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ROI LOAN VAN BONG DO THUC

Nguon: Aust Prescr2019;42:56-61

Ngudi dich: V& Thi Thuly, Nguy&n Thi Thu Thay, Ludng Anh Tuing

TOM TAT

 Nhiéu thudc diéu tri va chat gay nghién sir dung bat hgp phap cd thé
gdy rdi loan van dong. Trong dd, phd bién nhét la cac thudc chdng

loan than va thu6c chéng non.

« R&i loan van dong cd thé khdi phat cap tinh, ban cap hodc hay mudn,
vGi murc do tir nhe dén nang, tham chi de doa tinh mang.

 Viéc nhan biét sém rdi loan van dong do thudc déng vai tro quan trong
gitp ti€n hanh kip thdi cac bién phap x{ tri, bao gom ngung thudc
nghi ngd, cham sdéc ho trg va s dung thubc diéu tri trong mot s6

trudng haop.

GIOT THIEU

Ca thudc diéu tri va cac chat gay
nghién st dung bat hgp phap déu co
thé gay ra cac phan ('ng cb hai trén
than kinh, trong dé cé rGi loan van
doéng. Nhém thudc phd bién géy rdi
loan van dong la cac thudc Uc ché thu
thé dopamin, bao gbm thudc chdng
loan than va thu6c chdng nbn (bang
1). Céc r6i loan cd thé & mic dd nhe
(nhu run) dén cac hdi chitng nang, de
doa tinh mang. Dua trén thsi gian
khai phéat, c6 thé phan loai cac rdi
loan van dong thanh 3 loai: Cap tinh,
ban cap va muon.

CAC ROI LOAN CAP TiNH

RGi loan van déng cp tinh cb thé
xay ra trong vai phat dén vai ngay sau
khi dung thudc, bao gbm chirng nam
ng6i khong yén, run, hoi chirng an
than kinh ac tinh, hoi chifng serotonin,
rdi loan tdng than nhiét kiéu Parkinson
va roi loan truong luc cg cap.

Nam ng6i khong yén
Chi'rng nam ng6i khong yén
(akathisia) 1a r6i loan van dong kha

phé bién, nhung thudng bi xem nhe.
Chlng nay co thé xay ra cap tinh, ban
cdp hodc mudn, vai cac biéu hién bao
gém cam giac bon chon, dé bi kich
thich, cdng thang, nhung khdng nhét
thiét phai thé hién thanh cac ddu hiéu
thuc thé. Nam ngdi khdng yén khac
vGi hoi chi’ng chan khong nghi
(restless leg syndrome) thudng cé
mirc dé nghiém trong hon va cac biéu
hién thuGng nang hon vé dém. Cac
thudc da dudc ghi nhan lién quan dén
chirng nam ng6i khéng yén bao gom
thuSc (¢ ché thu thé dopamin, thudc
Uc ché tai thu hoi chon loc serotonin
(SSRI), thudc chéng dong kinh va
cocain. Phan &’ng cd hai nay cd thé
xay ra sau khi bdt dau st dung thudc
Uc ché thu thé dopamin, tdng liéu
hodc chuyén sang dung thudc thay
thé.

Chl'ng nam ngbi khdng yén thudng
cai thién sau khi nglrng thudc nghi
ngd. Cac nhém thuéc da dugc su
dung dé xu tri phan (ng nay bao gém
thudc khang cholinergic, thudc chen
beta, cac benzodiazepin, mantadin,
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Bang 1: Rai loan van dong do thudc

ROi loan van dong

Thudc gay ra

Nam ngdi khong
yén

Thudc ¢ ché thu thé dopamin
ThuGc Uc ché tai thu hoi chon loc serotonin (SSRI)
Thudc chdng dong kinh

Run

SSRI

Lithi

Thudc chdng tram cam ba vong

Thuoc chdng dong kinh (nhu valproat)

Thuoc gian phé quan

Amiodaron y

Thuoc e ché mién dich (tacrolimus, ciclosporin)

HOi chiring serotonin
(thudng do qua liéu
hoac dung déng
thdi nhiéu thudc
kich thich
serotoninergic)

SSRI

ThuGc Uc ché tai thu hoi serotonin-noradrenalin (SNRI)
Thu6c chéng tram cam ba vong

Lithi

Linezolid

Opioid (pethidin, tramadol, propentadol)

Thubc chdng dong kinh (valproat, lamotrigin)

Cé thanh John

Loan truong luc co
cap tinh

Thudc Uc ché thu thé dopamin (vi du: thudc chdng loan than,
metoclopramid)
SSRI

Opioid
Methylphenidat
Rivastigmin
Albendazol
Gabapentin
Cetirizin
Foscarnet
Quinin

Propofol
Sevofluran

Hoi chitng an than
kinh &c tinh

Thu6c chéng loan than (nhu haloperidol, fluphenazin, clorpromazin)
Procloperazin

Metoclopramid

Droperidol

Promethazin

Tetrabenazin

Lithi

Hoi chirng
Parkinson

Thuéc e ché thu thé dopamin (vi du: thudc chdng loan than)
Thudc chen kénh calci (vi du: flunarizin, cinnarizin)

Thudc chdng dong kinh (nhu phenytoin, valproat, levetiracetam)
Thudc chdng tram cam (SSRI, thudc c ché monoamin oxidase)
Lithi

Hda tri liéu (vi du: cytosin arabinosid, cyclophosphamid, vincristin,
adriamycin, doxorubicin, paclitaxel, etoposid)

Thudc Uc ché mien dich (vi du: ciclosporin, tacrolimus)

Chat doc (vi du: 1-methyl-4-phenyl-1,2,3,6-tetrahydropyridin
(MPTP), thudc trir sdu phospho hitu cd, mangan, methanol, cyanid,
carbon monoxid, carbon disulfit)

RGi loan van dong
mudn do thudc

Thudc chdng loan than
Thudc chdng nén (nhu metoclopramid)
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mirtazapin va clonidin. Tuy nhién, tuy
nhién hiéu qua x{r tri con dao dong va
it dugc ho trg bdi cac bang ching tin
cay.

Run

Run (tremor) do thudc cd thé la run
tu thé, van dong hodc ca hai. Phan
Ung nay thudng d6i xirng va xay ra
cap tinh sau khi dung thuGc hodc tang
liu. Mot trudng hgp ngoai 1€ la run
th phat do valproat, c6 thé xay ra
trong giai doan diéu tri 6n dinh hodc
xuat hién muodn (hi€m gdp). Nhiéu
thubc ¢ thé géy run th cap, bao gém
SSRI, lithi, thubc chdng trém cam ba
vong, thu6c chéng dong kinh (dac biét
la valproat), thuGc gian phé quan,
amiodaron va thudc ¢c ché mién dich.
Can chan doan loai trir cdc nguyén
nhan gay run khac nhu bénh
Parkinson, run vO cdan hodc cudng
giap.

Cac bién phap xur tri run bao gom
hiéu chinh liéu dung hodc ngiring thudc
nghi ngd (néu cd thé), hodc chuyén
sang dung thudc thay thé. Néu can
ti€p tuc s dung thudc nghi ngd gay
run, can tu van ky cho bénh nhan vé
Igi ich va nguy cd khi dung thudc;
ddng thdi, co thé can nhic dung cac
thuéc diéu tri run v6 can (nhu
propanolol).

HGi chirng serotonin

HOi chdng serotonin (serotonine
syndrome) thr cap xuat hién khi sir
dung cac thudc lam tdng hoat tinh
serotonin (bang 1). Tuong tu cac hoi
chiing an than kinh ac tinh khac, hoi
chitng seretonin c6 thé xay ra véi mic
do nhe hodc tham chi de doa tinh
mang. Cac biéu hién 1&m sang clta hdi
chirng nay bao gom:

- Thay ddi trang thai tdm than;

- Cac dau hiéu qua kich thich than

kinh trung uong:

+ ROi loan van dong, bao gobm rung
giat cd, run, ndm ngbi khéng yén;

+ Tang phan xa bat thudng, rung
giat, liét cing (spasticity) hodc cing
do (rigidity), co giat.

- RGi loan than kinh thuc vat, bao
gobm gian dong td, s6t, nhip tim nhanh.

Thay ddi trang thai tdm than, rdi
loan than kinh thuc vat, va liét ciing
hodc ciing dG kem theo tdng creatin
kinase la cac dau hiéu chong lap véi
hoi chirtng an than kinh ac tinh. VG&i hoi
chirng serotonin, qua trinh khd@i phat
thudng xay ra rat nhanh, trong vong
vai gi¢ thay vi vai ngay, va cac dau
hiéu qua kich thich than kinh trung
uong thudng ndi bat hon.

Xur tri:

Bién phap xU tri uvu tién bao gom
nglring thudc nghi ngd va chdm séc hod
trg. Trong trudng hgp hoi chiing
serotonin xay ra ¢ muc db it nghiém
trong, co thé dung cyproheptadin, néu
cd dap Ung lam sang thi ti€p tuc sur
dung dén khi cac triéu chirng thuyén
giam. V4i trudng hop ndng, cd thé sir
dung cac thuéc nhu benzodiazepin,
thudc déi khang thu thé 5-
hydroxytryptamin 2 (nhu clorpromazin
hodc olanzapin).

ROi loan tang cao than nhiét
kiéu Parkinson

R3i loan tdng cao than nhiét kiéu
Parkinson (Parkinsonism-hyperpyrexia
disorder), con goi la con bat dong, la
mot bién chitng hiém gdp nhung cd
thé gdy ti vong cla bénh Parkinson.
Cac triéu chitng bao gém dién bién
nang lén cua hdi ching Parkinson (cd
thé kém theo bénh ndo), téng cao than
nhiét, r6i loan than kinh thuc vat va
tang creatin kinase. RGi loan nay
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thudng gdp nhat & bénh nhan ngirng
hoac giam liéu thubc diéu tri
Parkinson. Nhiém khu&n hodc cac r6i
loan chuyén hoda khac cé thé thic day
khdi phat tinh trang nay. Cac biéu
hién 1dm sang cla rdi loan nay cb thé
chong 1ap vai hoi chirng an than kinh
4c tinh. Can chan doan loai trir cac
nguyén nhan khac nhu nhiém khuan,
cac bat thudng chuyén hda, hodc dét
quy. Thdi gian hdi phuc cé thé kéo dai
tur vai gid dén vai tuan sau khi xr tri.

XU tri:

Bién phap xU tri chinh bao gém sir
dung lai thuGc diéu tri Parkinson. Do
chirng khé nudt thudng xuat hién trén
bénh nhan mac hodi chiing Parkinson
nghiém trong, thudc thudng phai st
dung qua sonde da day. Cé thé can
nhdc tiém ngat quang hodc truyén lién
tuc apomorphin trong trudng hgp
phan ’ng & mific do trung binh hodc
nang.

Loan truong lu'c co cap tinh

Loan truong luc co cap tinh (acute
dystonic reactions) chii yéu xay ra &
bénh nhan tré tudi va xuét hién sém
sau khi dung thudc (c ché thu thé
dopamin, trong d6 cdé thudc chdng
non (nhu metoclopramid, proclop-
erazin) va thudc chdng loan than. Bac
trung cla rbi loan nay la co cing cd
dau cd cdp tinh, ngoai ra cd thé xuét
hién con van nhan, tinh trang co cting
than dan dén tu th& udn cong, roi
loan truong luc cd chan tay. Loan
truang luc cg thanh quan cap tinh co
thé dan dén tic nghén dudng ho hap,
de doa tinh mang va can cap clu
ngay lap tuc.

Xu'tri:
Nglng thubéc nghi ngd, tiém tinh
mach hodc tiém bdp thubc khang
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cholinergic (benzatropin hoac
trihexyphenidyl hydroclorid). Do thudc
dung dudng tiém tinh mach cé thdi
gian ban thai ngan, can dung thém
mot dot diéu tri ngan thubc khang
cholinergic dudng udng sau do6. Cac
benzodiazepin ciing c6 thé dugc sir
dung. Khong tai st dung thubc nghi
ngd vi nguy cd tai phat phan 'ng loan
truong luc co. Can tu van dé€ bénh
nhan biét vé nguy cd nay.
HGi chirng an than kinh ac tinh
HOi chiing an than kinh ac tinh
(neuroleptic malignant syndrome) la
phan Ung c6 hai cé kha ndang de doa
tinh mang, gay ra do thubc chong loan
than dién hinh va khéng dién hinh
cling nhu cac thudc khang thu thé
dopamin khac, bao gom tetrabenazin,
lithi va thudéc chéng non nhu
metoclopramid. Gan day, tiéu chuan
chan doan dua trén dong thuan Delphi
da dugc dua ra, bao gom:
¢ Dung thudc d6i khang thu thé
dopamin hodc nglrng dung
thuSc chu van thu thé dopamin
trong vong 72 gid trudc do;
¢ SOt (it nhat 2 dot s6t trén 38°C);
¢ Clng dg;
+ Thay ddi trang thai tam thén;
¢ Tang creatin kinase;
¢ ROGi loan than kinh thutc vat (bao
gom tang chuyén hda: Nhip tim
nhanh, nhip thd nhanh);
¢ Loai trir nguyén nhan khac.
Ngoai tdng creatin kinase, xét
nghiém ciling cho thady tang bach cau,
roi loan dién giai, suy than, xét
nghiém chilfc nang gan bat thuong va
roi loan dong mau. HG6i chirng cling c6
thé xay ra ¢ mic dd nhe hon va
khdng cé cac biéu hién Idm sang trén.
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Can c6 cac bac si chuyén khoa
danh giad dé chan doan phan biét (nhu
hdi chitng serotonin) va chan doan xac
dinh. Vi du, hoi chi’ng serotonin
thudng khdi phat cap tinh hon hoi
chirng an than kinh ac tinh. Trong hoi
chirng an than kinh ac tinh, bénh nhan
thudng bi clrng dd; con rung giat co,
tang phan xa bat thudng kem giat
rung, va gian dong tr thuéng gap hon
& hoi chitng serotonin.

X' tri:

Bénh nhan can nhap vién diéu tri
ngay néu nghi ngd gap hoi chiing an
than kinh ac tinh. Bién phap xu tri bao
gébm gom ngung ngay thu6c nghi ngd,
chdm sdc hd trg (cd thé chdm séc tich
cuc trong truGng hdp nang), dung
thudc tac dung trén hé dopaminergic
nhu bromocriptin. C6 thé tiém dudi da
apomorphin. C6 thé st dung benzodi-
azepin dé€ giam tinh trang tiéu cd van
va cai thién tinh trang cirng da.

Hoi chirng thudng dat trang thai on
dinh sau dé cai thién trong vong 2-3
tuan sau khi khgi phat. Do do, can
ti€p tuc s dung bromocriptin trong
vai tudn dé chdc chan hdi chiing da
hoi phuc. Can tham khao y kién bac si
chuyén khoa tam than khi xem xét tai
st dung thudc choéng loan than cho
bénh nhan.

CAC ROI LOAN BAN CAP TiNH

RGi loan ban cap tinh do thudc co
thé xay ra trong vai ngay dén vai tuan
sau khi si dung thubdc. Mot s6 hdi
chirg dugc liét ké & bdng 1 co thé
xay ra ban cap tinh. Cac rbi loan nay
thudng cd dap Ung khi ngirng thudc
nghi nggG.

HOi chirng Parkinson

HOi chi’ng Parkinson do thudc
(parkinsonism) dac trung bdi van
dong cham, cliing dG va roi loan tu

thé. Thudc 1a nguyén nhan phd bién
thr 2 gay ra hoi chirng Parkinson sau
bénh Parkinson tu phat. M6t s6 thudc
lién quan dén hoi ching Parkinson
dugc liét ké trong bang 1.

Khac véi bénh Parkinson tu phat,
hoi chirng Parkinson do thudc thudng
c6 biéu hién cling d§ mét van dong cd
tinh chat déi xing, khdi phat sau khi
su dung thuGc vai ngay, vai tuan hodc
vai thang. Hoi chiing nay dap (ng
kém vGi thudc diéu tri Parkinson dién
hinh (nhu' levodopa, thu6c chd van thu
th€ dopamin va thudc khang
cholinergic). Viéc nguing thu6c nghi
ngd thudng gilp cac triéu ching hoi
phuc hoan toan.

MOt s& doc chéat cling c6 thé gy ra
héi ching Parkinson, bao gobm
1-methyl-4-phenyl-1,2,3,6-
tetrahydropyridin (MPTP), thubc tru
sau phospho hitu cd, mangan,
methanol, cyanid, carbon monoxid,
carbon disulfit. Khac véi thubc, cac
doc t6 thudng pha huy cau trdc hach
nén khdng hdi phuc, cd thé quan sat
dudc trén két qua chup cong hudng tir
(MRI).

ROi loan van dong do levodopa

Levodopa l1a nguyén nhan phd bién
gay roO6i loan van doéng
(levodopa-induced dyskinesia) 8 bénh
nhan Parkinson. Co ché cua roi loan
nay nhiéu kha nang do tucong quan
gitta gidam s6 lugng thu thé dopamin
va ddp Ung cla cd thé dbi vdi
levodopa, han la chi do qua liéu
levodopa. Cac yéu t6 nguy cd cua roi
loan van dong bao gom khdi phat
bénh Parkinson khi con tré, dung
levodopa liéu cao, can nang thap, tinh
trang bénh nang. Khai thac chi tiét
tién sir giup xac dinh th&i diém khdi
phat va khoang thgi gian xay ra roi
loan van dong, tUr d6 lam cin cff dé
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hiéu chinh liéu levodopa.

Tuy thudc thdi gian xay ra r6i loan
van dong, thudng c6 thé giam liéu
dung levodopa ma van dam bdo hiéu
qua diéu tri. V&i r6i loan van dong
nhe, khong gay khd chiu cho bénh
nhan va khong anh hudng dén cac
chirc ndng cla co thé, co thé khdng
can hiéu chinh liéu levodopa. C6 thé
sir dung amantadin dé kiém soat roi
loan van dong do levodopa. VGi bénh
nhan & giai doan sau cua bénh, can
chuyén bénh nhan dén béc si chuyén
khoa dé€ xem xét viéc diéu tri bang
céc thiét bi ho trg.

ROI LOAN VAN PONG MUON

RGi loan van dong mudn (tardive
disorders) do thudc xay ra trong thdi
gian s dung thudc, hodc sau khi
ngung thudc vai tuan, va kéo dai it
nhat 1 thang. ThGi gian dung thudc
tdi thi€u 13 3 thang, hodc 1 thang vdi
bénh nhan trén 60 tudi. Cac thudc
thudng gay roi loan nay bao gom
thu6c chong loan than, thuéc chdng
nén (metoclopramid va
procloperazin), mét s6 thubdc chen
kénh calci cd dic tinh chen thu thé
dopamin (cinnarizin va flunarizin).

RGi loan van dong mubn bao gom
loan van ddng (dién hinh Ia réi loan
van dong miéng - IuGi), rbi loan dinh
hinh (ki€u vén dong 18p di 13p lai
khéng c6 muc dich), ném ngbi khong
yén, loan truong luc cg (cuc bo, phan
doan hay toan thé), rung giét cd, run
va may cd. Ngoai ra, bénh nhan ciing
c6 th€ méc hdi chliing Parkinson
muon. O tré em, r6i loan van dong cd
thé xudt hién khi ngirng thudc dot
ngdt sau khi s’ dung thudc chdng
loan than mot thdi gian dai. Tai sur
dung thudc cd thé gitp giam rdi loan
nay. Liéu dung sau dé cd thé dugc
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giam tur tu.

X' tri:

Hién chua cé bang chiing dang tin
cay Vvé viéc x{r tri rGi loan van dong
muén do thuGc. Bién phap xur tri
thudng bao gom ngiing thudc nghi
ngd va thu két hgp cac thubc khac
nhau. Clonazepam to ra cé hiéu qua
cho chiing rung giat ca. Trong mot s
trudng hop, can tai s dung thudc
nghi ng& hodc chuyén sang ding mdt
thuéc chdng loan than khdng dién
hinh. Uu tién dung clozapin & bénh
nhan roi loan tdm than man tinh. Gan
day, mot lua chon diéu tri khac da
dugc dé xuat la thubc Uc ché kénh
van chuyén monoamin trong t& bao 2
(VMAT2) nhu  deutetrabenazin va
valbenazin. Cac thudc dudng ubng
khac cling da dugc kiém ching 1am
sang bao gom tetrabenazin,
amantadin, propranolol.

Cac chat chéng oxy hda, bao gbm
vitamin E, vitamin B6 va Ginkgo
biloba cling dang dugc nghién clu.
Cac ghi nhan vé hiéu qua cua vitamin
E cOn mau thudn. Vitamin B6 va
Ginkgo biloba c6 thé c6 hiéu qua
trong diéu tri r6i loan van dong muon.
Can than trong khi dung Ginkgo
biloba do thudc co tac dung chong két
tap tiéu cau, dic biét & bénh nhan
dang dung thudc chdng két tap ti€u
cau hodc thubdc chdong dong. Thudc
khang cholinergic cling dugc dé xuat
st dung dé ngdn ngtra hodc han ché
muc do nghiém trong cua rdi loan van
dong do thubc, nhung chua co bdng
chiing vé hiéu qua cia cach dung
nay.

Tiém doc t6 botulinum cd thé cd
hiéu qua trong diéu tri loan truong
luc cd mudn thé cuc bd. K§ thudt kich
thich ndo sau, nhdm vao nhan béo
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nhat, c6 thé cd hiéu qua trong cac
truGng hgp nghiém trong.

CAC CHAT GAY NGHIEN SU
DUNG BAT HOP PHAP

RGi loan van dong th& cap do
thuGc bat hgp phap thudng cap tinh
va tu gidi han, nhung déi khi cé thé
de doa tinh mang (bang 2). Cocain Uc
ché tai hap thu dopamin, do dé kich
thich t&ng dan truyén dopaminergic.
Amphetamin gay kich thich
catecholaminergic, nhung néu dung
lau dai s& dan dén can kiét dopamin
va c6 kha nang pha huy chat den.
3,4-methylendioxymethamphetamin
(MDMA) c6 thé gdy ra héi ching
Parkinson va moét hoi chirng tuang tu
hoi chirng serotonin.

RGi loan van déng do thudc thudng
Xay ra sau khi st dung thubc, nhung
cling c6 thé xay ra khi ngirng thudc.
Thong thudng, cac triéu ching cua
r6i loan van dong thudng giam di khi
ngling thudc, nhung cling cé thé kéo
dai dén vai thang. Chua cé bién phap

diéu tri dac hiéu cho roi loan van
dong do sr dung thudc bat hgp phap.

KET LUAN

RGi loan van dong la mot phan Ung
c6 hai phd bién, doi khi de doa tinh
mang va cd thé do nhiéu thudc géy
ra. Thudc thuGng gdp nhat gay roi
loan nay la thuSc (c ché thu thé
dopamin. Bénh nhan thudng dung
dong thdi nhiéu thubc cé thé gay rdi
loan van dong, gay khé khan cho viéc
xac dinh thudc thuc su gay ra phan
(’ng nay. Viéc chan doan doi héi can
c6 kién thirc vé cac rbi loan van dong
dién hinh, cac héi chitng cd thé xuét
hién va thdi gian xuat hién khi dung
nhitng nhém thudc khac nhau. biéu
nay dong vai trdo quan trong vi phan
I6n cac bién phap x{ tri rbi loan van
déng do thudc la ngung thudc nghi
ngd, co thé két hop vdi cac bién phap
diéu tri hd trg hodc diéu tri bing
thudc.

Bang 2: Thuoc bat hgp phap va roi loan van dong lién quan

ThuGc ROi loan van dong
Cocain Chling mua giat mua von
RAi loan dinh hinh
Run
Rung giat co
Amphetamin Hanh dong lap di Iap lai khong cé chu y

Run

Loan truong luc co

Chirng mua giat mda van
Loan van déng miéng - IuGi

3,4-methylendioxymethamphetamin
(MDMA)

HGi chiing serotonin
HOi chitng Parkinson

Opioid

Rung giat co
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TAP CHAT NITROSAMIN: TONG HOP MOT SO VAN BE CAN LUV ¥
TU THONG TIN CUA CAC THUGC Bl THU HOI

N-nitrosodimethylamine  (NDMA) va
N-nitrosodiethylamine (NDEA) la cac dan
chat nitrosamin dugc phan loai vao nhém
cac chat cd thé gay ung thu trén ngudi.
Tap chat nay dugc phat hién lan dau trong
cac thudc thanh phdm chda valsartan c6
nguyén liéu dugc san xudt bgi Cong ty
Zhejiang Huahai Pharmaceuticals (ZHP),
Linhai, Trung Quéc. Tu do, hang loat 16
thudc valsartan cd nguyén liéu dugc san
xuat tai day da bi thu hoi tai nhiéu qudc
gia trén thé gidi cling nhu & Viét Nam [1],
[2].

Viéc xudt hién NDMA va NDEA trong
thubc thanh pham valsartan dudc cho rang
c6 lién quan dén mot s6 giai doan nhat
dinh trong quy trinh san xuat nguyén liéu
cla ZHP. Nam 2012, ZHP da tién hanh mot
sd thay ddi trong quy trinh tdng hdp vong
tetrazol trong cong thic cla valsartan dé
téng hiéu suat san xudt, nhung lai dan dén
hinh thanh tap chat NDMA. Tugng tu,
trong mot s6 diéu kién phan (ng nhat
dinh, tap chat NDEA ciing c6 thé dugc hinh
thanh. Tetrazol 1a c3u tric phé bién trong
cong thirc hoa hoc cua cac hoat chat thudc
Urc ché thu thé AT1. Vi vy, khdng chi riéng
valsartan, cac thudc khac trong nhdom nay
nhu candesartan, irbesartan, losartan va
olmesartan cé cdu tric vong tetrazol cling
dugc dua vao ra soat. Sau dé, mot so 16
thu6c valsartan, losartan va irbesartan tir
cac nha san xudt khac nhau bi phat hién
nhiém tap chat da bi thu hoi [2]. Khong chi
NDMA va NDEA, viéc ra soat losartan tai
Hoa Ky con phat hién thém mot tap chat
mdi la N-nitroso-N-methyl-4-aminobutyric
acid (NMBA). Tap chat nay cling la mot
dan chat nitrosamin cé nguy cd gdy ung
thu tuong tu NDMA [3].

Cd quan Quan ly Dugc phdm chau Au
(EMA) da udc tinh nguy c6 mdc ung thu
lién quan dén cac tap chat NDMA va NDEA
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Nguyén Thi Tuyén, Nguyén Mai Hoa

dua trén dir liéu ngoai suy tur dong vat.
NéEu 100.000 bénh nhan s dung valsartan
dugc san xuat bdi ZHP hang ngay trong
vong 6 nam & liéu cao nhat (320 mg/ngay)
thi phat sinh thém 22 trudng hgp ung thu
do NDMA. Con NDEA c6 thé dan dén c6
thém 8 truGng hgp ung thu khi st dung
thudc nay & lieu cao nhat trong 4 nam. Ca
quan Quan ly Thudc va Thuc phdm Hoa Ky
(FDA Hoa Ky) cling udc tinh, khi sir dung
valsartan & muic liéu 320 mg/ngay trong
vong 4 nam, nguy cd phat sinh thém ca
ung thu mdi la 1/8000 bénh nhan phai
nhiém.

PE giam thi€u nguy co cho bénh nhan,
cac Co quan Quéan ly Dugc phdm trén thé
gidi khuyén cdo cac nha san xuat nén tu
nguyén thu hoi thuéc néu phat hién thudc
thanh phdm nhiém tap ch&t nitrosamin.
Tuy nhién, dé tranh tinh trang thiéu thudc,
cac Cd quan Quan ly da dua ra dong thuan
V€ giGi han tam thgi t6i da cho phép Vvdi
cac chdt NDMA va NDEA. Riéng FDA Hoa
Ky c6 thém gidi han cho NMBA. Cac gidi
han nay dudc tinh todn dua trén lugng
chét téi da hap thu hang ngay co thé chap
nhan dugc véi moi tap chat: 96 nanogam
vGi NDMA, 26,5 nanogam vdéi NDEA va 96
nanogam vGi NMBA. SO liéu nay sau do
dugc chia cho liéu t6i da hang ngay cua
moi hoat chat dé dua ra muc gidi han theo
don vi ppm (1 ppm = 1/1.000.000). Gigi
han tam thdgi cho cac tap chat nitrosamin
cho céc san pham thubc (c ché thu thé
AT1 dugc trinh bay trong bang 1 [3], [4].
Céc san phdm cé ndng dd tap chat vugct
qua gidi han trén sé ti€p tuc bi thu hoi. Can
luu y, day chi la cdc mdc gidi han tam thdi
trong thai gian cho phép cac cong ty tién
hanh thay d&i quy trinh san xuét va cd cac
bién phap kiém nghiém nhdm phat hién
ham lugng tap chat thap nhat, ti€n téi muc
tiéu loai bd hoan toan cac tap chat
nitrosamin trong san pham thuéc.
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Hién nay, cac Co quan Quan ly Dugc
phdm trén thé& gidi van dang ti€p tuc md
rong ra soat dén ca cac thudc khac sau bai
hoc vé nhiém tap NDMA va NDEA tUr cic
thudc chen thu thé AT1 vugt qué gi6i han
cho phép. Gan day, mot s6 16 thudc chira
ranitidin da bi thu hoi do nguyén nhan nay
tlr nhiéu Co quan Quan ly Dugc phdm trén
thé gidi nhu Singapore, Uc, Hoa Ky, ... Gidi
han cho phép cla tap chat NDMA theo gidi
han chap nhan quy dinh tai ICH M7; cu

thé: Gidi han tam th&i chdp nhan khong
qua 0,32 ppm (tinh trén liéu chap nhan toi
da cta NDMA la 96 nanogam/ngay va liéu
sif dung t6i da cua ranitidin la 300 mg/
ngay). Tai Viét Nam, Cuc Quan ly Dugc
cling da cd cong van s6 16813/QLD-CL va
16814/QLD-CL ngay 02/10/2019 thdng béo
téng cudng kiém tra, kiém soét chat lugng
nguyén liéu va thudc thanh phdm ch(a
ranitidine, dong thdi, thu héi mét sd thudc
chtra ranitidin nhiém tap chéat [5].

Bang 1: Gidi han tam thdi ctia tap chat nitrosamin trong cac ché pham thudc irc ché
thu thé AT1

Luong chat

Hoat chat (liéu hap thu

Lugng chat
hap thu hang Giéi hap thu hang Gigi

Lugng chat

tida hang e L VI e e
ngay) toidacothé han o o e han o o e han
chipnhan  (ppm) co thé chap (ppm) c6 thé chap e
dlirdc : PP nhan dugc PP nhan dugc PP
(nano.gam) (nanogam) (nanogam)
Azilsartan 96,0 1,200 26,5 0,333 96,0 1,200
(80 mg)
LI C T 96,0 3,000 26,5 0,820 96,0 3,000
(32 mg)
Eprosartan
(800 mg) 96,0 0,120 26,5 0,333 96,0 0,120
Irbesartan
e 96,0 0,320 26,5 0,088 96,0 0,320
Losartan
(150 mg) 96,0 0,640 26,5 0,177 96,0
(theo EMA)
Losartan
(100 mg)
DT T 96,0 0,960 26,5 0,270 96,0 0,960
Ky)
Olmesartan 96,0 2,400 26,5 0,663 96,0 2,400
(40 mg)
VT 96,0 1,200 26,5 0,333 96,0 1,200
(80 mg)
Valsartan
(320 ma) 96,0 0,300 26,5 0,082 96,0 0,300
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Cac Cd quan Quan ly Dugc phdm trén
thé giGi va tai Viét Nam dang rat nd luc,
v@i nhirng bién phap tich cuc ra soat, phat
hién cac thubc chira tap chdt NDMA va
NDEA dé cung cdp thdng tin dén cdng
dong. Tuy nhién, cling can luu y, khong
phai toan bo cac thubc chilra ranitidin hay
cac thu6c “sartan” trén thj trudng déu
nhiém tap chat nay [6], [7], [8].

T6ng hap khuyén cdo danh cho can bd
y t€ va cho nguGi bénh tir cac Co quan
Quan ly Dugc pham trén thé gidi dén thoi
diém hién tai nhu sau:

Thong tin danh cho nguai bénh [6],
[7], [8], [9]:

- Bénh nhan dang sir dung thudc thudc
nhdm "sartan" hodc ranitidin nén kiém tra

thudc ctia minh ¢ ndm trong danh sach
cac san pham bi thu hdi hay khong.

- Nguy cc gay hai tiém tang cua tap
chdt nhém nitrosamin lién quan dén sir
dung thu6c trong thdi gian dai, do d6 bénh
nhan dugc k& don ding ngan han cac
thudc bi anh hudng cé thé tiép tuc sir dung
thudc.

- Cac bénh nhan sir dung cac thudc
nhém "sartan" hodc thuGc ranitidin theo
don, bao gdbm ca san phadm bi thu hoi,
khong nén tu y ngiing st dung thudc.
Bénh nhan can trao d6i véi bac si diéu tri
va thdng nhat phuong an diéu tri thay thé,
vi nguy cd do ngiing diéu tri dot ngdt cd
th€ I6n hon rdi ro lién quan dén phoi
nhiém NDMA.

- Bénh nhan dung ché& pham chira thubc
nhém "sartan" hodc ranitidin theo dan
thu6c nhung muén ngirng thudc nén trao
ddi véi can bd y t& vé dung lua chon diéu
tri thay thé. C6 mot s6 thudc dugc phé
duyét vGi chi dinh tugng tu cac thudc nay
va co thé thay thé dugc cho cac thudc nay.
Ngudi bénh dung ché& phdm chira ranitidin
khéng ké& don cd thé can nhac sir dung cac
san pham khong ké& don khac thay thé néu
phu hgp.

- Trong khi cac cd quan quan ly dang
diéu tra nguyén nhan ham lugng tap chat
NDMA cao han gidi han cho phép va nguy
cd gay hai cho nguGi bénh, ngudi sir dung
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va bénh nhan co thé tiép tuc dung cac ché
phdm chfa thuéc nhém ‘"sartan" va
ranitidin khéng bi thu hoi. Lut/ y quan
trong cdn nhd la khdng phai tit ca cac
thuoéc chua "sartan” va ranitidin trén thi
truong déu bi thu hoi.

Thong tin danh cho can b y té [8],
[9], [10]:

Nong do chap nhan dugc cla nitrosa-
min dugc tinh theo don vi nanogam (ng).
Gia tri nay dugc coi la an toan néu bénh
nhan dung thu6c hang ngay dén 70 nam.
Cho dén nay, ham lugng NDMA dugc phat
hién trong cac thuéc nhom "sartan" va
ranitidin, néu dung trong nhiéu thap ky, co
thé 1am tdng nhe nguy cd ung thu cho
tirng ca thé ngudi bénh. Ham lugng & miic
dé chdp nhan dugc bat ngudn tUr cac
nghién cllu gay ung thu trén dong vat két
hgp vGi mic d6 an toan cao, tuy nhién
khéng thé dua ra mdt con s6 chinh xac udc
tinh mirc d6 rai ro gay ung thu lién quan
dén tap chat NDMA dua vao dir liéu an
toan hién cd. Mac du nguy cd bd sung do
tap chat NDMA trong "sartan" va ranitidin &
cac nong do xac dinh cho dén nay la thap,
v@i cac bénh nhan dang sr dung thudc
chira tap chdt NDMA, nguy cd trén cd thé
vugt troi hon Igi ich khi stf dung thudc.

Khuyén cao danh cho can bo y

teé:

¢ Ngirng phan phdi cac san pham bi
thu hoi.

¢ Kiém tra hang con trong kho va tra
lai cho nha cung cap.

¢ Can nhac sir dung cac thubc thay thé
phu hgp cho bénh nhan.

¢ NEu nhan dugc cau hoi vé van dé
nay t&r bénh nhéan, khuyén cao khong
nguing sr dung thudc vi nguy cd khi
ngirng s dung thu6c cao han vdGi
nguy cd tiém tang do tap chat gay
ra.

¢ Khong can thiét ra soat lai viéc diéu
tri cho dén lan tai kham ti€p theo.



http://canhgiacduoc.org.vn

Tai liéu tham khao:
1. Cuc Quan ly Dudc, Cong van s6 14487/
QLD-CL Vvé viéc xtr ly thudc chira dugc
chat valsartan, ngay 26/7/2018.

2. Charoo NA et al (2019), “Lesson Learnt
from Recall of Valsartan and Other
Angiotensin II Receptor Blocker Drugs
Containing NDMA and NDEA Impurities”,
AAPS PharmSciTech 2019 Apr 15;20
(5):166. doi: 10.1208/s12249-019-1376-
1.

3. FDA (2019), “FDA updates table of
interim limits for nitrosamine impurities in
ARBs”, accessed on 8/10/2019.

4. EMA (2019),
companies to

“Sartan medicines:
review manufacturing

processes to avoid presence of
nitrosamine impurities”, accessed on
08/10/2019.

5. Cuc Quan ly Dugc, Cong van s6 16813/
QLD-CL vé viéc vé viéc phat hién thubc
chlra Ranitidine cé chira tap chat NDMA
vugt gidi han cho phép, 16814/QLD-CL
VEé viéc Vvé viéc thu hoi thubc chira

Ranitidine c6 chra tap chdt NDMA vugt
gidi han cho phép, ngay 02/10/2019.

6. FDA (2019), “FDA announces voluntary
recall of Sandoz ranitidine capsules
following detection of an impurity”, dated
24/9/2019.

7. Health Canada (2019), “Health Canada
requests that companies stop distributing
ranitidine drugs in Canada while it
assesses NDMA; additional products
being recalled”, dated 26/9/2019.

8. EMA (2018), “EMA reviewing medicines
containing valsartan from Zhejiang
Huahai following detection of an
impurity: some valsartan medicines being
recalled across the EU”, dated
05/07/2018.

9. HSA (2019), “HSA Stops Supply of Eight
Brands of Ranitidine Products in
Singapore”, accessed on 08/10/2019.

10.TGA (2019), “Ranitidin-Update-
contamination with
N-nitrosodimethylamine”, dated

22/10/20109.

TONG KET HOAT DONG BAO CAO PHAN UNG CO HAI CUA THUOC
(TU THANG 11/2018 DEN THANG 7/2019)

Trong 9 thang (tUr thang 11/2018 dén hét
thang 7/2019), Trung tdm DI & ADR Qudc gia
va Trung tam DI & ADR khu vuc TP. HO Chi
Minh da ti€p nhan 9375 bao cdo ADR (tang
5,4% so véi cung ky nam 2018). Trong do,
8337 bdo cdo ADR dugc gui tir cac co sé
kham, chira bénh va 1087 bao cdo ADR xay
ra trén lanh thd Viét Nam tir cac dan vi san
xuét, kinh doanh dugc phdm (trong dé c6 49
bdo cdo trung vai bao cdo tir cac ca sé kham,
chira bénh). S6 lugng bdo cdo ADR Iuy tién
theo thang dugc thé hién trong Ainh 1. S&
lugng bdo cao ADR tucng doi dong déu gilra
cac thang, trong dé s6 lugng bao cdo thap
nhat vao thang 2 (713 bdo cdo) va nhiéu nhat
vao thang 4 (1257 bao cdo).

Bao cao ADR tir cac co sé kham, chira
bénh

759 co s@ kham bénh, chita bénh cla 63

Tran Ngan Ha

tinh, thanh phé trong ca nudc da gui bao cado
ADR. Phan I6n bao cao dugc guri tur cac don vi
G vung Bdng bang sbng Hong; Bac Trung Bo
va Duyén hai mién Trung; va Bong Nam Bg,
tUr cac bénh vién tuyén tinh, bénh vién da
khoa va bénh vién thudc khéi cong lap (hinh
2). Trong do, thanh phé H6 Chi Minh va Ha
NOi c6 sb lugng bao cdo cao nhat (tudng (ing
18,0% va 17,5% tong s8 bdo cédo nhan dudc
clla cd nudc). Thanh phd Da Ning 1a dia
phudng c6 cong tac bao cdo ADR hiéu qua
nhat véi s6 bao cdo/1 triéu dan cao nhat
trong cd nudc (456,2 bao cao/1 triéu dan)
(hinh 3). Cac dan vi c6 s6 lugng bao cao ADR
cao tap trung tai Ha NGi va TP. H6 Chi Minh.
Bénh vién Pham Ngoc Thach va Bénh vién
Phdi Trung uong la hai don vi cé s& béo céo
ADR nhiéu nhat trong ca nudc, cung chiém
2,6% tong s6 bdo cdo ADR tir cic don vi
kham, chita bénh (bang 1).
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Hinh 1: S6 lugng bao cao ADR tir thang 11/2018 dén thang 7/2019

Vi tri dia Iy Tuyén diéu tri Loai hinh da
khoa/chuyén khoa

1.8%
| 3,0‘4’0

158% ‘
: Dong bang ‘sén% Hafl-g P = Trung vong

;r}m% du \-“aB rﬂmewn Ir)lllln {Jm;é]?ac. . » Tinh/Thanh phé
= Bac Trung B6 va Duyén hai mién Trung » Huyén/Quin . . X

Tav Nguvén Nganh Dakhoa = Chuyén khoa
* Déng Nam Bg = Bénh vién Truéng dai hoc
= Ddng bing séng Ciru Long = Tw nhin

Hinh 2: Phan loai bao cao ADR theo vi tri dia ly, tuyén va loai hinh don vi
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500,0 20%
4562
450,0 18%
400,0 16%
350,0 14%
300,0 12%
250.0 10%
200,0 1749 ’ : 8%
150.0 6%
100,0 4%
57.0
50,0 2.192%
0,0 0%

TP.Hb6 HaNOi Nghé An PaNing An Giang Quang CéinTho Thanh  Hai PdngNai
Chi Minh Ninh Hoa  Phong

56 Tirgng bao cao/l trigu dén Ty & % (N=5467)
* D4n s6'tinh theo s6 liéu so bd cla Téng cuc Théng ké ném 2018

Hinh 3: 10 tinh/thanh pho gui bao cao ADR nhiéu nhat

Bang 1: Danh sach 10 co sé kham, chira bénh gtri bao cao ADR nhiéu nhat

Tinh/ S6 bao Tylé %
Pon vj giri bao cao :
thanh pho cao (n=8337)
1 Bénh vién Pham Ngoc Thach TP. H6 Chi Minh 214 2,6
2 Bénh vién Phé&i Trung vong Ha Noi 213 2,6
3 Bénh vién Bach Mai Ha Noi 206 2,5
4 Bénh vién Lao va Bénh Ph&i Nghé An Nghé An 174 2,1
5 Bénh vién Pa khoa Qudc té Vinmec Times City Ha Noi 156 1,9
6 Bénh vién Viét Nam - Thuy Dién Udng Bi Quang Ninh 149 1,8
7 Bénh vién Qudc té Vinh Nghé An 143 1,7
8 Bénh vién Da khoa Da Ning pa Ning 135 1,6
9 Bénh vién T DU TP. H6 Chi Minh 129 1,5
10 Bénh vién Phy San Mé&Kong TP. H6 Chi Minh 121 1,5

Can bd y té tham gia gui bdo cdo chu yéu  ti€p theo la diéu duGng va nit hd sinh
la dugc si (46,3%), bac si - y si (23,9%) va  (21,9%) (hinh 4).

0.9% 6,9%

P

Hinh 4: Nhan vién y té giri bao cao ADR

B Dugce si

= Bacsi- Y si

= Piéu dudng - Nit hd sinh
Khac

= Khong co théng tin
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Trong s6 8337 bdo cdo, c6 42 bdo cao vé
chat lugng thudc va 01 bdo cdo loai khac. Vi
vay, thong tin vé thudc nghi ngd dugc théng
ké trén 8295 bdo cdo. Téng s6 thudc nghi
ngd dudc bao cdo la 10179 thudc (tuong ing
ty 1€ 1,22 thudc/1 bao cdo). Phan ng c6 hai
xay ra cha yéu khi st dung thudc theo dudng
tiém/truyén tinh mach (48,6%). Cac thudc
nghi ngG gay ADR dugc bdo cdo thudc 3

nhém chinh:  khang sinh (cefotaxim,
ceftriaxon, ciprofloxacin, ceftazidim, ampicilin/
chat Uc ché betalactamase, vancomycin va
levofloxacin), cac thuéc diéu tri lao
(rifampicin/isoniazid/pyrazinamid va
ethambutol), va thudc giam dau, ch6ng viém
(diclofenac). Cefotaxim van I3 thudc nghi ngs
gay ra ADR dudc bao cao nhiéu nhat véi ty 1€
8,9% (bang 2).

Bang 2: Danh sach 10 thudc nghi ngé gay ADR dugc bao cao nhiéu nhat

Hoat chat SO lugng Ty 1€ % (n=8295)
1 Cefotaxim 737 8,9
2 Diclofenac 547 6,6
3 Ceftriaxon 497 6,0
4 Ciprofloxacin 438 5,3
5 Rifampicin/isoniazid/pyrazinamid 392 4,7
6 Ethambutol 365 4,4
7 Ceftazidim 275 3,3
8 Ampicilin/chat &'c ch€ men betalactamase 272 3,3
9 Vancomycin 234 2,8
10 Levofloxacin 212 2,6
Bao cao ADR tir cac don vi san xuat, Két luan

kinh doanh dugc pham

Trong giai doan tUr thang 11/2018 dén
thang 7/2019, 32 don vi san xudt va kinh
doanh dugc phdm d& guri bdo cédo ADR va 38
don vi san xuét va kinh doanh dugc phdm da
gUi bdo cdo téng hop dinh ky vé Trung tdm DI
& ADR Qudc gia va Trung tdm DI & ADR khu
vuc TP. HO6 Chi Minh.

Tong sd bdo cio ADR xay ra tai Viét Nam da
dugc cac don vi san xudt, kinh doanh dugc
pham ghi nhan 1a 1087 bao cdo, trong do c6 496
bdo cdo nghiém trong (chi€m 45,6%). Cac ché
pham dang dudc luu hanh trén thi trudng dugc
bdo cdo nhiéu nhat bao gém erlotinib (11,8%),
sorafenib (8,2%), dung dich thdm phan mang
bung (6,3%) va imatinib (5,1%).

Bao cao SAE tir cac nghién ciru thir
nghiém lam sang

T thang 11/2018 dén hét thang 7/2019,
Trung tdm DI & ADR Qudc gia da nhan dugc
1426 bao cao bién cd bat Igi nghiém trong (SAE)
trong 70 nghién clfu thr nghiém lam sang dugc
guri dén tir 47 t8 chiic nhan thir tai Viét Nam.
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Nhu vay, s6 lugng bdo cdo ADR trong
khoang thai gian 9 thang (tir thang 11/2018
dén thang 7/2019) van cd xu hudng ting so
vGi clung ky nam 2018, tuy nhién cd cau bao
c40 ADR van tuong tu so véi giai doan trudc
dd. Cu thé, s6 lugng bdo céo khdng déng déu
gilta cac dia phuang, khu vuc va cac tuyén
bénh vién; dudc si la d6i tuong chinh tham
gia bdo cao ADR. Bén canh viéc bao cdo ADR
cla cac thudc dugc st dung nhiéu (thudc
khang sinh, thudc diéu tri lao, thudc giam
dau, ch6ng viém) va cac phan (ng c6 hai
thong thudng (di U'ng ngoai da, phan Ung
phan vé/sdc phan vé), can b0 y té€ can tap
trung bao cdo phan (rng c6 hai cta cac thudc
mdi dugc s dung tai don vi, phan (ng c6 hai
mdGi chua dudc ghi nhan va cac phan (ing co
hai can xét nghiém can lam sang hodc tham
do chifc nang chuyén biét.

Trung tam DI & ADR Qudc gia xin tran
trong cdm on sy hgp tac cua cac don vi va
can bd y t€ da tham gia bdo cado ADR va
mong muén ti€p tuc nhan dugc su phdi hgp
dé trién khai hiéu qua hoat déng gidm sat
ADR.
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Cac bién phap méi du phong nguy
co tor vong do sai sét vé liéu dung
methotrexat trong diéu tri cac bénh ly
viém: Khuyén cao tir EMA

Ngay 23/8/2019, Cc quan Quan ly Dugc
phdm chau Au (EMA) khuyén cdo &p dung
cac bién phdp médi d€ du phong sai s6t
nghiém trong, cd thé gdy t& vong, lién
qguan dén liéu dung methotrexat trong diéu
tri cac bénh ly viém nhu viém khdp dang
thdp, vay nén va bénh Crohn. Cac khuyén
cdo dudc ra dua trén két qua ra soat cac
bdo cdo vé viéc bénh nhdn s dung
methotrexat khong didng cach, mac du da
thuc hién cac bién phap du phong sai sot
trudc do.

Doi véi bénh ly viém, methotrexat can

Khuyén cao danh cho can bo y té:

Nguyén Thi Tuyén, Lucng Anh Tlng

dugc st dung 1 lan/tuan. Viéc s dung
thudc thudng xuyén hon c6 thé dan dén
cac bién cO bat Igi nghiém trong. Cudc ra
soat cla EMA cho thdy sai sot vé s lan
dung thudc cd thé xay ra trong tat ca cac
giai doan tu khi ké don dén khi bénh nhéan
st dung thudc.

Cac bién phap du phong sai s6t mdi bao
gobm gidi han cac can bo y té dugc phép ké
don methotrexat, b6 sung canh bdo ndi bat
hon trén nhan thudc va cung cdp tai liéu
gido duc cho bénh nhan va nhan vién y té.
Ngoai ra, d& hd trg bénh nhan dung thudc
1 [an/tuan, cac vién thudc s€ dugc doéng
dang vi thay vi dong vao lo. Cac bién phap
nay da dugc dong thuan sau khi tham khao
y kién mot s6 dai dién can bo y t€ va bénh
nhan.

¢ Methotrexat diéu tri cac tinh trang viém thudng chi st dung 1 [an/tuan. Cac phan (ng
cb hai nghiém trong, bao gém tir vong, da xay ra khi sif dung thudc nay thudng xuyén

han.

¢ Methotrexat chi nén dugc ké dan bai bac si cé chuyén mon va kinh nghiém vé viéc st

dung thudc nay.

¢ Can bd y t& ké don hodc cap phat methotrexat dé€ diéu tri viém nén:
0 Boc kY tai liéu gido duc vé viéc sir dung methotrexat dudng udng;
0 Dam bao tudn thu Hudng dan st dung thudc cdp nhat nhat cua methotrexat khi

diéu tri cac bénh ly viém;

0 Hudng dan rd rang cho ngudi bénh dung liéu 1 [an/tuan;
0 Kiém tra can than dé dam bao bénh nhan (hodc ngudi chdm séc) da hiéu dudgc
thudc nay can dudc dung 1 lan/tudn, va kiém tra lai diéu nay moi lan k& don thudc

mdi hoac khi cap phat thudc;

0 Tu'van cho bénh nhan (hodc ngudi chdm sdc) vé cac dau hiéu qua liéu methotrexat
va hudng dan ho tim kiém ho trg y t& khan cp trong trudng hdp nghi ngd qua liéu.

Thuoc chong dong dudng udng tac
dong truc ti€p va nguy co bién c6 huyét
khaoi tai phat: Canh bao tir TGA

Ngay 26/8/2019, Cd quan Quan ly cac
San pham Diéu tri Uc (TGA) d3 dua ra canh
bdo vé cac thuéc chéng dong dudng udng
tdc dong truc ti€p (DOAC) va nguy cG cac
bién c6 huyét khai tai phat. Can bo y té dugc
khuyé&n cdo réng Td hudng dan st dung cua
cac thudc chéng dong dudng udng tac dong
truc ti€p Iuu hanh tai Uc sé dudc cdp nhéat

thong tin mdi vé gia tang nguy cd bién cd
huyét khdi téi phat 6 bénh nhan mac hdi
chirng antiphospholipid (APS).

Cac thuSc DOAC Iuu hanh tai Uc bao gom
apixaban (tén thuong mai Eliquis),
dabigatran etexilat (Pradaxa) va rivaroxaban
(Xarelto).

Theo két qua ra soat cla EMA, viéc sir
dung cac thu6c DOAC & bénh nhén mac hoi
chiing antiphospholipid c6 thé lién quan dén
gia tang ty Ié bién cd huyét khoi tai phat so
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Trung tam DI & ADR Qudc gia

véi viée diéu tri bang thudc khang vitamin K.
Mlc d6 bang chiing tdng nguy cd nay khac
nhau gilta cac thu6c, nhung khong cé du
bdng ching cho thay bat ky DOAC nao ciing
an toan cho bénh nhan mdc hdi ching
antiphospholipid, dac biét & bénh nhan cé
nguy cd cao nhu dudng tinh véi ca 3 loai
khang thé lupus anticoagulant, anticardiolipin
va anti-beta2-glycoprotein 1.

TGA da ra soat van dé an toan trén va
dang 1am viéc vdi nha cung cdp dé€ cap nhét
t§ Hudng dan st dung cla apixaban,
dabigatran etexilat va rivaroxaban vé nguy cc
trén.

Thay doi tén cha cac thudc chira
liposom dé ngan ngira sai sét trong sur
dung thudc: Khuyén cao tir EMA

Ngay 31/7/2019, EMA thong bao tat ca cac
cd s@ dang ky thudc chra hé mang thudc
liposom dugc yéu cau ndp hd so thay doi tén
cho céc thuSc nay dé ngén nglra sai sot lién
quan dén viéc str dung thudc.

Khuyén cdo nay do CHMP va Nhém diéu
phéi thuéc st dung trén ngudi dugc phé
duyét theo quy trinh khoéng tap trung va thira
nhan 13n nhau (CMDh) dua ra trong cudc hop
vao thang 7/2019. Muc dich cla viéc thay ddi
tén nham phan biét rd ché€ phdm cé hé mang
thudc liposom hay khéng. Nguyén nhan do
hai cong thirc ndy cd thé cd ddc tinh phan
phGi va giai phong thu6c khac nhau, va sai
s6t khi nham 1an hai dang bao ché trong st
dung thudc cd thé gay tac hai nghiém trong
cho bénh nhan.

Cho dén nay, chua c6 thGng nhat trong
viéc dat tén cac thubc cd cong thidc bao ché
chra hé mang thudc liposom hoac liposome
PEG hda (pegylated liposomal). Khi tén cac
thudc chira liposom dudc thay doi, bénh nhan
va can bd y t& cd thé phan biét rd hon cac
dang thu6c nay so véi dang thubc quy udc
khong chira liposom. Pay la van dé dac biét
quan trong khi bénh vién st dung cong cu ké
don va cap phat thudc dién t&r, cac dang
thudc nay cd thé bi nhdm vdi dang thudc
khong chtra liposom.

Sau khi ghi nhan mot s6 bao cdo Vé sai st
trong s dung thuGc, bao gom ca trudng hgp
tlr vong, va co su tu van cla Uy ban Danh gia
Nguy cd Canh giac dugc (PRAC), CHMP va
CMDh ddng thuan dua ra quy dinh d€ giam
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thiéu nguy co nham 1an cac thudc nay nhu
sau:

- Trong Tém tat déc tinh san pham, thuét
nglr “liposomal” hodc “pegylated liposomal”
can dugc bd sung sau tén thubc va trudc
nong do.

- Trong trudng hop thudc dugc phé duyét
vGi tén “danh phap quéc té (INN) + tén cong
ty/nhan hiéu”, “liposomal” hodc “pegylated
liposomal” dugc b6 sung gitta INN va tén
cbng ty/nhan hiéu trong Tom tat déc tinh san
pham.

- Thuat nglr “hé phan tan” theo quy udc
clia EDQM, hién da bao gom khai niém
liposom, nén dugc dung thong nhét trong
thdng tin san pham.

Chi sir dung chat ly giai vi khuan
dong khd (bacterial lysate) dé du phong
nhiém khudn hd hap tai phat: Khuyén
cao tir EMA

Ngay 28/6/2019, EMA khuyén cdo cac
thuéc chira bacterial lysate, dugc cap phép
diéu tri mot s6 bénh ly hd hap, chi nén dugc
st dung dé du phong nhiém khuan hé hap tai
phat ngoai trir viém phéi. Khuyén cdo nay
dugc dua ra sau mot cudc ra soat cac thudc
chira bacterial lysate. Két qua ra soat cho
thdy khong cd du bang ching chiing minh
cac thuéc nay cd hiéu qua trong diéu tri
nhiém khudn ho hdp hodc du phong viém
phdi, do d6 khdéng nén st dung cho cac muc
dich nay.

Trong cudc ra soat nay, Uy ban cic San
phdm thudc S dung cho ngudi (CHMP) da
can nhdc két qua cla cac nghién ciu 1am
sang, dir liéu vé bdo cdo phan (ing co hai cla
thu6c, va khuyén cdo tir moét nhém chuyén
gia V& cac bénh nhiém tring.

Mac du dir liéu con han ché, cudc ra soat
nay da chi ra mét s8 bang chiing vé hiéu qua
clia thudc trong du phong nhiém khudn ho
hap tai phat va dit liéu an toan phu hgp vdi y
van. Do d6, CHMP khuyén cdo co thé tiép tuc
st dung cac thuGc nay dé du phong, tuy
nhién cac cong ty phai cung cap thém dir liéu
vé an toan va hiéu qua tir cac nghién ciru lam
sang méi vao ndm 2026. Hudng dan sir dung
cla cac thudc nay cling sé dugc cap nhat vé
chi dinh m&i nay va canh bao khéng str dung
thudc nay dé du phong viém phéi.
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17. Banh gia moi lién quan gitra thuoc va ADR
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Nghé nghiép/Chirc vu:..

21. Chir ky

‘ 22. Dang bao cao:

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.
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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 |
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