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DON VI THONG TIN THUGC

TON THUONG GAN LIEN QUAN DEN SUY DUNG KHANG SINH

FLUOROQUINOLON

Nguodn: Ban tin Canh giac dugc s6 1-2021

CA LAM SANG

Gan day, Trung tdm DI & ADR Quéc gia da ghi nhan 1 truGng hgp dut gan
Achilles & bénh nhan st dung khang sinh fluoroquinolon. Bénh nhan nam, 45 tudi,
69 kg, lao phdi da khang thudc, dugc chi dinh phac d6 kanamycin/ pyrazinamid/
levofloxacin/ prothionamid/ cycloserin. O thang th& 5 diéu tri, bénh nhan xuat
hién suy than va da dugc giam liéu Km tir 1g con 750 mg. Dén thang th& 7, bénh
nhan xudt hién dau ndng, sung né, bam tim gan gét chan, di lai kho khan. Bénh
nhén dugc chan doan ddt gan Achilles va dudc chi dinh can thiép phau thuét.

BAN LUAN

T6n thuong gén, thdm chi dat gan
la doc tinh tuy hiém gap nhung dac
trung lién quan viéc st dung khang
sinh FQ. Dua trén dir liéu dich té dugc
hoc, nguy cc viém gan/dut gan Achil-
les khi sir dung khang sinh FQ cao gap
3,8 lan so v@i khi sir dung khac [1].
Viéc ndm r6 ddu hiéu, triéu chirng va
cac yéu to nguy cg gilp bac si phong
nglra va xu tri phu hgp khi doc tinh
xay ra, giam thi€u hdu qua dé€ lai cho
bénh nhan.

Cén nguyén va tinh hinh dich té

Trudng hgp viém gan Achilles lién
quan dén s dung FQ dugc cong bo
lan dau tién vao ndm 1983 & New
Zealand, trén mot bénh nhén 56 tudi
diéu tri bang norfloxacin diéu tri nhiém
khudn huyét va nhiém khuén tiét niéu
[1]. Cho dén nay, doc tinh nay da
dudgc coi la tac dung bat Igi nghiém
trong lién quan dén toan bd cac thudc
trong nhdm. Trong dé, ciprofloxacin va
pefloxacin la hai thu6c dugc bao cdo
ph6 bién nhat [2]. M6t khdo sat cua
WHO thuc hién tai Australia cho thay,
90% cac trudng hop tén thuong gén
lién quan dén st dung khang sinh FQ
¢ nguyén nhan do ciprofloxacin va
khong phu thudc vao liéu dung. Ngoai
ra, nhitng bdo cdo lién quan dén
norfloxacin, pefloxcain, ofloxacin va
gan day la levofloxacin cling da dugc
ghi nhan [1]. Theo mot thong ké tai

Phap, pefloxacin la nguyén nhan gay
ra 68% trudng hgp tdn thucng gan do
khang sinh FQ, ofloxacin chiém 18%,
norfloxacin chiém 8% va ciprofloxacin
chi chiém 5%. Su khac biét vé ty 1€
bdo cdo clia cac thudc c6 thé do sy
khac nhau vé théi quen ké don & moi
quoc gia [2].

Udc tinh khoang 0,5 - 2% s6 bénh
nhan s dung khang sinh quinolon
ting gdp doc tinh trén gan. Khoang
40% nhitng trudng hop xuét hién tén
thuang gan do FQ xay ra dit gan. Gan
Achilles thudng bi anh hudng nhat do
day la vi tri rat it mach mau, cach cho
bam vao xuong got tr 2 - 6 cm [3]. Ty
|é dit gan Achilles trong cac nghién
ctru dao dong khoang 6 -
37/100.000 ngudi va tang lén theo
tudi [1].

Cd ché bénh sinh

_Cd ché gay ton thuong gan clia FQ
van chua dudc lam rd, tuy nhién rat
nhiéu gia thuyét dugc dua ra. Cac FQ
tac dung lén 2 enzym dich la ADN
gyrase va topoisomerase IV cla Vi
khuan, dan dén (rc ché téng hdp ADN
va gdy chét vi khudn. V& mat ly
thuyét, FQ khéng gay anh hudng bat
lgi 1én t€ bao & ngudi do cac enzym bi
anh hudng cla vi khuan it tueng dong
vGi gen gyrase trong ADN cla dong
vat c6 vi. Tuy nhién, FQ co thé gay
doc té€ bao truc ti€p dbi vdi cac enzym
dugc tim thay trong m6 cg xudng cla
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dong vat co vd. Mot s6 nha khoa hoc
gdi y, cd ché tén thuong gan do FQ c6
lién quan t&i kha nang tao phurc chelat
vGi mot sO ion kim loai (vi du: calci,
magie, nhom) va gay doc truc ti€p doi
véi su tdng hop collagen typ 1, thic
day qua trinh thodi hda collagen [1].

Thai gian khdi phat

T6n thuong gan dudc bdo cdo xay
ra sém nhat trong vong 2 giG sau khi
dung FQ (ciprofloxacin) liéu dau tién
va mudn nhat 13 vai thdng k€& tir khi
bat dau s dung thubc (trung binh la 6
ngay) [2]. Khoang 85% bénh nhan
xuat hién triéu ching trong vong 1
thang, trong dd, 20% bénh nhan dang
dung dong thdi vdi corticosteroid [1].

Dau hiéu va triéu chirng

Gan Achilles 1a vi tri thudng bi ton
thuang nhat (chiém 89,8%) va 44,3%
cac trudng hgp anh hudng dén gan
doi xirng hai bén. Cac vi vi tri it gap
hon la gan co xoay chdp vai, gan cd
dudi c6 tay quay ngan, gan cd gap

ngon tay, ngon tay cdi va t& dau dui
[3]. T6n thucng gan cd biéu hién phd
bién nhat la dau dir doi va kha@i phat
dot ngdt. Tuy thudc vao mic do khdp
bi &nh hudng, bénh nhan cd thé thay
dau, sung né hodc viém & vung gan
trudc khi xay ra dit gan khoang 2
tuan. Cac dau hiéu duat gan bao gom
bam tim, khdp mat kha ndng van déng
va ngudi bénh cb thé nghe théy tiéng
“rac” [1].

Viém gan do FQ dugc phan biét vai
cac bénh ly gan khac bdi su khdi phat
dot ngét va dau dir doi khong lién
quan dén di lai hodc sG ndn. Viém gan
Achilles cling ¢ thé bi chdn doan
nham v@i can gut cap hodc huyét khoi
tinh mach nén bac si can luu y dén su
thay d6i dang di va cac triéu chirng ggi
y & nguGi bénh cd tién sur sir dung
khang sinh FQ. Lién quan dén gan
Achilles, bénh nhan cd thé gdp khé
khan khi thuc hién nghiém phap
Thompson [1].

Tom tat cac dic diém tdn thudng gan lién quan dén
khang sinh fluoroquinolon [1]

Nguy co tuong + Tang 1,7 [an nguy cd cac bénh ly gan ndi chung

doi xuat hién cac
ton thuong gén

+ Tang 1,3 [an nguy cd dat gan

khi str dung FQ + Tang 4,1 [an nguy cd dut gan Achilles
+ Tang 46 lan nguy ca dut gan khi sir dung dong thai

corticosteroid

+ T8ng 1,5 [an nguy cdo réi loan gan & ngudi > 60 tudi

+ T8ng 2,7 lan nguy cd dit gan & ngudi > 60 tudi

Yéu t6 nguy co + Trén 60 tudi, str dung ddng thdi véi corticosteroid, suy
than, dai thao dudng, tién sir viém gan/ddt gan
Gan bi anh + Gan Achilles thudng bi anh hudng nhat (89,8%) nhung

hudng
khac

cling da c6 bao cao vé viém gan/dit gan & cac vi tri

+ Khoang 50% anh hudng dén gan doi xirng hai bén

+ Triéu ching viém gan thudng dién tién dén dat gan sau

2 tuan
Thai gian khai + Trung binh sau 6 ngay (85% xay ra trong thang dau
phat tién)

+ Khoang 50% xay ra sau khi ngirng st dung FQ
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Yéu t6 nguy co

TuGi ctia bénh nhan 13 yéu t8 nguy
cd dau tién cd lién quan dén tén
thuang gan do FQ. Udc tinh cd khoang
2 - 6% dut gan Achilles 8 ngudi trén
60 tubi cd nguyén nhén lién quan dén
st dung FQ. Thém vao dd, bénh nhan
trén 60 tudi mdi dugc diéu tri bang
khang sinh FQ trong khoang 30 ngay
trudc lam tdng 1,5 lan va 2,7 lan nguy
cd roi loan gan va dut gan tuong Uing
so vdi nhitng ngudi dudi 60 tudi [1].
Hoat dong qua nhiéu, luyén tap manh,
mang giay dép chat cd thé anh hudng
dén gan, nghiém trong la ddt mot
phan hodc toan bd gan Achilles. O
ngudi tré, tdn thuong gan Achilles c6
th€ hdi phuc hoan toan nhung Vdi
ngudi cao tudi cd thé bi mat chic
nang hoan toan.

Nguy co viém gan, dat gan ciing
tang Ién & bénh nhan suy than man,
thdm tach mau va st dung dong thdi
V@i corticosteroid toan than, dac biét
khi dung kéo dai. Pac biét, viéc sir
dung dong thdi FQ cung V@i
corticosteroid lam tang nguy cd dat
gan gap 46 lan so vdi nhitng bénh
nhan cung nhém tudi. Béo phi, tdng
lipid mau, cudng tuyén can giap, bénh
cd xudng khdp, tién sur viem gan/dut
gan va dai thdo dudng ciing la cac yéu
td lam tang nguy co viém gan, dut
gan hodc lam nang lén tinh trang hién
mac khi sir dung khang sinh FQ [1].

Chan doan va diéu tri

Siéu am va chup cong hudng tir
(MRI) dua ra hinh anh vé hinh thai
gan va cau tric xung quanh. Nhiing
phuong phap nay rat hitu ich trong
viéc danh gia cac giai doan thoai hoa
khac nhau va gitp phan biét viém gan
vGi mot sO bénh ly khac. Siéu am giup
xac dinh gan bi dit mot phan hay toan
bd [1]. Bac si ké don can ndm dudc va
tu' van cho bénh nhan vé cac nguy co
clia thudc, trong dé cd ton thuong
gan.

Khi tdn thuong xay ra, ngay lap tirc
ngung si dung FQ va thuc hién cac

phuang phap vat ly tri liéu. Thang dau
tién trong qua trinh hoi phuc gan
Achilles bj tdn thuong, nén bao vé
bdng cach nang gét chan, dirng nep
va nang dé giam ap luc 1én gén trong
thdi gian di chuyén tir 6 tuan dén dén
6 thang. Khoang 50% bénh nhan sé
h6i phuc trong vong 30 ngay va can
dam bao ché dé nghi ngdi tai giudng
vGi nhitng trudng hgp nang, dac biét
la ngudi cao tudi. Do ddt gan cb thé
xay ra sau khi da dirng s dung FQ,
bénh nhan trong qua trinh dung thudc
nén dén co sé y t€ kham ngay khi thay
xuat hién mét so cac triéu chirng nhu
ciing, sung, do va dau. Viém gan
thudng hoi phuc trong 2 tuan sau khi
dung FQ. Trong truGng hop dut gan,
o thé tién hanh phau thuét sau khi da
danh gia can than gilta nguy va Igi ich
cla can thiép phau thuat [1].

Tém lai, tén thuong gan lién quan
dén khang sinh FQ tuy hiém gdp
nhung nghiém trong. Nhitng yéu t6
nguy cd nhu tudi cao, bénh ly than va
dac biét la si dung corticosteroid dong
thdi luon can dudgc luu y khi ké don
nhém khang sinh nay cho bénh nhan.
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CAN BANG LO1 iCH VA NGUY CO KHI SU’

Thang 9/2020, Cuc Quan ly Thuc
pham va Dugc phdm Hoa Ky (FDA) da
cap nhat canh bao dac biét doi véi tat
ca thu6c nhém benzodiazepin nham
“chi r6 cac nguy cd nghiém trong cua
viéc lam dung, nghién, I€ thudoc va
triéu chiing cai thu6c” khi s dung
thudc nay [1]. Canh bao dac biét hién
tai mdi chi nhan manh dén tuong tac
gilra opioid va cac benzodiazepin
(alprazolam, lorazepam, clonazepam,
diazepam). Cac thubc nay dugc ké don
cho nhiéu chi dinh, dang quan tam
nhat 1a rdi loan lo du lan tda, lo lang,
hoi chiftng am anh xa hoi, mat ngu, du
phong va cap cru co giat.

Bén canh viéc cap nhat canh bao
d&c biét, FDA cling slra d6i TS Théng
tin sdn pham cla cac benzodiazepin.
Trong do, b6 sung cac khuyén céo (1)
bac si can canh bao bénh nhan vé
nguy cd khi s dung thudc; (2) danh
gia nguy cd lam dung va lé thudc
thudc; (3) than trong khi phoi hgp cac
opioid va cac benzodiazepin; (4) su
dung liéu diéu tri thap nhat cd hiéu
qua trong thdi gian ngdn nhat c6 thé
va giam liéu cac benzodiazepin tur tu
trudc khi ngirng thudc; (5) can nhdc
cac lua chon diéu tri thay thé; va (6)
theo doi thuGng xuyén bénh nhéan
dang sur dung cac benzodiazepin [1].

Gia tang mic d6 canh bao khi sir
dung cac benzodiazepin la can thiét,
diéu nay gqilp gidm s6 don ké
benzodiazepin. Tuy nhién, néu khdng
can nhdc tinh trang 1dam sang cta bénh
nhan mot cach phu hdp, canh bao mdi
nay co thé dan tGi gidm s6 don ké cac
benzodiazepin hgp |i va gdy ra hau
qua khéng mong mudn. Bai viét nay
sé ra sodt lai can bang Igi ich va nguy
Cd cla cac benzodiazepin, ban luan vé
hdu qua cd thé xay ra sau bién phap
quan ly cua FDA, va dua ra mot cach
ti€p can ké dan cac benzodiazepin hgp
Ii.
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Nguodn: Ban tin Canh giac dugc s6 1-2021

Nguy co va lIgi ich cua cac
benzodiazepin

MOt phan tich dir liéu toan qudc tai
Hoa Ky khao sat 86.186 ngudi trudng
thanh giai doan 2015-2016 da dudc
thuc hién [2]. K&t qua cho thdy udc
tinh ¢6 30,6 triéu ngudi s dung cac
benzodiazepin trong khoang thdi gian
mot nam trudc dd, 17% trong so do
bao cdo vé viéc st dung thudc khong
phu hgp véi dinh nghia la “si dung
khong cé don thudc, st dung liéu I6n
hon hoac thudng xuyén hon theo don
ké, sir dung kéo dai hon theo don ké,
hodc bat ki cach s dung nao khac
don ké.” Ty 1é sir dung khong phu cao
nh&t gép & nhitng ngudi tré tudi (51%
ngudi trong do tudi tir 18 dén 25 so
v8i 4% nhitng ngudi trén 65 tudi).
Téng két tir chuong trinh  Truyén
thong An toan Thudc cia FDA udc tinh
cé 92 triéu don thudc benzodiazepin
da dudc cap phat chi trong nam 2019,
va trong nam 2018, gan mot nla s6
bénh nhan dugc cdp phat
benzodiazepin dudng udng da st dung
thudc trong 2 thang hoac lau hon [1].

Nguy cc ti vong do qua liéu cac
benzodiazepin tdng 1én dang ké& khi
phdi hgp vdi cac thudc co tac dung an
than khac, dién hinh nhit 1a cac
opioid. Vi du, ty Ié tir vong lién quan
tdi cac benzodiazepin & bénh nhan nit
tai Hoa Ky trong dd tudi tir 30 dén 64
tudi téng tir 0,5/100.000 dan vao ndm
1999 Ién gan 5/100.000 dan vao ndm
2017 [3]. Tuy nhién, phan tich nay
khong phan biét don tri liéu hay phoi
hgp cac benzodiazepin vdi cac thudc
khac. Bang chd y, t&r nam 1993 dén
2014, ty 1é sir dung phoi hgp cac
benzodiazepin va opioid trén toan
quéc da tang tor 9,8 Ién 62,5 trén
100.000 trudng hgp diéu tri ngoai tru
[4]. POong thdi, trong thdi gian tUr
thang 9 nam 2016 dén thang 12 ndm
2017, udc tinh co6 gan 2 triéu ngudi
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trudng thanh tai Hoa Ky dugc ké don
phdi hgp cac benzodiazepin va opioid
[5]. Xu hudng nay cé thé phan nao
gbp phan vao su gia tang cac trudng
hgp tor vong lién quan tdi cac
benzodiazepin.

Viéc str dung cac benzodiazepin kéo
dai cd thé dan tdi lam dung, 18 thudc
va quen thudc, gay ra st dung sai
cach, tang liéu dung va phan ’'ng cai
thuGc. Trong Hé thong DU liéu Diéu tri
(Treatment Episode Data Set — TEDS)
mdi nhat, vao nam 2017, trong s6
2.005.395 lugt tham gia trong cac
chuong trinh cong lap vé lam dung
chat kich thich, 17% ngudi tham gia
cho biét cac benzodiazepin la thudc
lam dung ding hang thd hai hodc thd
ba, va chi c6 1% cho biét day la thubc
lam dung chinh cta ho [1]. Ngudc lai,
c6 it bao cdo dugc cong bo dé cap tai
hién tugng cai thudc va € thudc cac
benzodiazepin, mac du mot s6 nghién
cltu cho thay phu nit, ngudi cao tudi,
bénh nhan gdp van dé vé suc khoe
tam than va bénh nhan dudgc ké thudc
ch8ng trdm cam co thé cd nguy co cao
han sir dung cac benzodiazepin vdi liéu
cao trong thdi gian dai hon. Trong
nghién cru dich té cia Ban Mach gom
113 ngudi mdi st dung va 992 ngudi
dang s dung cac benzodiazepin trong
it nhat 6 thang, khong co su tang dang
k& vé liéu thubc & ca 2 nhém trong
thdi gian theo déi 2 ndm [6].

Nguy cd s dung sai cac
benzodiazepin & tré vi thanh nién la
van dé dac biét dang quan ngai. Theo
mot khao sat khoang 29.600 hoc sinh
trung hoc phd théng ndm 2018, udc
tinh ¢ 3,9% hoc sinh I16p 10 va I6p 12
tai Hoa Ky d3a s dung cac
benzodiazepin khong vi muc dich diéu
tri [7]. Tré vi thanh nién c6 nguy cd
cao bi cac r6i loan lién quan dén s
dung chat kich thich, tinh trang nay cé
thé kéo dai sudt tudi trudng thanh, vi
vay can dac biét chd y dén viéc sur
dung cac benzodiazepin & nhdm nhay
cam nay.

Chua cé bdang ching rd rang méi
quan hé qilta viéc si dung cac
benzodiazepin va nguy cd sa sut tri
tué. Mot nghién ctru dich te trén
235.465 ngudi Ban Mach trudng thanh
c6 roi loan tdm than (bao gom tram
cam va roi loan IuGng cuc) cho thay
khong cé mai lién quan gilra viéc sir
dung cac benzodiazepin va nguy cc sa
sut tri tué [8]. Ngugc lai, phan tich
bénh - chling 16ng ghép trén quén thé
bénh nhan nay chi ra sif dung cac
benzodiazepin liéu thap cd lién quan
dén nguy cd sa sut tri tug, tuy nhién
liéu cao thi khong cho thady nguy co
nay; diéu nay ggi y tac dung bao vé
than kinh khi s dung cac
benzodiazepine [8].

Haon nira, cac benzodiazepin cd hiéu
qua trong diéu tri cac bénh ly lo au.
MOt phan tich gop két qua tu 58
nghién ciru lam sang (c@ mau dao
dong tir: 9-229 bénh nhan; trung binh:
72,5; trung vi: 60) so sanh cac
benzodiazepin véi gia dudc cho thay
thudc cd hiéu qua hon gia dugc trong
cac thir nghiém & bénh nhan cé murc
do nghiém trong hon va trong cac
nghién cru ¢ liéu trinh st dung thudc
ngan hon [9]. Pén nay, chua c6 phan
tich gop so sanh cac benzodiazepin vdi
cac thudc Uc ché tai hap thu serotonin
c6 chon loc khi diéu tri chiing lo au.

Hé qua khong mong muon tiém
an sau Canh bao Pdc biét ciia FDA

Sau khi canh bao cap nhat dugc dua
ra, bac si cd thé han ch& ké don cac
benzodiazepin trong moét s6 trudng
hgp ma khong can nhac téi nhu cau va
b6i canh lam sang cla ting bénh
nhan, cling nhu cac yéu t6 nén lam
tang nguy cd gdp bién c6 bat Igi do cac
benzodiazepin. Néu khéng can nhdc
dén bdi canh 1dm sang, bac si cd thé
s€ ngung ké don benzodiazepin mot
cach khong hgp ly, vi vay dan téi giam
hiéu qua diéu tri lo au va mat ngu,
cling nhu gay ra triéu chirng cai thudc
8 cac bénh nhan dang s dung cac
benzodiazepin. Hién tai, Hoa Ky chua
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c6 huéng dan chi tiét vé viéc st dung
benzodiazepin, tuy nhién Hudng dan
thuc hanh cta Hiép hoi Tam ly hoc
Hoa Ky dua benzodiazepin vao nhom
thu6c dau tay dé diéu tri rdi loan
hoang sg [10].

Tinh trang cta cac bénh nhan mac
rdi loan lo du cd thé dudc cai thién khi
diéu tri bdng thudc chéng tram cam
hoac cac phuong phap tam ly tri liéu
(dang chd y nhat la liéu phap nhan
thirc hanh vi); tuy nhién, & nhiéu bénh
nhan cac phuong phap trén khong
gilp giam dang k& cac triéu chiling
hoac bénh nhan it dugc ti€p can vdi
tam ly tri liéu. Tuong tu, & nhitng bénh
nhan mac chling lo du hodc mat ngu
kéo dai, viéc s dung rugu, can sa
hodc cac chat hgp phap cé Igi ich rat
khiém ton hodc khong hé cé hiéu qua
thdm chi c6 thé lam tram trong thém
triéu chi’ng trén néu s’ dung trong
thsi gian dai. Nguy cd rGi loan lién
qguan dén chat kich thich khi st dung
chat khéng ké don cao hon khi s
dung cac benzodiazepin, dac biét néu
viéc sif dung chat kich thich khéng
dudc quan ly theo quy dinh y khoa.

Sr dung hgp |y
benzodiazepin

Thach thdc dat ra cho bac sy la can
nhdc doéng thdi nguy cd cla Ccac
benzodiazepin trong qua trinh Iua chon
thuéc mét cach chon loc, than trong
dua trén bli canh lIam sang. Tot nhat
la bac si can can bdng gilra viéc “diéu
ti qua mac”  (overprescribing)
benzodiazepin trén cac bénh nhan co
nguy cd va “thi€u diéu tri” (underuse)
trén cac bénh nhan co chi dinh.

Theo khuyén cdo cla FDA, bénh
nhan can dudc ra sodt mot cach can
than cac yéu td nguy co trudc khi bat
dau s dung cac benzodiazepin, bao
gom rdi loan s dung chat kich thich,
tién st sir dung sai cac thudc dugc ké
don, suy giam nhan thirc, tudi cao kém
nguy cd té nga va s dung dong thdi
cac opioid. Bac si nén can nhac su
dung liéu phap diéu tri bang thudc

cac
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hodc cac liéu phap hanh vi thay thé
trudc khi sir dung cac benzodiazepin
(néu cb thé); ddng thdi thao ludn véi
bénh nhan vé Igi ich va nguy co cla
cac benzodiazepin. V&i nhitng bénh
nhan dang  diéu  tri badng
benzodiazepin, bac si nén thudng
xuyén danh gia lai liéu dung cua thudc
nham hudng dén s dung liéu thap
nhat cé hiéu qua. Theo m6 hinh tu
van, danh gid va gidi quyét thay doi
hanh vi, nén thong bao cho bénh nhan
vé nhitng nguy cd khi s dung
benzodiazepin, danh gia vé muc do
san sang va kha nang nhan thirc cua
bénh nhan vé viéc giam s dung
thudc, tir dé dua ra mét ké hoach phu
hgp dé giam dan liéu thudc kém gidm
sat cac triéu ching tai phat va triéu
chirng cai thudc.

Gibng nhu tat cd cac thudc,
benzodiazepin déu c6 Igi ich va tiém an
nguy cd khi str dung. Bac si can tu van
cho bénh nhan va dua ra ké hoach
diéu tri dam bao hiéu qua, an toan,
linh hoat va dé dang diéu chinh dugc
theo su thay déi cua tinh trang cua
ngudi bénh. Canh bao dac biét mdi nay
da nhan manh cac nguy cg khi sir dung
benzodiazepin; gilp bac si than trong
han khi ké dan nhung khong phan (rng
qua muc déi vai thong tin nay.
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TONG KET HOAT DONG BAO CAO PHAN U'NG CO HAI CUA THUOC

(Théng 01/2021 - Thang 06/2021)

THACH PHAN

Trong khoang thdi gian tir thang 01/2021 dén hét thang 06/2021, Ban vi Thong tin
thudc — Bénh vién An Sinh da nhan dugc 8 bao cao ADR tir cac khoa phong nhu sau:

Bang 1. Thong ké ADR 6 thang dau nam

STT | TEN THUOGC | HOAT CHAT K:g’;ga\( NGAY BIEU HIEN ADR
Ciprobay Vung tiém truyén
400mg/200m| Ciprofloxacin | NOi 30/01/2021 ZL;’EQ, nong, do,

Do da, mé day, rit
Voltaren 100mg Diclofenac San 15/03/2021 | thanh quan, Gi
suppo mira
Voltaren . . Phu 2 mi mat va
75ma/3ml Diclofenac Ngoai 09/04/2021 naita
Burometam 2g | Ceftriaxone Cap clru 17/04/2021 | Ng(ra khi truyén
Voltaren . . NGi mén do, ngira
75ma/3ml Diclofenac Cap cuu 19/04/2021 & mit

Ngura, sung 2 mi
Burometam 2g | Ceftriaxone Ngoai 03/05/2021 mat, nghet mdi,

chay nudc mii
Ciprobay : . . Ng(ra cang tay
200mg/100ml Ciprofloxacin | Ngoai 10/05/2021 theo duding truy@n

Khé thg, thg

Amoxicilin nhanh, rit thanh

Bactamox 1,59 Sulbactam Hoi sirc 24/05/2021 | quan, mach

nhanh, huyét ap
tang
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Bang 2: Ty lé xay ra ADR tai cac khoa

STT Khoa bao cao So6 luogng bao cao Ty lé
1 Ngoai 3 37.50%
2 Cap clru 2 25.00%
3 San 1 12.50%
4 HOGi suc 1 12.50%
5 NOi 1 12.50%

Bang 3: Ty Ié ADR theo nhom thudc

STT Loai thuoc S0 lugng bao cao Ty lé
1 Khang sinh 5 62.50%
2 NSAID 3 37.50%

Bang 4: Ty |1é ADR theo hoat chat
STT | Tén thudc Hoat chat igoltrQng BT Tylé

Ciprobay

| Syt Ciprofloxacin | 2 25.00%
Ciprobay
200mg/100ml
Voltaren suppo

2 100mg Diclofenac 3 37.50%
Voltaren 75mg inj

3 Burometam 2g Ceftriaxone 2 25.00%

Amoxicilin .
4 Bactamox 1,5g Sulcilat 1 12.50%

8 | BAN TIN THONG TIN THUOC | SO 1
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PIEM TIN CANH GIAC DU'OC

Nguy co roi loan dong mau kem
theo giam ti€u ciu lién quan dén
vac xin Covid-19 AstraZeneca: Két
luan cua EMA

Ngay 7/4/2021, Co quan Quan ly
Dugc pham Chéu Au (EMA) va Co
quan Quan ly Dugc phdm Anh (MHRA)
da cap nhat két ludn vé nguy cd roi
loan déng mau lién quan dén vac xin
Covid-19 AstraZeneca. Theo dé, EMA
va MHRA tim thdy mdi lién quan cd thé
gilta vac xin Covid-19  AstraZeneca
v@i mot s6 truGng hop rat hi€ém gdp roi
loan déng mau kém theo giam tiéu
cau. RGi loan dong mau kém theo
gidm ti€éu cau nén dugc bd sung vao
danh muc cac tac dung khong mong
mudn rat hiém gdp cda vac xin Covid-
19  AstraZeneca. Két luan nay dugc
cac Cd quan Quan ly Dugc phdm dua
ra dua trén danh gia cac dir liéu y van
hién c6 bao gom ca tham van chuyén
gia.

EMA va MHRA Iuu y cac nhan vién y
t€ va nhitng ngusi dugc tiém vdc xin
can nhan thic dugc nguy cg rat hiém
gap lién quan dén rdi loan dong mau
kém theo gidm ti€u ciu cd thé xuét
hién trong vong 2 tuan sau khi tiém
vac-xin. Cho dén thdi diém hién tai,
cac ca mac déu cé tudi dudi 60 va
xuat hién trong vong 2 tuan sau khi
tiém vdc-xin. Dua trén di liéu hién co,
chua xac dinh dugc cu thé cac yéu t6
nguy cc.

Cac ¢ quan quan ly dugc pham
déu nhan manh véi cong dong tam
quan trong dac biét cua viéc dén kham
va XU tri y khoa ngay néu xuat hién
cac biu hién bat thudng dé€ giam
thiu cac bién ching sau dé. Nhiing
ngudi sau khi tiém vac xin can luu y
dén ngay cd sd y t€ kham néu xuat
hién céc biéu hién ggi y r6i loan déng

Nguy&n Manh Ha, Nguyé&n Thi Hong Loan,
Pham Thi Ngoc Cam, Thach Phén

mau (kho thd, dau nguc, phu chén,
dau dai ddng vung bung); céac triéu
chirng than kinh (dau dau nang va dai
ddng, nhin md); cac nét xudt huyét
dudi da ngoai vi tri tiém.

Gia thuyét dat ra giai thich cho tinh
trang roi loan dong mau kem theo
giam ti€u cau co thé lién quan dén dap
(tng mién dich, tao ra tinh trang mot
s6 ca tudng tu nhu hdi chiing giam
ti€u cdu do heparin (HIT). Huyét khdi
cd thé xudt hién & mach ndo (huyét
khSi xoang tinh mach ndo), mach 6
bung (huyét khéi tinh mach lach) va &
ddng mach kém theo giam ti€u cau,
trong mot sd trudng hop cd thé ¢
xuét huyét. EMA da danh gia can than
62 ca huyét khoi tinh mach nao va 24
ca huyét khai tinh mach lach, trong dé
c6 18 ca ti vong, dugc ghi nhan trong
cd s& dir liéu Canh giac Dugc chau Au
(EudraVigilance) dén ngay
22/03/2021. Cac ca nay dugc ghi nhan
tai cac nudc cong dong trong Chau Au
va Anh trén téng s& hon 25 triéu ngudi
da dugc tiém vac xin. Con theo dif liéu
tr MHRA, tinh dén ngay 31/3/2021,
trong 20,2 triéu liéu vac xin Covid-19
AstraZeneca da dugc tiém & Anh, ghi
nhan 79 bao cdo bién c6 huyét khoi
kém theo giam ti€u cdu. Trong do, 44
bdo cdo huyét khoi tinh mach ndo va
35 bdo cado huyét khéi cac mach mau
I6n khac, trong dé cd 19 ca t vong.
Udc doan nguy cd xudt hién cac bién
c6 roi loan dong mau kém theo giam
ti€u cu la khoang 4/1.000.000 ngudi
dudc tiém chdng.

EMA va MHRA nhan dinh nguy cg
nhap vién va tir vong do Covid-19 rat
quan trong trong khi nguy cg lién quan
dén xuat hién r6i loan dong mau kem
theo gidm ti€u cu khi tiém vac xin rat
hiém gap. Do dd, Igi ich chung cua vac
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xin dudc danh gid van vuot tréi hon
nguy cd. Tuy nhién, MHRA khuyén cao
can can nhdc can than viéc tiém vic
xin nay & nhifng ngudi cd nguy cd cao
xuat hién huyét khéi, trong dé cé phu
nir co thai. DI li€éu hién co cho thay, ty
|é cac trudng hgp xay ra bién co trén
tding nhe & nhom ngudi tré tudi, vi
vay, MHRA ciling khuyén cao viéc
quyét dinh tiém vdc xin Covid-19
AstraZeneca nén can nhac dén bang
chirng nay.

Thay déi diéu kién ké don va
cap phat nham han ché lam dung
pregabalin: Thong tin tr ANSM
(Phap)

Pregabalin dugc chi dinh dé kiém
soat con dau than kinh, mot s6 dang
dong kinh va rGi loan lo au lan téa. Cac
cudc khao sat méi nhat cia mang IuGi
Trung tdm Canh giac cac thubc gay
nghién cta Phap (CEIP-A) cho thay cac
trudng hgp nghién va lam dung
pregabalin cling nhu cac nguy co lién
quan gia tdng dang k& DEé han ché
tinh trang nay va cac nguy cd kem
theo, Cd quan ly Dugc phadm Phap da
dua ra gidi han thai gian ké don thudc
chira pregabalin (biét dugc Lyrica va
cac thubc generic) tbi da trong 6 thang
va yéu cau s’ dung don danh cho
thuSc can kiém soat ddc biét. Cac bién
phap quan ly nay co hiéu luc tir ngay
24 thang 5 nam 2021.

Nguy cc va bién chirng lién
quan dén pregabalin

Cac bién ching chinh do lam dung
pregabalin bao gém hén mé, rdi loan y
thi'c, mat phuong hudng va IU lan.
Ngoai ra, cac trudng hgp suy ho hap,
hon mé va tr vong & nhitng bénh
nhan dugc diéu tri bdng pregabalin
phéi hgp vdi opioid va/hodc thudc Ut
ché than kinh trung uong khac cling
da dudc bdo cdo. Pregabalin cd thé
lam giam nguBng dung nap opioid,
dan dén tang nguy cd suy ho hap va
tlr vong do opioid.
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Thong tin danh cho nhan viény
té

TU ngay 24 thang 5, pregabalin can
phai dugc ké toa theo don danh cho
thubc can kiém soat dic biét. Ban
thu6c chi dugc gia han 5 lan tai nha
thudc theo yéu cau cua ngudi ké dan,
cho phép diéu tri t6i da 6 thang. Néu
can thiét, bénh nhan can tai kham 6
thang mot [an.

Can b0 y té€ can luu y rang:

Can giam liéu pregabalin tir tir trudc
khi ngirng thudc dé& tranh gdp hdi
ching cai thudc.

Nén cap phat pregabalin trong cac
gdi nhd nhét cd thé, phu hgp véi don
thudc.

Nén than trong khi ké cac daon
thudc phdi hgp pregabalin véi opioid.

O nhitng bénh nhan ¢ nguy cd st
dung pregabalin sai muc dich, viéc
chuyén sang gabapentin (Neurontin va
thubc generic), moét gabapentinoid
khac, nén dugc theo ddi va bao cao
cho CEIP-A.

Thong tin danh cho bénh nhan

Thudc chlra pregabalin dugc ké toa
theo don danh cho thudc can kiém
soat dac biét, va phai dudc gia han 6
thang mot [an véi su dong y cua bac
Si.

Tuan tha liéu dung va thdgi gian diéu
tri trong daon thudc.

NéEu triéu chirng khong thuyén giam
nhanh hodc dang k&, hdy bdo cho bac
si. Tuyét doi khong tang liéu hodc kéo
dai thdi gian diéu tri khi chua cé su
dong y ctia bac si.

Khong dugc doét ngdt ngiing s
dung thudc, bac si hodc dugc si sé
hudng dan cach gidm liéu tir tor dé
tranh gdp phan (ng cd hai cua thudc.
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Tang nguy co gap van dé ve
nhip tim lién quan dén viéc sir
dung lamotrigin (Lamictal) & bénh
nhan cé bénh ly tim mach: Canh
bao tir FDA (Hoa Ky)

Lamotrigin dugc st dung daon doc
hodc phdi hop véi céc thudc khac dé
diéu tri co giat & bénh nhan tUr 2 tudi
trg Ién. Thudc cling dugc sir dung dé
diéu tri duy tri 8 bénh nhan rdi loan
luBng cuc. Banh gia cua FDA da chi ra
nguy cd tiém &n gdp cac van dé vé
nhip tim, thudng la r6i loan nhip tim, &
nhitng bénh nhan c6 bénh ly tim dang
str dung lamotrigin.

Vi mong mudn danh gia liéu cac
thu6c khac cung nhom véi lamotrigin
¢6 phan ng cbé hai tuong tu vdi tim
hay khong, FDA ciing da yéu cau thutc
hién cac nghién clru an toan thudc véi
cac loai thudc nay. FDA s€ thong tin
dén cong dong khi co6 két qua tir cac
nghién cudu.

FDA yéu cau thuc hién cac nghién
cltu in vitro d€ diéu tra thém vé anh
hudng cla Lamictal (lamotrigin) tim
sau khi co quan nay nhan dugc cac
bao cdo vé két qua dién tam do bat
thudng (ECG) va mot s6 van dé
nghiém trong khac. Trong moét so
trudng hgp, cac van dé gdp phai bao
gom dau nguc, mat y thirc va ngung
tim. Thang 10/2020, FDA da bé sung
[an dau nguy co trén vao TG théng tin
san pham cla lamotrigin va HuGng
dan st dung thudc.

Khuyén cao

Bénh nhan khong nén ngung su
dung lamotrigin trudc khi trao déi véi
bac si diéu tri vi viéc ngung thudc cd
thé dan dén con co gidt khdng kiém
soat dugc, tinh trang tam than nang
hon hodc xuat hién van dé tam than
mdi. Trao ddi vdi bac si ngay hodc dén
phong cap cltu néu cam thay nhip tim
bat thudng hodc cd triéu chiing nhu
nhip tim nhanh, nhip tim cham, kho
thd, chong mat hodc ngat xiu.

Nhan vién y té nén danh gia can
bang Igi ich cla lamotrigin va nguy cc
r6i loan nhip tim tiém &n d6i vdi timg
bénh nhan. Th& nghiém in vitro
lamotrigin ¢ nong d0 tuong ducng
nong do diéu tri chi ra lamotrigin co
thé lam tdng nguy co loan nhip tim
nghiém trong, c6 thé de doa tinh
mang & nhitng bénh nhan rGi loan cau
tric hodc chirc nang tim. Cac rbi loan
nay bao goém suy tim, bénh van tim,
bénh tim bam sinh, bénh hé théng dan
truyén nhip tim, loan nhip that, cac
bénh ly kénh té bao cla tim nhu hoi
chirng Brugada, bénh thi€éu mau cuc
bo co tim hodc cod nhiéu yéu té nguy
cd cla bénh mach vanh. Nguy cd loan
nhip tim cé thé tdng néu bénh nhéan sl
dung dbéng thdi lamotrigin vd&i cac
thudc chen kénh natri. Cac thudc chen
kénh natri khac dugc phé duyét diéu
tri dong kinh, rdi loan luGng cuc va cac
chi dinh khac khong nén dudc coi la
lva chon thay thé an toan han
lamotrigin néu khong cé thong tin di
keém. Céac thudc nay bao gobm carbam-
azepin, cenobamat, eslicarbazepin,
fosphenytoin, lacosamid, oxcarbazepin,
phenytoin, rufinamid, topiramat, zonis-
amid.

Nguy ccé hé van tim lién quan
dén fluoroquinolon dudng toan
than va dudng hit; can nhic lua
chon dau tay khac 6 bénh nhan cé
yéu t0 nguy co: Canh bao tir
MHRA (Anh)

Chi sir dung fluoroquinolon sau khi
danh gid can than can bang Igi ich —
nguy cd va sau khi dd can nhdc lua
chon diéu tri khac & bénh nhan cé
nguy cd hd van tim.

Khuyén cao nhan viény té

Cac khang sinh fluoroquinolon dudc
chi dinh dé& diéu tri cac nhiém khuan
nang, de doa tinh mang

Cac khang sinh fluoroquinolon
dudng toan than (uéng hodc tiém) va
dudng hit cd lién quan dén nguy cd
nhd hd van tim, mot nghién cllu bénh
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— ching h6i clru ggi y rang nguy cd
tuang doi tang 2 lan khi sir dung fluo-
roquinolon dudng udng so vdi khi sur
dung amoxicillin hodc azithromycin

Chi nén s dung cac khang sinh
fluoroquinolon sau khi danh gid can
than can bang Igi ich — nguy cd va sau
khi cdn nhac lua chon diéu tri khac cho
cac bénh nhan cé cac yéu té nguy cg
sau:

+ Bénh nhan bj bénh van tim bam
sinh hodc cé tién st bénh van tim

+ Bénh nhan mac bénh réi loan mo
lién két (nhu hoi chirng Marfan hodc
Ehlers-Danlos)

+ Bénh nhan cé cac yéu t6 hodc
tinh trang khac dé bi hg van tim (nhu
tang huyét ap, hoéi ching Turner’s,
bénh Behget’s, viém khdp dang thap
va viém ndi tdm mac nhiém khuén)

Khuyén cdo ngudi bénh, dac biét
ngudi cd cac yéu t6é nguy cd trén, can
goi cap ctu ngay néu cd biéu hién:

+ Kho thd khdi phat nhanh, dac
biét khi ndm nglra

+ Sung mdt cd chan, ban chén,
bung

+ Tim dap nhanh mdi khdi phat

Do cac khang sinh fluoroquinolon
lién quan dén tang nguy cd phinh va
bdc tach dong mach cha vdi ty 1€ nho,
trudc day MHRA da khuyén cao chi st
dung cac khang sinh nay sau khi danh
gid can than cén bang Igi ich — nguy
cd 8 bénh nhan cé nguy ca phinh déng
mach va sau khi can nhac cac lua chon
diéu tri khac.

Cac khang sinh fluoroguinolon ciing
lién quan dén phan Ung cé hai dai
ddng hodc cd kha néng khdng thé dao
ngudc gay tan tat anh hudng dén co
xuong khdp va hé than kinh, do dé,
nén nguing diéu tri khi xuat hién dau
hiéu dau tién cia phan (ng cdé hai
nghiém trong, bao gbm dau va viém
gan.

Bado cdo phan ('ng cé hai nghi ngd
lién quan dén fluoroquinolon cho cac
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Trung tdm theo doi phan (’ng cé hai
cua thudc

Khuyén cao trudc khi ké don
cac khang sinh fluoroquinolon

Fluoroquinolon la khang sinh dugc
chi dinh d& diéu tri nhiém khuan
nghiém trong, de doa tinh mang. Cac
thudc dugc cap phép luu hanh tai Anh
bao gom ciprofloxacin, levofloxacin,
moxifloxacin va ofloxacin. Déi véi tat
cd cac khang sinh, nén can nhac
khuyén cdo trong Hudng dan diéu tri
dé sir dung khang sinh phu hop Vdi
can nguyén gay bénh.

Cac khang sinh fluoroquinolon da
tung dugc canh bao lién quan dén
tang nhe nguy cd phinh va boc tach
dong mach chu. Trudc day, MHRA da
khuyén cao chi sir dung fluoroquinolon
sau khi danh gid can than can bang Igi
ich — nguy cd & bénh nhan cé nguy co
phinh dong mach va sau khi can nhac
cac lua chon diéu tri khac. Bénh nhan
cb yéu té nguy cd bao gom tién sur ban
than hodc gia dinh c6 bénh ly phinh
dong mach chu hodc cé cac yéu té
nguy co/tinh trang khac cé kha ndng
dan tdi phinh hodc boéc tach dong
mach chd.

Cac khang sinh fluoroquinolon ciing
da ting dudc canh bao lién quan dén
tang nguy cd gdp phan (ng cd hai kéo
dai hodc c6 kha ndng khong thé dao
ngugc gay tan tat anh hudng dén co
xuong khdp va hé than kinh, tinh
trang thudng gap nhat la viém gan va
dit gan. Ton thuong gan (déc biét l1a
gan Achilles) cé thé xay ra trong 48
giG tr khi khdi dau diéu tri bang fluo-
roquinolon, tuy nhién, cac dau hiéu va
triéu chi’ng cia phan ’ng cdé hai cd
thé xuét hién sau vai thang ngirng sir
dung thudc.

Sau danh gia vé cac phan 'ng co
hai trén, chi dinh cua tat ca cac khang
sinh fluoroquinolon dugc gidi han va
canh bdo an toan thudc mdi da dugc
dua ra vao nam 2019. Khong nén s
dung cac khang sinh fluoroquinolon
cho nhiém khudn khéng nghiém trong
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hoic nhiém khudn cé khd ning tu
khdi, tinh trang can nguyén gay bénh
khdng phai vi khuan, cac nhiém khuén
tr nhe dén trung binh trir khi cac
khang sinh dau tay khac dudc coi la
khong phu hgp.

Dir lieu méi ggi y cac khang
sinh fluoroquinolon lam tang nguy
co hé van tim

Cudc ra soat dir liéu tir cac nghién
ctu dich té va nghién ciu phi Iam
sang cla Chau Au da chi ra nguy cc
hé van tim tang sau khi sif dung cac
khang sinh fluoroquinolon. Mét nghién
cru dich té ggi y nguy cd hd van hai la
va van dong mach chu lién quan dén
viéc sir dung fluoroquinolon. Tai Hoa
Ky, mét nghién clu bénh — ching hoi
ctru 12.502 bénh nhan hd van tim (sau
khi loai trr bénh nhan cé tinh trang
khac c6 thé lién quan dén bénh ly van
tim) da so sanh viéc s dung
fluoroquinolon vdi amoxicillin  trong
cung nhédm bénh so vai 125.020 ngudi
nhém doi chirng (JACC 2019, 74, 1444
—50). Nguy cd hd van hai Ia hodc van

dong mach chu & bénh nhan phdi
nhiém véi fluoroquinolon cao gap gan
2 1an so v@i bénh nhan phdi nhiem vdi
amoxicillin (2,4% so vGi 1,6%). Nghién
cltu nay ciling bao cdo nguy cg tucng
doi hiéu chinh khi s dung cac fluoro-
quinolon so vdi viéc sir dung amoxicil-
lin la 2,4 (95% CI 1,82 - 3,16) va so
v@i azithromycin la 1,75 (95% CI 1,34
- 2,29). M6t nghién cltu phi lam sang
cling bdo cdo rang ciprofloxacin lam
tang su phan gidi collagen trong té
bao ca tim. Nhitng phat hién nay chi ra
fluoroquinolon dudng toan than hodc
dudng hit cé thé gdp phan gay ra hién
tugng hd van tim, dac biét & nhirng
bénh nhan cé cac yéu t6 nguy cd.
Nguy co hd van tim tdng da dudgc bo
sung vao théng tin san pham cla cac
khang sinh nay va MHRA da gui thu
thong bao tdi cac nhan vién y té cd
lién quan tai Anh.
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