sach 10 thu6c nghi ngé gay ADR dugc bao cao nhiéu nhat
~ . Ty I€ %
1T Hoat chat SO lugng
(n=1999)
1 Cefotaxim 240 12,0
2 Ceftriaxon 138 6,9
3 Ceftazidim 100 5,0
4 Ciprofloxacin 99 5,0
5 Diclofenac 98 4,9
6 Haloperidol 79 4,0
7 Amoxicilin/chat (c ché enzym 78 3,9
8 Ethambutol 59 3,0
9 Levofloxacin 56 2,8
10 Rifampicin/isoniazid/pyrazinamid 53 2,7
Bang 5: Danh sach cac don vi san xuat, kinh doanh dudgc pham
gui bao cao ADR nhiéu nhat
T Pon vj bao cao S0 bao cao (1;1 y=l3g :2’)
1 VPDD Baxter Healthcare (Asia) Pte Ltd 93 27,0
2 VPBD Hoffmann La Roche Ltd 78 22,7
3 VPDD Merck Sharp & Dohme (Asia) Ltd 74 21,5
4 VPDD Novartis Pharma Services AG 23 6,7
5 Cong ty Fresesius Kabi Viét Nam 15 4,4

phdm ghi nhan la 344 (trong dé c6 22 bdo cdo
tring véi bdo cdo tir cac cd sd kham, chira
bénh), tang 47,6% so vGi cung ky ndm 2016.
Céc don vi san xuét, kinh doanh dugc phdm ¢b
s8 lugng bao cao ADR nhiéu nhat dugc tdng hop
trong bdng 5. Ngoai ra, cic ché phdm dang
dugc luu hanh trén thi trudng dugc bao cao
nhiéu nhat 1a dung dich thdm phan mang bung

(27,0%), losartan (8,4%), bevacizumab (7,6%),
erlotinib (4,9%), imatinib (4,9%).

3. Két luan

Trong quy I nam 2017, s6 lugng bao cao
ADR dugc ti€ép nhan da tang 28,6% so Véi
cung ky nam 2016, ty |Ié bdo cdo van chua
dong déu gilra cac dia phuong, khu vuc va
cac tuyén bénh vién. Do dé, cong tac bao cdo
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va giam sat ADR can ti€ép tuc dugc quan tam
thic ddy hon nita, dic biét tai don vi, dia
phuang chua tham gia bdo cdo ADR. Dugc si
la mét trong nhitng déi tugng chinh tham gia
bdo cdo ADR va can ti€p tuc phat huy hon
nira vai tro cia minh trong cong tac dam bao
an toan thudc néi chung va hoat dong theo
ddi, bao cao ADR noi riéng. Bén canh viéc bao
cao ADR cla cac thuGc dugc stir dung nhiéu
(thu6c khang sinh, thudc diéu tri lao, thudc
giam dau, chong viém) va cac phan tng co
hai dé dugc phéat hién (di 'hg ngoai da, phan
Ung phan vé/sdc phan vé), can b y té can

tap trung bao cdo phan (tng cé hai cla cac
thu6c méi dugc sir dung tai don vi, phan (ing
¢é hai méi chua dugc ghi nhan va cac phan
(g c6 hai can xét nghiém can lam sang hodc
tham do chdc nang chuyén biét.

Trung tam DI & ADR Qudc gia xin tran
trong cdm on su hgp tac cua cac don vi va
can bd y té€ da tham gia bao cado ADR va
mong muon ti€p tuc nhan dudc su phdi hgp
dé trién khai hiéu qua hoat déng gidm sat
ADR.

CANH BAO AN TOAN THUGC

Fluoroquinolon: Cap nhat thong tin
dugc ly

Ti€p theo cong van s cong van s6 24812/
QLD-TT ngay 21/12/2016 vé viéc cung cap
cac thong tin cho can bo y té vé do an toan,
hifu quéd cla cac khang sinh nhém
fluoroquinolon, ngay 27/4/2017, Cuc Quan ly
Dudgc ti€p tuc cd cong van s6 5748/QLD-DK
Vé viéc cap nhat thong tin dugc ly trong to
hudng dan st dung thudc ddi véi khang sinh
nhom nay.

Theo d6, khang sinh fluoroquinolon dung
dudng toan than dudc chi dinh diéu tri nhiém
khudn dudng tiét niéu khong phic tap, dot
nhiém khudn cdp cua viém phé quan man
tinh, viém xoang cap tinh do vi khudn. Tuy
nhién, do khang sinh fluoroquinolon lién quan
dén phan (ng cé hai nghiém trong va cac
tinh trang trén & mdt s6 bénh nhan cd thé tu
khoi, nén chi sir dung thu6c nay cho nhiing
bénh nhan khong cé lua chon diéu tri khac
thay thé.

Muc "Canh bdo va than trong” trén nhan
thudc dupc b6 sung thém théng tin:

Cac phan (ng cd hai nghiém trong cé kha
ndng khong hoi phuc va gay tan tat, bao gom
viém gan, dut gan, bénh ly than kinh ngoai
bién va cac tac dung bat Igi trén than kinh
trung uang.

Khang sinh nhém fluoroquinolon c6 lién
quan dén cac phan (ng cé hai nghiém trong
c6 kha nang gay tan tat va khong hoi phuc
trén cac hé co quan khac nhau cla co thé.
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Nguyé&n Hoang Anh, Nguyén Mai Hoa

Céc phan (ing nay cd thé xuét hién dong thdi
trén cung bénh nhan. Cac phan Ung cé hai
thudng dugc ghi nhan gom viém gan, dat
gan, dau khdp, dau cd, bénh ly than kinh
ngoai vi va cac tac dung bat Igi trén hé thong
than kinh trung uong (do giac, lo du, tram
cam, méat ngu, dau dau ndng va 14 I3n). Cac
phan (’ng nay cd thé xay ra trong vong vai
gid dén vai tuan sau khi sir dung thu6c. Bénh
nhan & bat ky tudi nao hoéc khdng cé yéu t&
nguy co ton tai tir trudc déu cd thé gadp
nhitng phan &'ng cé hai trén.

Ngiing st dung thubc ngay khi cd dau
hiéu hodc triéu chiing dau tién cha bat ky
phan rng c6 hai nghiém trong nao. Thém vao
dé, tranh sir dung cac khang sinh nhém
fluoroquinolon cho cac bénh nhan da ting
gap cac phan (’ng nghiém trong lién quan
dén nhom thudc.

Cap nhat hudng dan st dung thudc
chong viém khong steroid (NSAID) trir
aspirin vé nguy cc bién co6 huyét khai
tim mach nghiém trong

Trong thdi gian qua, cac Co quan Quan ly
Dudc pham trén thé gii da tién hanh phan
tich, danh gia do an toan trén tim mach khi
st dung cac thudc chdng viém khong steroid
(NSAID) trir aspirin. Trén cd sd cac két qua
nghién ciru va phan tich, nhiéu Co quan Quan
ly Dugc phdm (FDA Hoa Ky, EMA, TGA,
Health Canada, HSA, ...) da yéu cau cap nhat
nhan thudc va t& hudng dan str dung clia cac
NSAID khdng phai aspirin dé ting cudng
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canh bdo vé viéc tang nguy cc xuat hién bi€n
cO huyét khdi tim mach nghiém trong, bao
gdm c& nhdi mau co tim va ddt quy, cd thé
dan dén tir vong cling nhu khuyén cdo st
dung cac NSAID khong phai aspirin ¢ mirc
litu hang ngay thap nhat co hiéu qua trong
thdi gian ngan nhét ¢ thé.

Ti€ép theo cong van s6 22982/QLD-TT,
ngay 14/12/2015 vé viéc cung cap cac thong
tin cho can bd y té€ vé do an toan clia NSAID
va khong phai la aspirin, ngay 27/4/2017, Cuc
Quan ly Dugc ti€p tuc cd cong van s6 5749/
QLD-DK cap nhat huéng dan str dung NSAID
va khong phai aspirin trong t3 hudng dan st
dung thudc.

Theo d6, dbi véi tat ca cac thuéc chong
viém khong steroid, khong phai aspirin va
diclofenac dung dugng toan than: BS sung
nguy cd huyét khoi tim mach vao muc “Canh
bdo va than trong” va muc “Tac dung khong
mong mud6n” trén nhan thudc.

- Cac thuGc chdéng viém khéng steroid
(NSAID), khong phai aspirin, dung duGng
toan than, cd thé lam tdng nguy co xuét hién
bién ¢ huyét khdi tim mach, bao gom ca
nhdi mau co tim va dot quy, c6 thé dan dén
tlr vong. Nguy cd nay cd thé xudt hién sém
trong vai tudn dau dung thudc va cd thé tang
Ién theo thai gian dung thudc. Nguy cg huyét
khoi tim mach dudc ghi nhan chu yéu & liéu
cao.

- Bac si can danh gia dinh ky su xuat hién
cla cac bién c6 tim mach, ngay ca khi bénh
nhan khéng cé cac triéu ching tim mach
trudc do. Bénh nhan can dudc canh bao vé
cac triéu chirng clia bién cd tim mach nghiém
trong va can tham kham bac si ngay khi xuat
hién cac triéu chirng nay.

- P& giam thiéu nguy cd xuét hién bién c6
bat Igi, can st dung thubc & liéu hang ngay
thdp nhat cé hiéu qua trong thdi gian ngdn
nhat cd thé.

Riéng vdi thudc chira diclofenac dung
dudng toan than (dudng ubng, tiém va dat
truc trang): Chdng chi dinh cho bénh nhan
suy tim sung huyét (tir do II dén do IV theo
phan do chlc ndng cta suy tim theo Hoi Tim
New York - NYHA), bénh tim thi€u mau cuc
b0, bénh dong mach ngoai vi, bénh mach
mau ndo. Can can nhdc can than khi st dung
diclofenac cho bénh nhan cé cac yéu té nguy

co xuat hién cac bién c6 tim mach ro rét (nhu
tang huyét ap, tang lipid huyét thanh, dai
thao dudng, nghién thudc 13).

Hydroxyzin: Cap nhat thong tin dugc
ly nham giam thiéu nguy co lién quan
dén nhip tim

Trong thdi gian qua, Cc quan Quan ly
Dugc phadm chau Au (EMA) d tién hanh danh
gia lai d6 an toan clia thudc chlra hoat chat
hydroxyzin va dua ra cac bién phap mdi nham
gidm thi€u nguy ca lién quan dén nhip tim khi
st dung cac thudc chlra hoat chat hydroxyzin.
Ti€p theo cong van s6 20391/QLD-TT ngay
02/11/2015 cha Cuc Quan ly Dugc vé viéc
cung cap cac thong tin cho can bo y té vé do
an toan cla cac thuGc chlra hoat chét
hydroxyzin, ngay 27/4/2017 Cuc Quan ly
Dugc ti€p tuc c6 cong van s6 5750/QLD-bK
vé viéc cdp nhat thong tin dugc ly doi véi
thudc chlra hoat chat hydroxyzin.

Theo dd, hydroxyzin can dugc st dung &
lieu thap nhat co hiéu qua va trong thai gian
ngdn nhat cé thé. O' ngudi 16n va tré em cd
can nang trén 40 kg, liéu t6i da hang ngay la
100 mg/ngay. & ngudi cao tudi, khong nén
st dung hydroxyzin, néu bat budc phai dung,
lidu duing t8i da hang ngay 1a 50 mg/ngay. O
tré em c6 can nang dudi 40 kg, liu toi da
hang ngay la 2 mg/kg/ngay.

Chong chi dinh hydroxyzin cho bénh nhan
c6 kéo dai khoang QT mac phai hodc bam
sinh; bénh nhan c6 yéu t6 nguy cd kéo dai
khoang QT bao gom bénh tim mach, rdi loan
dién gidi nghiém trong (ha kali mau, ha
magnesi mau), tién sir gia dinh cé ngudi dot
tir do nguyén nhan tim mach, chadm nhip tim
nghiém trong hodc dang sr dung cac thudc
¢6 nguy co kéo dai khoang QT hodc gay xoan
dinh.

Choéng chi dinh s dung két hgp
hydroxyzin véi cac thudc gay kéo dai khoang
QT hodc gay xodn dinh do lam tdng nguy cd
loan nhip tim: cac thudc chong loan nhip
nhém IA (nhu quinidin, disopyramid) va nhém
III (nhu amiodaron, sotalol), mot s6 thudc
khang histamin, mot s6 thuGc chdng loan
than (nhu haloperidol), mot s6 thuGc chdng
tram cam (nhu citalopram, escitalopram), mot
s6 thudc chdng sot rét (nhu mefloquin), mot
s6 thudc khang sinh (nhu erythromycin,
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levofloxacin, moxifloxacin), mot s6 thudc
khang ndam (nhu pentamidin), mét s6 thudc
tac dung trén hé tiéu hda (nhu prucaloprid),
mot s6 thudc dugc st dung trong ung thu (vi
du toremifen, vandetanib), methadon.

Than trong khi st dung hydroxyzin clng
cac thudc lam cham nhip tim va gay ha kali
mau. Bén canh dd, hydroxyzin dugc chuyén
héa bgi enzym alcol dehydrogenase va
CYP3A4, CYP3A5. Do dd, khi stir dung dong
thai hydroxyzin véi cac thudc cé kha nang Urc
ché& nhitng enzym nay c6 thé lam téng nong
do hydroxyzin trong mau.

Warfarin: Cap nhat nhan vé chirng
calci h6éa mach mau va hoai tur da

Ngay 30/3/2017, Cuc Quan ly Dugc da co
cong van s6 4040/QLD-TT cung cap cac
thong tin cho can bd y té€ vé do an toan, hiéu
qua cta cac thudc chira warfarin. Sau do la
cong vén s& 5751/QLD-DK ngay 27/4/2017 vé
viéc cap nhat thong tin dugc ly d6i véi thudc
chira warfarin trong t3 huéng dan s dung
thudc.

Theo cong van nay, muc “Canh bao va
than trong” trén nhan thudc va td hudng dan
st dung thudc can dugc b sung thdng tin vé
chirng calci héa mach mau va hoai tir da
(calciphylaxis): Day la hoi chimg hiém gap
va co ty Ié t&r vong cao. HOi ching nay
thudng gap trén bénh nhan bénh than giai
doan cudi co loc mau hodc trén bénh nhan co
mot s6 yéu t6 nguy cc nhu: thi€u hut protein
C hodc S, tang phosphat mau, tang calci mau
hoac ha albumin mau. Cac trudng hgp calci
héa mach mau va hoai tor da da dugc ghi
nhan trén ca bénh nhan sir dung warfarin
khong cé bénh ly than. Trong trudng hgp xay
ra hoi ching nay, bénh nhan can dugc x{r tri
thich hgp va can nhac nging s dung
warfarin.

Chirng calci héa mach mau va hoai t&r da
(calciphylaxis) cling dugc bd sung vao muc
“Tac dung khong mong muén” trén nhan
thudc va t& hudng dan sir dung thudc.

TruGc day, thang 7/2016, Cc quan quan ly
Dugc phdm va San phdm y t€ Anh (MHRA) d3
canh bao vé nguy cc xay ra chirng calci hoa
mach mau va hoai tir da (calciphylaxis) lién
quan dén viéc st dung thubc chira warfarin.
MOt cudc ra sodt trén toan chau Au cho thay
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viéc sif dung warfarin c6 thé dan tdi tinh
trang calci héa mach mau va hoai tir da. Day
la mot tinh trang hiém gap nhung nghiém
trong va cd ty |é tif vong cao.

Testosteron: Cap nhat thong tin dugc
ly

Thang 02/2015, Cuc Quan ly Dugc da cé
cobng van sO 2484/QLD-TT cung cap thong tin
cho can by y té vé d6 an toan, hiéu qua cla
cac thudc chira testosteron. Ngay 19/5/2017,
Cuc Quan ly Dugc ti€p tuc cé cong van so
6922/QLD-DK vé viéc cap nhat thong tin dugc
ly d6i véi thubc chira testosteron.

Theo do, testosteron dudc chi dinh diéu tr
thi€u ndng sinh duc do thiéu hormon hudng
sinh duc (do bdm sinh hodc mac phai): thiéu
hut gonadotropin hoac hormon kich thich giai
phéng hormon tao hoang thé (LHRH), tén
thuong truc tuyén yén - dudi doéi do khdi u,
chan thuang, hoac bic xa. B0 an toan va
hiéu qua cla testosteron trén nam gidi bi
thi€u n&ng sinh duc do I80 hda (con dugc goi
la “thi€u ndng sinh duc khdi phat mudn”)
chua dugc chiing minh. Trudc khi bat dau s
dung testosteron, can chan doan xac dinh
tinh trang thiéu ndng sinh duc bang céch do
nong dd testosteron huyét thanh vao budi
sang trong hai ngay khac nhau va két qua
nong do testosteron do dudc déu thap hon
khoang gia tri binh thudng.

Muc “Canh bao va than trong” trén nhan
thudc cling dugc cap nhat thém cac théng tin
Vvé nguy cd tim mach, lam dung testosteron
va giam sat nong do testosteron huyét thanh.
Trong do, testosteron thudng bi lam dung &
murc liéu cao hon khuyén céo cho cac chi dinh
dugc phé duyét hodc sir dung két hgp véi cac
hormon steroid sinh duc nam dong hoa
(anabolic androgenic steroid - AAS) khac. Lam
dung AAS c6 thé dan dén cac phan (g cé hai
nghiém trong trén tim mach va than kinh.
Néu nghi ngd c6 lam dung testosteron, can
ki€m tra ndng dd testosteron huyét thanh dé
dam bao nong do clta thubc nam trong pham
vi diéu tri. Tuy nhién, néng do testosteron cé
thé ndm trong hodc thdp hon mic binh
thudng & bénh nhan lam dung cic dan chat
testosteron tng hop. Bac si can tu van bénh
nhan luu y cac phan Ung c6 hai nghiém trong
lién quan dén lam dung testosteron va cac
AAS. Ngugc lai, can cdn nhdc khd nang lam
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dung testosteron va cac AAS trén bénh nhan
gap bién c6 co6 hai nghiém trong trén tim

mach hodc tam than.

Quy ddng nghiép cé thé tham khao ndi dung cac van ban trén tai dia chi
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Nguyén Thi Tuyén, Nguyén Mai Hoa, Nguyén Phuang Thiy

Thay ddi thong tin ké don véi cac
khang sinh vancomycin: Khuyén cao cua
EMA

Ngay 19/5/2017, Co quan Quan ly Dugc
pham chau Au (EMA) d& khuyén cdo thay doi
thong tin ké don doi vdi cac khang sinh
vancomycin d& dam b&o si dung phu hgp
trong diéu tri nhiém khuan néng do vi khuén
Gram (+).

Uy ban cac san pham thudc st dung cho
ngudi (CHMP) thudc EMA da danh gia cac dir
liéu san cé cla cac thudc vancomycin dudng
tiém truyén, dudng tiém va dudng udng trong
chién luge cp nhét théng tin san phdm cla
cac khang sinh cii nhdm chdng lai tinh trang
vi khudn khang thuéc.

CHMP két luan vancomycin dudng tiém
truyén cd thé ti€p tuc s’ dung dé diéu tri
nhiém khudn nghiém trong do mot s6 vi
khuan bao gém tu ciu vang khang methicilin
(MRSA) & bénh nhan trong moi Ifa tudi.
Vancomycin ciing dugc si dung dé du phong
viém mang trong tim do vi khudn & bénh

Théng tin danh cho can bé y té:
* Djch truyén vancomycin.

- Dich truyén vancomycin c6 thé dugc si
dung & bénh nhan trong tat ca cac Ia tudi dé
diéu tri nhiém khuidn moé mém bién chiing,
nhiém khudn xuong, khdp, viém phéi mac
phai 8 cong dong va bénh vién (bao gom
viém phdi lién quan dén thd may), viém mang
trong tim do vi khuén, viém mang n&o do vi
khudn cap tinh, nhiém khudn huyét lién quan
dén cac nhiém khudn trén. Thudc nay dugc
st dung du phong phau thuat véi bénh nhan
cé nguy cd viém mang trong tim do vi khuan
va dé diéu tri viém phic mac lién quan dén
tham phan phic mac.

nhan phau thuat tim mach va diéu tri nhiém
khudn & bénh nhan thdm phan phic mac.
Dang udng vancomycin nén gidi han sir dung
dé dieu tri nhiém khuan do Clostridium
difficile.

Do dif liéu hién c6 chua day di d&€ minh
chirng viéc str dung vancomycin trong diéu tri
viém rudt do S. aureus va lam sach vi khuén
trong rudt & bénh nhan cé hé mién dich yéu,
nén CHMP khuyén cdo khong s dung
vancomycin cho cac chi dinh nay.

Thém vao d6, CHMP da danh gia vé liéu
khuyén cdo cua vancomycin déi véi cac chi
dinh va nhdm bénh nhan, va két luan rang
litu khai dau cua vancomycin dang tiém
truyén nén dugc tinh todn theo tudi va can
nang ctia bénh nhan. Cac khuyén cao cap
nhat dua trén cac dir liéu cho thay liéu
khuy&n cdo trudc day thudng dan dén ndng
d6 trong mau cua vancomycin thap hon nong
d6 t6i uu cua thudc, lam gidm hiéu qua diéu
tri cta khang sinh.

- Liéu khdi dau khuyén cdo cua dich
truyén vancomycin can dugc tinh toan dua
trén tudi va can nang cla bénh nhan. Céc dir
liéu hién cd chi ra rang liéu dung hang ngay
khuyén cao trudc day tao ra nong do
vancomycin trong huyét thanh thap hon nong
do toi uu.

- Bat cr viéc diéu chinh liéu nao sau do
nén dua vao nong do thudc trong huyét
thanh dé€ dat ndng do diéu tri dich.

- Cac dang vancomycin dung ngoai ducng
tiéu héa dugc chap nhan dung dudng udng
c6 thé dung dé udng cho bénh nhan & moi
Ifa tudi dé diéu tri nhiém khudn Clostridium
difficile.
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- Cac dang vancomycin dung ngoai dudng
tiéu hoa dugc phé duyét dung qua dudng
phic mac c6 thé dudc sir dung cho bénh
nhan & moi I(ra tudi dé diéu tri viém phlc mac
lién quan dén thdm phan phuc mac.

* Cdc dang vién nang vancomycin:

- Do di liéu hién c6 chua day du dé chiing
minh hiéu qua cuta viéc sir dung vancomycin
dudng udng trong diéu tri viém rudt do tu cau
va khtr nhiém dudng tiéu hda & bénh nhan cé
hé mién dich yéu. Do vay, khong nén str dung
vancomycin cho cac chi dinh nay.

Nhic lai nguyén tic st dung kali
clorid dudng tinh mach: Khuyén cao tur
ANSM

Ngay 30/5/2017, Co quan Quan ly Dugc
phdm Phap (ANSM) thong bdo da ghi nhan
cac bdo cao sai sot vé thudc lién quan dén
viéc tiém tinh mach kali clorid (KCl) néng do

* Khuyén cdao danh cho bdc si: Tuan
thu céc nguyén tic ké don

- Uu tién dung dang u6ng cho bénh nhéan
ha kali mau mdrc do nhe dén trung binh.

- Uu tién ké don dang tti d3 dugc pha
loang trudc.

- Ludn ghi ro trén don thudc:

+ Liéu dung: s6 g KCI can truyén cho
ngudi Ién va s6 mmol/kg moi ngay dai vdi tré
em: 1 g KCl = 13,4 mmol kali (K +).

+ Téng thé tich dung mdi (NaCl 0,9%
hodc glucose 5%).

+ Truyén tinh mach.

+ Toc do truyén: truyén tinh mach cham
khong vugt qua 1 g KCl/gic.

+ Dac biét chlu y ap dung khuyén cdo phu
hgp cho cac bénh nhan can han ché dich,
bénh nhi va bénh nhan trong hoi stc tich cuc.

+ Kiém tra tdng lugng KCl va tuong tac
vGi cac thudc lam tang kali mau.

* Khuyén cdo danh cho diéu duéng:
Thudc can duoc pha loang, truyén cham

- Doc ky thong tin trén nhan thudc.
- Khong nén bi gian doan khi pha ché
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- Vién nang vancomycin c6 thé dudc sl
dung cho bénh nhén tir 12 tudi trd 1&n dé
diéu tri nhiém khuén Clostridium difficile. Can
stif dung cac dang bao ché phu hgp véi tré
nhd han.

- Liéu t6i da cua thubc khong nén vugt
qua 2 g/ngay.

- O bénh nhan cé viém rudt, nong do
vancomycin trong huyét thanh khi sir dung
ché phdm dudng udng can dudc theo ddi
chat ché.

cao truc ti€p, khong qua pha loang. Sai sot
nay cé th€ gay hau qua nghiém trong, thdm
chi tir vong cho ngudi bénh. ANSM d3 nhac
lai rang dung dich KCl uu truong chi dugc
truyén tinh mach cham cho bénh nhan sau
khi da dugc pha loang.

thuSc va nén kiém tra lai ch€ phdm néu c6
thé.

- Luon pha lodng dung dich uu trucng
(nbGng do t6i da 4 g/L KCl hay 53,6 mmol/L
kali véi ngugGi I6n) hodc sir dung mot tui pha
loang trudc.

- Ghi trén nhan liéu lugng va tdng thé tich.

- Truyén tinh mach chdm cd kiém soét t6c
d6é (khoéng vugt qua 1 g KCl/giG hay 13,4
mmol kali/giG v8i ngudi Ién).

- Gidm sdt cac théng s6 lam sang va can
Iam sang khi truyén.

- Khong dung duGng tinh mach truc ti€p
va khong bao gid str dung thudc theo dudng
tiém dudi da hodc tiém bap.

* Khuyén cdo danh cho duoc si: Luu
trir thuéc phua hop

- Uu tién viéc cung cdp dung dich dudc
pha loang trudc.

- Han ché t6i da viéc luu trif cac dung dich
KCl dac trong cham s6c va cung cap cho cac
o s& va thu tuc khi cé nhu cau khan cap.

- Gan nhan canh bao & nai luu trlf va dat
6 khu vuc riéng véi cac dung dich dién giai
khac.
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O Lan daw O Bb sung 23, Ngay bao CA0: s Frvmlomssms

Xin hdy bao céo tat ca cac phan trng cé
hai ma anhi/chi nghi ng&, déc biét khi:
e Cac phan tng lién quan téi thubc moi
e Cac phan (ng khéng mong muén
hoac chwa duoc biét dén
e Cac phan trng nghiém trong
e Tuong tac thuéc
o Thét baitrong diéu tri
e Céc van dé vé chat lwong thuéc
e Céac sai sot frong qua trinh st dung
thuéc.

MAu béo cao nay dwoc ap dung cho cac
phan teng gay ra béi:
= Thubc va cac ché pham sinh hoc
«  Vacxin
e Cac thubc cd truyén hoac thudc co
ngudn géc dwoc lidu
«  Thwe phdm chic nang.

Nguwdi bao céo co thé 1a:

e Bacsi
e Duocsi
« Nhasi

e Yta/ didu dudng/nik h sinh
s Céc nha cung cép dich vu cham séc
strc khoe khac.

Xin chan thanh cam on!

HU'ONG DAN LAM BAO CAO
Cach bao cao:

«  Dién thong tin vao mau bao cao

«  Chican dién nhitng phan anh/chi cé théng tin

e Cothé dinh kém thém moét vai trang (néu mAu bao cao khong di khoang tréng dé
dién thong tin hay c6 nhirng xét nghiém lién quan).

«  Xin hay gri bao cao vé Trung tam Quéc gia vé Théng tin thuéc va Theo ddi phan
(rng c6 hai clia thubc theo cac dia chi sau:

Thu: Trung tdm Quéc gia vé Thang tin thudc va Theo déi phan trng

= c6 hai cta thudc

Trwong Dai hoc Duwoc Ha N6i

13-15 Lé Thanh Téng, Quan Hoan Kiém, Ha Noi

Fax: (024) 3933 5642

Pién thoai: (024) 3933 5618

Website: http://canhgiacduoc.org.vn
Email: di.pvcenter@gmail.com

Anh/chi c6 thé I&y mau béo céo nay tai khoa Duoc, phong Ké hoach tng
hop clia bénh vién ho&c tai tir trang web http://canhgiacduoc.org.vn. Néu cé bat
ky théc méc nao, anh/chi cé thé lien hé véi Trung tam Quéc gia v& Théng tin
thuéc va Theo déi phan tng c6 hai clia thubc theo sé dién thoai: (04) 3933 5618
ho&c theo dia chi email di. pvcenter@gmail.com.

Phén danh cho Trung tam DI & ADR Quéc gia

Mtrc d6 nghiém trong ctia phan rng
[JDe doa tinh mang/ gay tir vong

O Nhap vién/ kéo dai théi gian ndm vién

1. GUixac nhan tai don vi bao cao ‘ O 3. Phan (rng da c6 trong y van/ SPC/ CSDL O
2. Phan loaiphan tng L | 4. Nhap di¥ liéu vao hé co s& di liu quéc gia |
e [ Thudc maoi [ Thuoce ci g - -

o [JNghiém trong [ Khéng nghiém trong 1 5. Nhap dir lieu vao phan mem Vigiflow .
6.

O Gay di tat/tan tat O Lien quan téi lam dung/ phu thuéce thuée

O Cé kha nang
O cothé

O Chua phan loai
[0 Khéng thé phan loai

7. Giri béo céo toi hoi ddng tham dinh o “/‘géylgl” 8. GiibdocsochoUMC | [] | N/g‘ay gui
9. Keét qua tham dinh
O Chéc chan O Khéng chac chan

O Khac:..

10. Ngwoiquan ly bao cao

12. Chir ky

Phu luc 5: Théng tu s6 23/2011/TT-BYT: Huéng déan sir dung thuéc trong cdc co sé y té ¢6 giudng bénh

Phién ban truc tuyén cda Ban tin Canh gidc dugc va cdc théng tin vé an toan trong st dung thubc thuding xuyén
dugc cdp nhdt trén trang web http://canhgiacduoc.org.vn



Phu lyc 5

BAO CAO PHAN U'NG CO HAI CUA THUOC  [Noibéocaor oo

THONG TIN VE NGUOT BAO CAO, BENH NHAN VA DON V| BAO CAO Ma s6 bao cao clia don vi:. e
SEDUQCC BAO MAT Ma s6 bao cao (do Trung tam quéc gia quan Iy)

Xin anh/chi hdy béo céo ké ca khi khong chic chén vé san phdm da géy ra phan ting va/hoac khong co d‘ay d‘u céc thung t/n

A. THONG TIN VE BENH NHAN

3. Gioi tinh 4. Can nang:
ONam O Nt sreesennkg

2. Ngay sinh:..

T HOVALEN. . e Hodc tud:

B. THONG TIN VE PHAN I'NG CO HAI (ADR)

6. Phan (rng xuat hién sau bao lau (tinh tir lan dung cudi cling cua
thudc nghi ngd):.. R T
7. M6 ta bigu hién ADR 8. Cac xét nghlem ||en quan den phan Lrng

5. Ngay xuét hién phan tng:........J.......0..............

9. Tién st (di tng, thai nghén, nghién thube 14, nghién ruou, bénh
gan, bénh thén...)

10. Cach x( tri phan trng

11. Mrc 36 nghiém trong cuia phan trng

[ T& vong [ Nhéap vién/Kéo dai thdi glan ndm vién [ Di tat thai nhi
[ Pe doatinh mang [ Tan tat vinh vién/néng né [J Khéng nghiém trong
12. Két qua sau khi xtr tri phan ¢rng
O Tt vong do ADR i i [ Chua héi phuc [ Héi phuc ¢6 di chirng [ Khéng ré
[T vong khéng lién quan dén thuéc [JBang hdi phuc [ Hai phuc khong o6 di chitng
C. THONG TIN VE THUOC NGHI NGO GAY ADR
S0 lan % ot 1
R 4 Ngay diéu tri
S| 13 Thuéo (ten géc va béDoagﬁé Nha . ey ﬁung Puong (Ngég’/tyhé”g/ﬂém) .
i " ? el R sbe dun ong 4 Ly do dung thuéc
T én thuong mai) ham san xuat mét Bn ngay/ diing s o
lwong tuan/ Bat dau | Kétthuc
| théang
i
ii
i
iv
STT 14.Sau khi ngirng/gidam ligu cua thude bi nghi ngd, phan trng c6 | 15.Tai str dung thudc bi nghi ngd ¢ xuat hién lai phan ¢ng
(Tuong | duwoc cai thién khong? khong?
ing13) | Cé Khong Khoéng ngtrng/giam liéu | Khéng cé théng tin Co Khéng | Khéng tai str dung Khéng ¢6 théng tin
i ] ] [m] ] O ] O ]
ii O] O [H] [ O ] O ]
ii [ O ] [ O [ O [
v [ ] [m] [ [ ] ] ]
16. Céac thude dung dong thoi (Ngoai trix cac thude dung diéu tri/ khac phuc hau qua cua ADR)

Dang bao ché, | Ngay diéu trj (ngaylthang/nam)

Tén thuée 3
ham lugng

Tén thude

| Dang bao ché, Ngay dleu tri (ngay/thang/nam)
i ham luong

<+ Xem tiép bia 3




