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SU DUNG THUOC AN TOAN TRONG THAI KY

Cao Hoang Huy, Phan Hoang Anh, BUi An Duy, Nguy&n Mai Hoa
Lugc dich tu: Australian Prescriber 2025; 48:5-9

TONG QUAN

Vao nhirng nam 1960, hon 10.000 tré em trén toan thé gidi dudc sinh ra vdi
cac di tit nghiém trong, sau khi ngudi me st dung thalidomid dé diéu tri chéing
budn nén va ndn, xay ra phd bién trong giai doan dau cla thai ky. Vao thai diém
xay ra tham hoa nay, Uc chua c6 hé théng danh gia an toan thudc trudc khi dua
ra luu hanh trén thi trudng. Sau dd, Uc (va cac qudc gia khac) da tién hanh thay
ddi quy dinh va trién khai cac chién lugc gidm sat Canh gidc Dugc dé ngan chan
tham hoa tudng tu xay ra. Tham hoa thalidomid da anh hudng dén nhan thirc
cla cong dong vé nguy cd cla thudc khi sir dung trong thai ky. Cac bac si c6 tam
ly e ngai han khi ké dan thudc cho phu nir mang thai. Mot s6 phu nir c6 thai
khong sur dung cac thubc can thiét, gay ra nguy cc diéu tri khong day du mot so
tinh trang bénh ly nghi€ém trong nhu tram cam. Tham chi, mot sé phu nir con chu
dong dé xuat dinh chi thai ky do lo ngai vé kha nang gay di tat thai nhi.

Thudc ¢ thé anh hudng dén thai nhi theo nhiéu cach khéac nhau, trong dé
thdi diém thai nhi phai nhiém véi thudc trong tir cung 1a yéu t& quan trong quyét
dinh su anh hudng clia thudc dén qua trinh phat trién cua thai nhi. DT liéu vé dd
an toan cua thudc doi véi thai nhi va ngudi me trong thai ky con han ché do phu
ni trong d6 tudi sinh san thudng bi loai trir trong cac th nghiém 1dm sang trong
giai doan nghién citu phat trién thudc trong khi viéc tién hanh cac nghién clu
dich té dugc hoc quy mo I6n lai gap nhiéu khd khan. O mot s bénh nhén, Igi ich
clia viéc dung thudc cd thé vuot tréi han so vai cac nguy cd tiém &n déi vdi thai
nhi. Diéu quan trong la cac bac si ké don can danh gid va can nhac can than giira
Igi ich va nguy cd déi vdi tirng bénh nhan cu thé. Ban tin nay tdm tat cac théng
tin vé anh hudng cta thudc Ién thai nhi va cach danh gia an toan cta thudc trong
thai ky.

ANH HUONG CUA THUOC PEN
THAI NHI

ThuSc ¢ thé anh hudng dén thai
nhi dang phat trién theo nhiéu céach
khac nhau. Mot s6 thudc tac dong vao
qua trinh phéat trién cda thai nhi va cé
thé géy di tat badm sinh (dang cAu tric)
khi dugc dung trong thdi ky mang thai.
Nhifng thudc nay cling co thé lam téng
nguy cd xay ra cac bién ching san
khoa nhu say thai, sinh non va thai
chét luu. Viéc ngudi me sif dung mot
s6 thu6c nhu thubc chéng dong kinh
(vi du: natri valproat) cé lién quan dén
cac r6i loan phat trién than kinh & tré
nhd (vi du: tu ky, chdm phat trién tri
tué). Cac tac dung khéng mong mudn
khac d&i véi thai nhi c6 thé lién quan

dén viéc sir dung thudc trong thai ky
dudc trinh bay trong Bang 1.

Ngoai thudc, cac vi sinh vat (vi du:
cytomegalovirus, virus Rubella, xodn
khuin giang mai, toxoplasmosis), hda
chat, kim loai nang (vi du: chi, thay
ngan dang methyl héa), bic xa, mot
sO yéu to tur moi trudng (vi du: tang
than nhiét) va rugu cling cd thé Ia
nguyén nhan gay ra di tat thai nhi.

Thdi diém thai nhi phoi nhiém véi
thudc la yéu t6 quan trong nhat trong
viéc quyét dinh thudc c6 anh hudng
dén thai nhi hay khong, cling nhu,
danh gia ban chat cia anh hudng do.
Céc yéu t8 khac c6 thé anh hudng dén
tdc dong clda thudc lén thai nhi bao
gom:
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Bang 1: Anh huéng ctia mét s6 thudc Ién thai nhi

Anh huéng dén thai nhi

Thuoc

Gay di tat bam sinh

Isotretinoin,
warfarin

lithium, natri valproat,

HGi chitng kém thich nghi & tré so

sinh (thudng nhe va tu thodi lui)! b

Cac thudlc Uc ché tai hap thu serotonin cé
chon loc (SSRI), thudc chéng tram cam

a vong

Hoi chiing cai thudc & tré sa sinh?

Céc dan chat benzodiazepin, opioid

Lién quan dén cd ché dugc ly cla
thudc

Thubc Gc ch€ men chuyén angiotensin,
thudc chen thu thé angiotensin II (gdy
suy than & thai nhi khi phgi nhiem vdi
thudc sau 3 thang dau thai ky)

Azathioprin (Uc ché tay xudng thoang
qua & tré sd sinh)

Thudc chen beta (gay ngung thd va
nhip tim cham)

Thuéc chéng viém khong steroid
(NSAID) (gay déng s6m o6ng dong
mach?, suy than & thai nhi khi phoi
nhiém véi thudc trong giai doan cudi cla
thai ky)

Warfarin (gay xuat huyét & thai nhi)

1 Hoi chung kém thich nghi x3y ra & /ghoéng 1/3 tré so sinh cd phoi nhiém vdi céc SSRI
trong tu cung. Cac triéu chung co thé bao gdém giam truong luc co, run, tang kich thich,

167 loan gidc ngu vé dé cau gat. Tuy nhién,

cac triéu chung nay thuong nhe, thoang qua

va thuong tu thodi lui ma khdng cdn can thiép y té.

2 HGi chuiing cai thudc J tré so sinh xdy ra do su’ phoi nhiém cua thai nhi véi thudc d§
duoc nguoi me su’ dung trong thai ky bi ngung dot ngdt sau khi sinh.

7 Ong déng mach I3 mgt mach mau ndi déng mach phdi thai nhi vdi ddng mach chd, gidp
mau khéng di qua phoi trong thoi ky bao thai. Sau sinh, 6ng déng mach nay s€ dong lai

trong vong vai gio' dén vai ngay.

- Liéu lugng (cac loai thudc déu co
muc liéu khong ghi nhan tac dung bat
Ii).

- Pudng dung (cac ché phdm boi
ngoai da thuGng c6 muc do phai
nhiém toan than cia me va thai nhi
thdp hon so v6i cac ché phdm ubng
hodc tiém).

- Di truyén tU me sang thai nhi.

- Lugng thu6c di qua hang rao
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nhau thai (bi anh hudng bdi cac yéu to
nhu khéi lugng phan tir va mirc d6 ion
hoa cua thudc).

Trong linh vuc phéi thai hoc, thoi
gian mang thai thuGng dugc tinh tu
thdi diém thu thai, trong khi thuc hanh
Idm sang tinh tudi thai tir ngay dau
tién cta ky kinh cudi (KKC). Su khac
biét nay c6 thé gdy nham lan. Viéc
chia thai ky thanh ba giai doan trong
thuc hanh lam sang khong phan anh
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day du cac méc sinh hoc quan trong,
dan dén nhimg khuyén cdo vé phai
nhiém cua thai nhi véi thudc cé thé
khong chinh xac. Do d6, tac dong cla
thudc Ién thai nhi dugc phan tich ro
nhat khi xem xét dén cac giai doan
phat trién cua thai nhi: giai doan “tat
ca hodc khong”, giai doan phoi thai va
giai doan bao thai.

Giai doan "tit ca hoac khéng co gi”

Hai tuan dau sau thu tinh (tuong
dugng tUr 2 dén 4 tuan sau KKC)
thudng dudc goi la giai doan “tat ca
hodc khéng cé gi” (all-or-none period),
do phai nhiém thuGc trong giai doan
nay hodc gay say thai, hodc khdng dé
lai hau qua gi. Thong thudng, trong
thGi gian nay, viéc phci nhiem vGi
thudc trong ti cung khong gay di tat
bdm sinh, do phdi chi Ia mét khéi t&
bao gbc dang phan chia, cd ti€p xuc
t8i thi€u véi tudn hoan me va chua
biét héa thanh cac cau truc hay co
quan.

Giai doan phoi thai

Giai doan phdi hay giai doan hinh
thanh co quan dién ra tor 4 dén 11
tudn sau KKC va la giai doan phat trién
quan trong nhat cta thai nhi. Phai
nhiém thudc trong giai doan nay cé
nguy cd cao nhit gay ra di tdt bam
sinh, bao gém: di tat 6ng than kinh, di
tat tim badm sinh, hd ham é&ch va say
thai. Hau hét cac thubc gay di tat bam
sinh déu tac dong vao mét khoang
thoi gian nhat dinh trong giai doan
nay. Vi du, thalidomid gay di tat chi khi
phéi thai phdi nhiém véi thudc tur 34
dén 49 ngay sau KKC.

Giai doan bao thai

Giai doan bao thai kéo dai tUr 11
tuan sau KCC dén khi sinh. Trong giai
doan nay, phai nhiem thudc khong gay
di tat bdm sinh nhung cd thé lam ton
thuong cac cd quan da hinh thanh
binh thudng théng qua nhiéu cd ché
khac nhau, bao gom: thi€u oxy mo, co
mach, ha huyét ap, thiéu &i. Nhitng

tac dong nay cha yéu lién quan dén
tac dung dugc ly cla thubc (tham
khao Bang 1).

PANH GIA PO AN TOAN CUA
THUGC TRONG THAI KY

Viéc xac dinh chac chdan mot thubc
co gay di tdt bam sinh hay khéng la
moét thach thdc I6n, do khéng co
phuong phap don & nao cd thé ching
minh chdc chdn dd an toan hay tac hai
cta thubc trén thai ky. Sau tham hoa
thalidomid, nghién cru tién lam sang
can tién hanh trén it nhat 2 loai dong
vat khac nhau, trong dé c6 mot loai
linh trudng. Mac du dir liéu tr dong
vat khong phai ltc nao ciing ap dung
ngoai suy dugc cho ngugi, nhung néu
mot thudc gay di tat trén nhiéu loai
ddng vat thi nguy co gay di tat bam
sinh trén ngudi cua thuGc do sé cao
han binh thugng.

Dugi tac dong cua tham hoa
thalidomid, FDA da ban hanh hudéng
dan vao nam 1977, theo dé phu nir
trong dd tubi sinh san (ngoai trir
nhitng trudng hogp bénh de doa tinh
mang) bi loai trir khdi cac giai doan
dau cua phan I8n th& nghiém lam
sang, nham giam thi€u nguy co anh
hudng dén thai nhi. Tuy nhién, diéu
nay lai gay ra su thi€u hut nghiém
trong trong dir liéu vé do an toan cua
thudc doi vai phu nir mang thai va cho
con bu. Hau hét thong tin hién nay chi
thu thap dugc sau khi thudc da dugc
dua ra thi trugGng.

Pa s6 cac thudc gay di tat badm sinh
dugc xac dinh théng qua cac bao cao
ca bénh don lé hodc chudi ca bénh
nhd, bdo cdo tu nguyén, hé thong
dang ky ca bénh hodc giam sat hau
mai cla céng ty dugc phdm. Tuy
nhién, cac phudng phap theo doi Canh
gidc Dugc nay cd thé con nhiéu sai
léch, bao cao khong day du hodc thiéu
theo doi. Nghién clru danh gia mai lién
két gitra di tAt badm sinh va ho so ké
don cia bénh nhan cd thé dugc ap
dung dé phat hién cac tin hiéu tiém
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nang nhung phuong phap nay ciling
gap nhiéu van dé vé phuong phap
luan.

Phuong phap t6i uu nhit dé danh
gia d6 an toan cua thudc trong thai ky
la cac nghién cru dich té hau mai quy
mo I&n. Nghién cru thuan tap tién cru
so sanh két cuc thai ky ctua phu nir c6
phoi nhiém vdi thu6c va nhém ddi
chirng khong phgi nhieém vdi thudc. Ly
tudng nhat, nghién clru nay nén bao
gom nhom doi chirng ¢ bénh ly tuang
dudng dé phan biét tac ddng cua bénh
nén va thudc. Tuy nhién, cac nghién
clfu nay co chi phi cao va mat nhiéu
thdi gian dé thu thdp du s6 ca bénh
nén rat khd thuc hién. Nghién ciru hoi
clfu bénh-chitng gilp danh gia cac di
tat hi€m gdp va tiét kiém chi phi hon,
nhung c6 thé bi sai 1éch do hdi tudng
va thuGng khong danh gia dugc cac
hau qua khac ngoai di tit bam sinh.

HE THONG PHAN LOAI NGUY
CO ANH HUONG CUA THUOC
TRONG THAI KY

Tai Uc, tU tham hoa thalidomid, hé
thong phan loai thu6c sir dung trong
thai ky da dugc ap dung (A, B1, B2,
B3, C, D, X) va van dugdc s dung cho
dén nay. Hé thong nay dong vai tro
quan trong dén viéc ké daon va danh
gia nguy co cua thudc trong thai ky.
Mac du ho trg cac bac si ké don thuan
tién, hé thdng phan loai nguy co tUr A
dén X c6 phan don gian hda qua muic
va c6 thé gay hiéu [dm khi ngu y réng
cé mot "thang bac nguy cg" nhat dinh.
Vi du, mot thudc dugc phan loai nhom
B chua chac an toan hon thudc dugc
phén loai nhém C. Diéu nay cd thé gay
nham lan cho ca bac si va bénh nhan.
Trong trudng hgp khong cd hoac thiéu
dir liéu nghién ctu trén ngudi, viéc
x€p loai dua chd yéu trén cac nghién
ctru trén dong vat va khong dugc cap
nhat thudng xuyén ngay ca khi co dir
liéu mdi trén ngudi (co thé mang lai
két qua an toan hon). Ngoai ra, cac
thudc thudoc cung mot nhém khéng
phai Itc nao cling cé6 mdc do nguy co
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tudgng doéng, va hé théng phan loai
nay cling khong tinh dén thoi di€ém
thai nhi phoi nhém véi thuéc. Hon
nira, hé théng nay khong ap dung cho
viéc st dung thudc trong giai doan cho
con bu.

Do nhitng han ché nay, nam 2015,
FDA Hoa Ky da loai bo hé thdng phan
loai A dén X va thay thé bang quy dinh
ghi nhan daéi véi phu nir cé thai va cho
con bu. Trong dé, quy dinh nay yéu
cau trinh bay thong tin lién quan dén
an toan sinh san nhat quan haon, gidp
bac si 1dm sang hiéu rd va truyén dat
tot hon vé Igi ich va nguy cd clua viéc
st dung thudc trong thai ky cho bénh
nhan.

NGUON THONG TIN VE AN
TOAN THUOC TRONG THAI KY

Tai Uc va trén thé gidi, cd nhiéu
nguon thong tin vé an toan cla thudc
trong thai ky mang thai va cho con bu
cho can bo y té (Bang 2).

TIEP CAN SU DUNG THUGC &
NGUOT BENH MANG THAI

Khi quyét dinh ké don, duy tri hoac
nglring mot thudc & phu nir mang thai,
can thuc hién danh gia ca thé hoa dua
trén Igi ich va nguy cd déi vdi ca me
va thai nhi. Cac yéu t6 can xem xét
bao gobm muic do nghiém trong cla
bénh ly cia me, nguy cd khi tinh trang
bénh & ngudi me khi khdng dugc kiém
soat hodc diéu tri khong day du, nguy
cd va muc do nghiém trong cua tac
dung bét Igi [én thai nhi, thai diém thai
nhi phdi nhiém vdi thu6c va mong
mudn cua bénh nhan. Vi du, déi véi
phu nir dang s dung thuGc chdng
tram cam (nhu thubc Uc ché tai hap
thu chon loc serotonin, SSRI), Igi ich
clia viéc kiém soat tram cam thudng
vugt tr6i han nguy co xay ra hoi
chiing thich nghi kém & tré so sinh.
Tram cadm khéng dugc kiém sodt cd
lién quan dén cac két cuc san khoa bat
Igi nhu sinh non, nhe can va anh
hudng tiém tang dén su phat trién
than kinh cla tré. Ngoai ra, phu nit bi
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Bang 2: Mgt s6 nguon thong tin danh cho can bg y té vé an toan thuoc

trong thdi ky mang thai va cho con bu

Nguon thong tin Vi du Chi phi
European Network of Teratology Mi&n phi
Information Services (ENTIS) P
Hé thong thong tin vé tac | UK Teratology Information Services Mi&n ohi
nhan gay di tat bam sinh | (UKTIS) P
Teratogen Information System s
(TERIS) Tra phi
Reprotox Tra phi
Reprotext Tra phi
Co s dirlieu truc tuyen | ghenard’s Catalog of Teratogenic Tra phi/
Agents bat mua
Lactmed Mién phi
The Women’s Pregnancy and Tra phi
Breastfeeding Medicines Guide P
Sach tham khao
Briggs Drugs in Pregnancy and Tra phi/
Lactation bat mua

tram cam nang cé nguy cd tai phat
cao han néu nglring thuGc trong thai
ky. Cac bénh ly khac can ti€p tuc diéu
tri trong thai ky bao gém dong kinh,
dai thao dudng va cac bénh tu mien
nhu viém ruét man tinh. Trong cac
truGng hop nay, viéc tu van bénh
nhan va tham khao y kién tUr bac si
chuyén khoa San cé thé giup giai
quyét lo 1ang cta bénh nhan va cung
cap thong tin phu hgp trong ting
trudng hop cu thé.

KET LUAN

Viéc str dung thudc trong thai ky co
thé anh hudng dén thai nhi theo nhiéu
cach khac nhau, tly thudc vao thdai
diém thai nhi phdi nhiém véi thudc
trong tr cung. Viéc thu thap bang
chling vé& dd an toan cua thudc trong
thai ky van la mot thach thic, do phu

nit trong dd tudi sinh san thudng it
dugc dua vao cac thr nghiém lam
sang. Diéu quan trong la can can nhac
gitra Igi ich va nguy cg cuta viéc diéu tri
béng thubc, bao gém ca nhitng nguy
cd khi bénh ly cia me khoéng dugc
ki€m soat, cling nhu’ cac nguy cd tiém
tang dGi vdi thai ky va thai nhi. Mac du
hé thdng phan loai thudc trong thai ky
clia Uc c6 thé hitu ich, nhung cling ton
tai nhirng han ché quan trong. Cac
ngudn tai liéu y khoa dua trén bang
chirng c6 thé ho trg nhan vién y té€ va
cong dong trong viéc danh gia nguy cg
phai nhiém thudc trong thai ky va thdi
ky cho con b.
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_ ROI LOAN TIEU CAU LIEN QUAN BEN THUOC:
TU DU’ LIEU BAO CAO ADR DEN TONG QUAN Y VAN

Bui Thi Phuang Thao

Trong nam 2024, Ca s& dir liéu Canh giac Dugc dudc luu trir tai Trung tam DI
& ADR Qudc gia da ghi nhan 336 béo céo V& rdi loan tiéu cau lién quan dén thudc
(bao gdm: t&ng hodc giam s6 lugng tiéu cau). Trong dd, 6 bdo cao vé phan ng
ting tiéu cu, 330 bdo cdo vé phan ('ng giam ti€u cdu cé hodc khéng kém biéu
hién xuat huyét trén 1dm sang. Ngoai ra, bién cd rdi loan tiéu cu cling bao gém
rdi loan chiic ndng ti€u cau, tuy nhién, viéc ghi nhan phan &ng nay thudng han
ché& va khdng day du do khdng cd biéu hién 1dm sang va can 1dm sang dic trung.
R&i loan ti€u cau la mot phan ('ng hiém g&p, co thé lién quan dén nhiéu tinh trang
bénh ly cling nhu nhiéu loai thuéc, nhém thudc khac nhau trong diéu tri. Bai viét
tap trung téng quan y van vé cac thubc gay rdi loan ti€u ciu, tir do, giup bac si

dua ra quyét dinh xt tri phu hdp cho bénh nhan.

Giam tiéu ciu do thudc (Drug-
induced thrombocytopaenia)

Giam tiéu cau do thudc 13 tinh trang
phé bién nhét trong s6 cac réi loan
ti€u cdu do thudc. Dua trén co ché
bénh sinh, gidam tiéu cau do thudc cd
thé phan loai thanh gidm tiéu cau do
thuéc qua mién dich (drug-induced
immune thrombocytopaenia - DITP),
giam tiéu cau khdng qua trung gian
mién dich va giam tiéu cau do heparin
(HIT). Gidm ti€u cau thudng déc trung
bdi tinh trang s6 lugng ti€u cau trong
mau < 150 G/L. Triéu chitng Iam sang
clia giam ti€u cau dugc quan sét thdy
¢ thé tir mdc d6 nhe (nhu: ban xuét
huyét dudi da, bam tim, chay mau
niém mac) dén cac bién ching xuat
huyét nghiém trong trén lam sang [1].
Giam tiéu cau la tac dung khéng mong
muén da dudc ghi nhan d6i vdi nhiéu
loai thudc va nhédm thudc khac nhau.
Pdac biét, hon 300 loai thudc dugc
chirng minh la cé lién quan dén giam
tiéu cau do thudc théng qua mién dich
[2]. Trong d6, mdt nghién cliu téng
quan hé thong ghi nhan cac loai thudc
dudc bdo cdo phé bién nhat bao gém

heparin, quinin, quinidin,
cac  khang sinh  (vancomycin,
sulfamethoxazol/ trimethoprim,
penicillin, ceftriaxon), rifampin,

carbamazepin, ibuprofen, mirtazapin,
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oxaliplatin va eptifibatid [2].

Co ché giam tiéu ciu do thuéc

Giam tiéu cau trong DITP a két qua
clia su pha huy ti€u cau do cac khang
thé phu thudc thudc (drug-dependent
antibody - DDAbs) phan (ng Vdi
glycoprotein trén mang ti€u cdu [3].
Trong do6, cac loai thudc khac nhau
thudng thé hién tac dung nay théng
qua loai khang thé phu thudc thudc
khac nhau nhu trinh bay tai Bang 1.

Ngugc lai, ca ché cta giam tiéu cau
do thudc khong qua trung gian mién
dich la tac dung gay doc té bao truc
ti€p cua cac phan tur thudc Ién té bao
tdy xuong tao mau va/hodc tiéu cau,
dan dén rdi loan chiic ndng tao tiéu
cau cla tay xudng hodc tang pha huy
tifu cau trong tuadn hoan [3]. Vi du,
cac thudc diéu tri ung thu thudng gay
giam tiéu ciu do gay ddc truc tiép t&
bao g6c tao mau [3]. Khang sinh
linezolid ciing gdy giam tiéu cu thdng
qua Uc ché tiy xuong [4]. Ngoai ra,
cac thudc lgi tiéu thiazid cling lién
quan dén bién cd giam tiéu cdu khéng
qua trung gian mién dich. Bén canh
ddé, mot s6 thubc (nhu tamoxifen,
methotrexat, aspirin, vancomycin,
cisplatin, lovastatin) cho thay cd tac
dung gdy chét tiéu ciu theo chuong
trinh (apoptosis). Tuy nhién, y nghia
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Bang 1: Mot sd thudc lién quan dén giam ti€éu cau qua mién dich

Loai khang thé (DDAbs)

Thuoc

Loai quinin

Quinin, khang sinh  sulfonamid,

NSAIDs

Phu thudc Hapten

Khang sinh penicillin
MOt s6 khang sinh cephalosporin

Thuéc khang két tép ti€u cau loai fiban

Tirofiban, eptifibatid

Thudc gén déc hiéu GPIIIa

Eptifibatid

CG ché tu mién

Procainamid

Phitc hgp mién dich

Heparin, protamin

ldm sang cda bién cd gidm tiéu ciu
dua trén tac dung nay con chua rd
rang [3], [5].

Giam tiéu cdu do heparin ¢ thé do
2 cd ché bao gom giam ti€u cau khong
do mién dich (HIT loai 1) va gidm tiéu
cau do mién dich (HIT loai 2). Cu thé
HIT loai 1 cé thé xay ra trén khoang
10% dén 30% bénh nhan dudgc diéu tri
bang heparin, trong khi, HIT loai 2
xuat hién vdi tan xuat it han. HIT loai
1 do heparin lién két truc ti€p vdi ti€u
cau, dan dén hoat hda tiéu cdu & muc
dd nhe. Trong khi, cd ché bénh sinh
cla HIT loai 2 thong qua phan (ing cta
heparin véi yéu t6 ti€u cau 4 (PF4) dé
tao ra phdc hgp mién dich dac hiéu
[3].

Biéu hién Iam sang/cén Idm sang

DITP thudng lién quan dén nguy cg
xuat hién bién chirng xuat huyét cao.
Mot nghién clu vé cac trudng hgp co
bi€én c6 DITP cho thady ty Ié xuat huyét
nghiém trong va t&r vong chiém lan
lugt khoang 9% va 0,8% [3]. Thdi
gian khdi phat thuGng xay ra sau
khoang 5 dén 10 ngay ké tir khi si
dung Vvéi thubc, véi ngudng ti€u cau
thap nhat cé thé < 20 G/L. Ngoai trtr,
cac trudng hop giam tiéu cdu do thudc
déi khang GPIIb/Illa (eptifibatid,
abciximab) thuGng xuat hién sém
trong vong vai giG sau khi st dung

thuoc [3]. Bién phap xu tri DITP
thudng la nglrng thuGc nghi ngd.
Trong trudng hdgp dung nhiéu loai
thudc, can nguing tat ca cac thudc sir
dung trong vong 2 tuan trudc khi xuat
hién bién ¢ va can nhac thubc thay
thé phu hgp néu can thiét. S6 lugng
ti€u cdu thudng bat dau hoi phuc sau
4 dén 5 chu ky ban thai cta thudc
hodc chat chuyén hda cé kha nang gay
giam tiéu cau. Luu y, bién phap truyén
ti€u cdu thudng khdng hiéu qua khi
cac thudc gay DITP con trong huyét
tudng. Liéu cao immunoglobulin tinh
mach (IVIG) cé thé dugc dung cho
nhitng bénh nhan bi gidm ti€u ciu
ndang va c6 xuat huyét nghiém trong
hay & bénh nhan cé nguy cd chay mau
cao [1], [3].

DGi véi gidm ti€u cdu do heparin,
HIT dudc dinh nghia khi s6 lugng tiéu
cau giam >50% so vdi gia tri cao nhat
trudc khi diéu tri véi heparin. HIT loai
1 thudng xay ra trong khoang 5 ngay
dau tién khi diéu tri heparin. Mirc do
giam tiéu cau thudng nhe (s6 lugng
ti€u cau thudng duy tri ¢ mdrc 80 - 100
G/L) va khong co bién c6 nghiém trong
trén lam sang. Bién c6 nay cd kha
nang tu phuc hoi trong vai ngay ma
khong can dirng heparin [3]. Khac véi
loai 1, HIT loai 2 thudng thdi gian khéi
phat mudn hon thudng tir 5 dén 10
ngay sau khi s dung heparin. Dang
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chd y, HIT loai 2 cd thé lién quan dén
bién ching huyét khoi. Bay la bién
chirng nghiém trong nhat cta HIT va
gbp phan gay bénh tat va tir vong trén
bénh nhan [3]. Do dd, khi chdn doéan
giam ti€u cau do heparin loai 2 nén
nglrng heparin va can nhac liéu phap
thay thé vdi cac thubc chong dong
khac dua trén tinh hinh Iam sang, chirc
nang gan, than cta bénh nhan [3].

Tang ti€u ciu do thudc (Drug
induced thrombocytosis)

Tang ti€u cau do thuSc dudc phan
loai la tinh trang téng ti€u ciu th( phat
tuong déi hiém gap, dang luu y la, trén
ldm sang rat khd dé chan doan phan
biét véi tinh trang téng ti€u cdu do mot
s6 nguyén nhan ph6 bién khac (nhu
tinh trang nhiém trang, thi€u mau do
thi€éu sat, bénh ung thu, bénh ly viém
man tinh, ...) [6]. Vi vay, hau hét cac
nghién clru vé téng ti€u cau thudng coi
tdng ti€éu cau do thudc nhu mot loai
tdng tiéu cau th( phat khéng rd
nguyén nhan véi ty lé xuat hién dao
dong tur 2,2 - 9,7% do phu thudc vao
dinh nghia vé tang tiéu cau, cac yéu to
nguy cc thudc vé ngudi bénh trong
mau nghién clu [6]. Nam 2012, Rose
va cong su' da danh gia va phan loai
dugc bién co tang tiéu cau do thudc, tir
dd, ghi nhan rdng phan &ng nay chiém
khodng 3% tong s6 trudng hgp cé ting
tiéu cau thar phat [7]. M6t nghién ciu
tdng quan dugc cdng bd nam 2019,
cho thay cac tac nhan thudng gay tdng
ti€u cau bao gdm cac heparin trong
lugng phan t thap (LMWH), khang
sinh, clozapin, adrenalin, gemcitabin va
alkaloid vinca [6]. Trong khi d6, nam
2024, Trung tam DI & ADR Qudc gia da
ghi nhan 6 bao cdo vé phan (ng tang
ti€u cadu do thubc, lién quan dén
ertapenem (2 bao cdo), meropenem (1
bdo cdo), ceftazidim (2 bdo cdo) va
fluconazol (1 bao cao).

Biéu hién Idm sang/cén Idm sang
T6 chifc Y t& Thé gidi (WHO) khuyén
cao ngudng chan doan tang tiéu cau la

8 | Ban tin Canh giac dugc | S6 1 -2025

> 450 x10° t& bao/L [8]. Téng ti€u cau
thr phat (bao gom tang tiéu cau do
thudc) cd thé hdi phuc va it nguy cd
bién chirng mach mau han so véi tdng
ti€u cau nguyén phat, bat k&€ mic do
tdng ti€u cdu. Ndm 2019, mdt nghién
clru tong quan ghi nhan dugc 43 bao
cdo ca bénh va 8 chudi ca bénh vé tang
ti€u cau do thudc véi trung vi thdi gian
sO lugng tiéu cau dat dinh la 13 ngay
va thGi gian h6i hoi phuc la 14 ngay
[6]. Hau hét cac trudng hgp téng ti€u
cau dugc ghi nhan khong yéu cau bién
phap diéu tri can thiép y té khac ma tu
hGi phuc sau khi ngirng thu6c hodc
diéu chinh liéu thudc [6]. Nghién clru
nay cling ghi nhan rang thdi gian khdi
phat va thgi gian phuc hoi cua tang
ti€u cau 1a cd su khac biét tuong dbi
I6n gilta cac loai thu6c nghi ngd khac
nhau. Ngoai cac thuéc dugc trinh bay
tai Bang 2, cac tai liéu y van ciling ghi
nhan dugc it nhat mot bao cdo mo ta
bién cd ting ti€u cau lién quan dén cac
thudc nhu cyclosporin, efalizumab, yéu
td kich thich dong bach cau hat
(G-CSF), isotretinoin, leflunomid,
methylphenidat, methotrexat,
miconazol va cac thudc Uc ché tyrosine
kinase (erlotinib, ruxolitinib) [6].

Co ché ting tiéu ciu do thuéc

Co ché gdy téng ti€u cau do thudc
hién van chua rd rang. Tuy nhién, cg
ché dugc dé xuat trong cac tai liéu y
van hién nay bao gom: (1) tdng san
xuat throbopoein, tur do, kich thich sinh
t&€ bao mau tiéu ciu (megakaryocyte)
gay tdng sinh ti€u ciu; (2) tdng giai
phdéng interleukin (IL-6, IL-11) gay
tang san xuat thrombopoietin th(r phat,
dan dén téng s6 lugng ti€u cau [9].

R&i loan chirc nang tiéu cau do
thuoc (Drug-induced platelet
dysfunction)

Khac vdi tdng tiéu cau, thubc dugc
coi la cdn nguyén chinh gay tinh trang
rdi loan chi’c ndng tiéu cau [10]. Mot
s6 thudc nhu aspirin, clopidogrel, thudc
chen thu thé (GPIIb-IIIa) d& dudc biét
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Bang 2: M6t sd thudc lién quan dén ting tiéu cau

Thuoc

Mirc d6 bang chirng

Tretinoin (All-Trans Retinoic Acid -ATRA)

Yéu

Khang sinh (penicillin, cephalosporin,
aminoglycosid, clindamycin,
erythromycin, sulfamethoxazol/
trimethoprim va tetracyclin)

Chua xac dinh do khong loai trir
dugc tdng tiéu cau do tinh trang
nhiém trung

Clozapin Trung binh
Adrenalin Khong ro

Chua xac dinh do chua c6 cd ché ro
Gemcitabin rang, co thé tang bach cau la phan

Ung héi phuc sau giam bach cau do
hda tri

Heparin phan tir lugng thap (LMWH)

Manh

can

Alkaloid chiét xuat tUr dua
(vinblastin, vinorelbin, vincristin va
vindesin)

Co ché r6 rang nhung thi€u bdng
chiing lam sang

dén rong rai véi tac dung choéng két
tap ti€u cau. Ngoai ra, bién cd bat Igi
nay cling da dugc ghi nhan doi véi mot
s6 thubc khac trong nhéom khang sinh
beta-lactam, thu6c tim mach hay cac
thudc tac dung trén hé than kinh trung
uang [10].

Co' ché réi loan chirfc nang tiéu
cau do thuéc

Cac thu6c khac nhau gay r6i loan
chirc ndng ti€u cau theo cd ché khac
nhau. DGi v&i cac nhdm thudc chong
két tap ti€u cdu, anh hudng 1én chirc
nang tiéu ciu thudng thudng la tac
dung dugc ly mong mudn cla cac
thuSc do [11]. Cu thé, aspirin (ASA) i
ché qua trinh hinh thanh thromboxan
A2 (TXA2), trong khi, clopidogrel va
ticagrelor d6i khang truc tiép thu thé
P2Y12 trén mang tiéu cau, dan dén (c
ché& qua trinh hoat hda ti€u cdu. Ngoai
ra, eptifibatid ch6ng két tap ti€u cau
thdng qua Uc ché thu thé glycoprotein
IIb/IIla (GP IIb/IIIa) trén bé mat tiéu
cau, ngan can qua trinh két tap va hinh
thanh nit tiéu cdu [11]. Ngugc lai, r6i

loan chi’c néng ti€u ciu do cac nhém
thuéc khac (nhu: khang sinh beta-
lactam, thudc tim mach, cac thudc tac
dung trén hé than kinh trung udng) lai
la tac dung khong mong mudn cua cac
nhom thuéc nay vGi co ché chua rd
rang [10]. Y nghia trén lam sang va cd
ché dugc dé xuat cia moét s6 thudc,
nhdém thubc gay r6i loan chiic nang
ti€u cau dudc trinh bay tai Bang 3.
Biéu hién Iam sang/cén Idm sang
VE can lam sang, két qua xét
nghiém bét thudng vé chic néng ti€u
cau hodc thdi gian chay mau da dugc
ghi nhan déi véi nhiéu thuéc va nhdm
thu6c nhu: aspirin, NSAID, khang sinh
penicillin, cephalosporin, cac nhom
thuéc tim mach, cac statin, thubc
chong dong, thudc Uc ché tai thu hoi
chon loc serotonin (SSRI). Tuy nhién,
hién chi cd aspirin va cac thuéc nhom
SSRI da dugc xac dinh cd lién quan
dén bién c6 chay mau trén lam sang
[10]. V&i aspirin, Uc ché chic ndng tiéu
cau do asprin thudng khdi phat nhanh
trong vong 60 phut sau khi sir dung
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Bang 3: Mot sd thudc lién quan rdi loan chirc ning tiéu cau

Y nghia trén

lam sang Ca che

Thuoc

Gay chay mau

RN Uc ché khong hoi phuc COX-1
trén lam sang

Asprin

Thudc chong viém

khéng steroid (NSAID) Khong Uc ché c6 hdi phuc COX-1

Giam tac dong cua cac ,yé'u to
Khang sinh beta-lactam Chua ro kich thich vdi cac thu thé tuong
(rng trén bé mat tiéu cau

Thudc tim mach
Tang ra nitric oxid (NO), gay
. ~ tang nong do cac chat truyén tin
MU il hiéu ndi bao tiu cau (CAMP,
cGMP)
Thudc chen kénh calci Chua rd Uc ché phan ng cla tiéu cau

TXA2 va/hodc serotonin

Thudc Urc ché enzym
chuyén (ACE), thudc
chen thu thé
angiotensin (ARB)

Gidam bi€u hién cla thu thé

Chua ro GPIIb/IIIa trén bé mit tiéu cau

Thuéc tac dung trén than kinh trung uong

Thudc chdng tram cam

ba vong Khong Chua ro
Thudc Urc ché tai thu hoi LR A .
. Co thé gay chay
chon loc serotonin L oAt o o~ n
X . mau trén lam Nhiéu cc ché
(fluoxetin, paroxetin va sang

sertralin)

Thudc chdng dong mau
(heparin khong phan Chua rd
doan va LMWH)

Giam tao thrombin, tang hoat
hda thu thé GPIIb/IlIa

thudc. Tac dung (c ché khong hoi canh do, cac nghién clu ciling da ghi
phuc ma kéo dai subt vong dGi cia nhan ty I€ cao han cla cac tinh trang
tiéu cau (khoang 8 -10 ngay) [12]. Bén nhu xuat huyét tiéu hda hay chay mau
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trong mau trong phiu thudt & bénh
nhan st dung cac thudc tric ché tai thu
hoi chon loc serotonin (SSRI) [10]. Do
dé, viéc stir dung dong thdi aspirin hoac
cac thudc chdng viém khong steroid
(NSAIDs) véi SSRI gay tdng dang ké
nguy cd xuat huyét tiéu hda, dac biét
trén bénh nhan cao tudi [10]. RGi loan
chirc nang tiéu cdu do thubc gay ra
thudng nhe, mot s triéu ching lam
sang thudng gap nhu dé bam tim, chay
mau cam, ban xudt huyét, xuat huyét
tiéu hda da dugc ghi nhan khi sir dung
aspirin hay cac SSRI [10], [13]. M6t s6
xét nghiém can lam sang nhu thdi gian
chdy mau, xét nghiém chlc nang tiéu
cau PFA-100 cé thé sir dung dé chén
doan xac dinh tinh trang nay. Ngoai ra,
trén lam sang mo6t s6 yéu té nguy cd
lién quan dén rdi loan ti€u cdu can luu
y nhu bénh ly mdc kém (bénh ly gan
man tinh, suy than, ...), dang st dung
dong thdi cac thudc (khang virus,
khang sinh, thu6éc ch6ng déng) [10].

Bién phap xur tri

Bién ¢§ rdi loan ti€u cau lién quan
dén thudc thudng biéu hién bdi cac
tinh trang xuat huyét mdrc d6 nhe va it
anh hudng dén lam sang trén bénh
nhan. Tuy nhién, can danh gia cac van
dé lién quan bién cd bat Igi nay (bao
gbm su' can thiét cua thudc nghi ngg,
moi quan hé thudc — ADR, tién sir bénh
ly, tién sir s dung thubc) dé giam
thi€u ty 1é xuét huyét trén bénh nhan
[10]. ba s6 cac bién c6 xuat huyét mirc
dd nhe khi sir dung cac thudc khang
ti€u cdu s& cai thién sau khi nging
thudc. Mot sO it trudng hgp xuat huyét
nghiém trong cd thé can truyén ti€u
cau cap clu. Viéc ngung diéu tri thudc
nghi ngd hay truyén tiéu cau déu can
dua trén danh gid can than Igi ich va
nguy cd huyét khdi trén tiing ca thé
ngudi bénh [14].

Két luan

Bién c6 rdi loan tiéu cau (bao gém
tdng/gidm s6 lugng ti€u ciu, réi loan
chirc néng tiéu cau) da dudgc ghi nhan
lién quan dén nhiéu thubc va nhom

thuSc khac nhau. Giam ti€u ciu do
thudc |a phan (ng phd bién nhat, dong
thai, dir liéu bao cdo ADR va y van hién
nay déu da ghi nhan tuang doi ré rang
va day du vé phan Ung cd hai nay.
Trong dd, cac thudc géy gidm tiéu ciu
phd bién nhat nhu heparin, thudc diéu
tri ung thu, khang sinh. Véi téng ti€u
cau va rdi loan chirc nang ti€u ciu,
tdng quan cac tai liéu y van cho thiy
chi mot s6 it cac thudc, nhdm thudc
nghi ngG c6 cd ché rd rang va bang
chirng 1dm sang day dd. Cu thé, LMWH
gdy phan ('ng tang ti€u cau véi mdc do
bang chiing manh, trong khi, mic do
bang chirng yéu han dugc ghi nhan doi
v6i mot s6 thuéc nhu clozapin,
tretinoin. DGiI véi tinh trang rGi loan
ti€u cdu do thudc, chi asprin va cac
thu6c SSRI dugc chirng minh Ia lién
quan dén bién cd xuat huyét co y nghia
lam sang. Do do, cac tinh trang rGi
loan ti€u cau trong thuc t& Idm sang
can dugc danh gia mét cach than
trong, tU d6 dua ra cac bién phap xur
tri phu hgp cho ngudi bénh.
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DPIEM TIN CANH GIAC DU(_)’C
Nguyén Ha Nhi, BUi Thi Phuong Thao, Pham Thi Thu Ha, Nguyén Mai Hoa

CHONG CHI_ DPINH
PROMETHAZIN PUONG UONG
CHO TRE EM DUOI 6 TUOI:
THONG TIN TU CO' QUAN QUAN
LY DUQC PHAM AUSTRALIA (TGA)

Ngay 19/11/2024, TGA da dua ra
khuyén cdo chong chi dinh cac thudc
chira promethazin dudng udng cho tré
dudi 6 tubi do nguy co gdp tac dung
khong mong mudn trén hé than kinh
trung uong va tam than. Trudc do,
ngay 13/05/2024, Co quan An toan
Thubc va Thiét bi Y t€ New Zealand
(Medsafe) cling da dua ra khuyén cao
tudng tu.

Nha san xuat cla biét dugc goc
Phenergan da tién hanh danh gia dir
lifu an toan cua thudc trén tré tor 2
dén 5 tudi. K& qua cho thdy c6 mdi
quan hé nhan qua gilra viéc s dung
promethazin (va cac ché phdm phdi
hgp) va nguy cd gdp tac dung khong
mong mudn trén hé than kinh trung
uong va tdm than trén nhom doi
tugng nay. Trudc do, vao thang
03/2018, TGA khuyén cao chong chi
dinh cac thudc khang histamin thé hé
1, trong do cd cac ché phdm dang
dung dich udéng chira promethazin cho
tré duGi 2 tuGi do nguy cg suy h6 hép,
c6 thé dan dén tr vong. K& tir ngay
01/09/2020, tat ca cac thudc khong ké
don (OTC) dudng ubng chira thudc
khang histamin thé hé 1 cé tac dung
an than dugc yéu cau phai c6 canh
bao “Khong st dung cho tré em dudi 2
tudi”. Cac ch& pham uéng diéu tri ho,
cam lanh va cim ciing phai c6 canh
bao: “Khong st dung cho tré em dudi
6 tuGi” va “Chi nén st dung cho tré em
tlr 6 dén 11 tudi theo khuyén cdo cua
bac si, dugc si hodc diéu duBng”.
Ngay 11/08/2022, TGA dua ra canh
bao nhac lai cho nhan vién y t€ va
bénh nhan vé viéc khong s dung
thuSc khang histamin thé hé 1 dé diéu
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tri cac triéu chiing ho, cam lanh va
cim & tré em dudi 6 tudi. Thudc ciing
chdng chi dinh cho tré dudi 2 tudi vai
tat ca cac chi dinh.

Khuyén cao danh cho nhan vién
y té:

Nhan vién y t€ can luu y dén thong
tin cap nhat va tu van phu hgp cho cha
me hodc ngudi cham soc tré cd y dinh
st dung cac thubc chlfa promethazin
dang udng cho tré dudi 6 tudi.

Tu van vé cac thudc thay thé cho
cha me va ngudi cham sdc tré.

Trong thdi gian dé€ cac thudc tai nha
thuéc cap nhat nhan mdi, khuyén cao
khong sir dung promethazin dang udng
cho tré dudi 6 tudi.

Khong ap dung khuyén cdo nay vdi
thuéc chra promethazin dudng tiém,
do ché& pham nay la thudc ké dan.

CAP NHAT CANH BAO DAC BIET
VE TAC DUNG KHONG MONG
MUON TREN TAM THAN KINH
KHI SU DUNG MONTELUKAST:
THONG TIN TU TGA

Ngay 16/01/2025, TGA thong bao
bé sung Canh bao ddc biét kém theo
hudng dan xU tri bién cd trén tam
than kinh cho bac si ké don va bénh
nhan khi s’ dung montelukast. Cac
théng tin an toan nay nham nhan
manh thém cho canh bao hién cé vé
bién c6 nghiém trong trén tdm than
kinh (bao gém ca thay ddi hanh vi,
tram cam va cd y dinh tu sat) khi sur
dung thudc nay.

TU thang 07/2018, TGA d3 tién
hanh danh gia mai lién quan gilra viéc
st dung montelukast va bién cd bat Igi
trén tam than kinh, ra soat dir liéu y
van, tham van y kién tir cac Cd quan
Quan ly (CQQL) trén thé gidi va xin tu
van chuyén mon cua Uy ban Tu van vé
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thudc cua Uc (ACM). P&n ndm 2024,
do an toan cua montelukast ti€p tuc
dugc danh gia lai, sau khi cac CQQL
Dugc phdm trén thé gidi tdng cudng
canh bao vé nguy cd gdp tac dung
khong mong muodn trén tam than kinh.
Cac chuyén gia cia ACM dua ra két
ludn khéng phat sinh nguy cd mdi,
déng thai, bang ching vé mdi lién
quan gilta bién c6 tdm than kinh va
viéc sir dung montelukast hién chua
chac chan.

Khuyén cao danh cho nhan
vién y té:

Nhan vién y t€ can dugc canh bao
V€ nguy cd gap bién c6 trén tam
than kinh khi sif dung montelukast.
Bién c6 nay da dudc ghi nhan trén
moi dé tudi, thudng ¢ mic dd nhe
va co thé xay ra & bat ky bénh nhan
nao. Tuy nhién, triéu ching c thé
tram trong han néu ti€p tuc st dung
thu6c sau khi xay ra bién c6. Mot s
trudng hgp hi€m gap ghi nhan bénh
nhan ti vong sau khi c6 y dinh tu
sat.

Nhan vién y té€ can theo doi sat
triéu chirng tdm than kinh cta bénh
nhan va ngung s dung montelukast
trong trudng hogp bénh nhan xuat
hién triéu chirng tam than kinh mdéi
hodc trém trong han.

Khuyén khich bénh nhan va ngudi
chdam soc theo doi cac bién c6 tam
than kinh va di khdm ngay néu xuat
hién triéu chirng nay. Trong nhiéu
trudng hop, triéu chirng thuyén giam
khi ngting sir dung thudc; tuy nhién
mot s6 trudng hgp ghi nhan triéu
chilng van con dai dang sau khi
nguing thudc. V&i nhitng trudng hgp
d6, bénh nhan can dugc theo doi
chat ché dudi su giam sat cla nhan
vién y té. Bac si ké don can than
trong danh gia Igi ich va nguy cg cla
viéc ti€p tuc sir dung montelukast &
bénh nhan da tirng gap bién cd trén
tam than kinh khi dung thudc.

Tinh dén ngay 18/12/2024, Co s¢
dir liu Canh giac Dugc cua Uc ghi
nhan 356 bao cao bién co roi loan tam
than kinh khi s dung montelukast.
Céc triéu chiing dugc ghi nhan phé
bién nhat bao gom hung hang (100
bdo cdo), lo au (87 bao cdo), cé y dinh
tu sat (72 bao cdo), tram cam (71 bao
cao), mat ngu (52 bao cdo) va gap ac
mong (50 bao cdo). Trong 91 bdo cdo
dé cap dén hanh vi tu sat, cé 10 bao
cao cé hau qua tir vong. T dé, ACM
khuyén cdo, tir thang 01/2025, thong
tin sdn phdm cla cac thudc chla
montelukast can cap nhat thém Canh
bdo ddc biét dé tuong dong vai cac
CQQL dugc pham khac trén thé gidi.

‘MO’ RONG CHONG CHi PINH
CUA THIOCOLCHICOSID DO NGUY
co_POT BIEN GEN TIEM AN:
THONG TIN TU CO' QUAN QUAN LY
DUOQC PHAM PHAP (ANSM)

Ngay 5/2/2025, ANSM dua ra cac
khuyén cdo mdi nhdm giam thiéu nguy
co dot bién gen tiém &n khi st dung
thuéc chira thiocolchicosid, bao gém
md rong chdng chi dinh trén nam gidi
khong st dung bién phap tranh thai
hiéu qua cao. Dong thdi, thdi gian sir
dung bién phap tranh thai sau khi
ngung s dung thudc la 1 thang doi
vGi nit gidi va 3 thang d6i véi nam gidi.

Thiocolchicosid la thuéc c6 nguy ca
gay dot bién gen, do do, thudc da bi
chong chi dinh trén phu nir cé thai,
phu nir cho con bu, nir gidi trong do
tudi sinh san khong st dung bién phap
tranh thai co hiéu qua cao. Cac nghién
clu tién lam sang trén dong vat vdi
liéu dung duong ubng t6i da hang
ngay 16 mg (8 mg x 2 lan/ngay) cho
thdy chét chuyén héa cua thudc gy ra
hién tuong léch bdi (bat thudng vé s6
lugng nhiém sac thé sau khi phan chia
t&€ bao), dan dén thay déi DNA cua
giao tr duc va cai. Hién tugng léch boi
la mot yéu t6 nguy cc gay di tat thai
nhi, doc bao thai, tdng nguy co say
thai, suy giam kha ndng sinh san cla
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nam gidi va c6 thé dan dén ung thu.
Nguy co tdng I1én khi thdi gian phoi
nhiém v@i thu6c kéo dai.

Nhdm gidm thiéu nguy cd tén
thuong ADN do thudc va dam bao giao
tlr khdng bi anh hudng tai thdi diém
thu thai, bénh nhan dugc khuyén cao
st dung bién phap tranh thai cé hiéu
qua cao trong nhirng khoang thdgi gian
sau:

- Trong subt thdi gian s dung
thudc (d6i v8i ca nam gidi va nir gidi
trong d6 tudi sinh san);

- Sau khi nguiing sr dung thudc: 1
thang doi v&i nit gidi, va 3 thang doi
vGi nam gidi.

LOAI BO CHI PINH GIAM PAU
SAU PHAU THUAT CUA CAC
THUGC OPIOID DANG GIAI
PHONG KEO DAI: THONG TIN 'I:U
CO' QUAN QUAN LY DUQC PHAM
ANH (MHRA)

Ngay 12/03/2025, MHRA thong bao
khong ti€p tuc cdp phép cho chi dinh
giam dau sau phau thuat cla tat ca
cac dan chat opioid dang giai phong
kéo dai do tdng nguy cd si dung
opioid kéo dai sau phau thuat va suy
ho hap do opioid.

Cac dan chat opioid dang giai phdng
kéo dai (giai phong bién déi) dugc chi
dinh giam dau mdc do tU trung binh
dén nang va dau do ung thu. Theo
hudng dan diéu tri cia Vién Y t€ va
Chat lugng Diéu tri Qudc gia Anh
(National Institute of Health and Care
Excellence — NICE), cac thudc opioid
khong dugc khuyén cdo trong cac
trudng hgp dau man tinh nguyén phat
khi khéng cé tinh trang bénh ly nén
gay dau. MOt s6 dan chat opioid giai
phéng kéo dai chlra morphin hodc
oxycodon dugc cdp phép giam dau sau
phau thuat. Tuy nhién, gan day, MHRA
da ghi nhan tinh trang gia tdng cua
viéc st dung opioid kéo dai sau phau
thuat (persistent post-operative opioid
— PPOU) va suy ho hap do opioid
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(opioid-induced ventilatory impairment
- OIVI).

PPOU dugdc dinh nghia la viéc su
dung cac dan chat opioid kéo dai qua
90 ngay sau phau thuat. Két qua danh
gia dir liéu tir cac nudc trong Lién minh
Chau Au va Vuadng quoc Anh, cho thay
ty |€ PPOU dao dong tir 2% dén 44%
bénh nhan dugc diéu tri bang opioid
dang giai phong kéo dai. Trong do,
PPOU ciing dugc ghi nhdn phé bién
hon (chiém khoang 60%) & nhiing
bénh nhan da sir dung opioid dang giai
phong kéo dai trudc phau thuat. Suy
ho hap la mot tac dung khéng mong
mudn da ghi nhan dudc cua opioid,
dac biét khi dung quad liéu hodc két
hgp vdi cac thude an than khac (vi du:
dan chat benzodiazepin, pregabalin
hodc gabapentin) cé thé dan dén hén
mé va ti vong. Trong do, OIVI la tinh
trang suy h6 hap nghiém trong, vdi tan
suat dao dong tur 0,4% dén 41%. OIVI
ddc trung bdi cac bi€u hién: (c ché
trung tam ho hap (giam tan s6 va/hoac
d6é sau cua nhip thd), an than (giam
tinh td0), tdc nghén dudng ho hap trén
(gidm truong luc cd dudng hd hap
trén).

Sau khi MHRA hoan tat viéc danh
gia an toan va xin tu van tur Uy ban
thu6c sir dung cho nguci (CHM),
MHRA théng bao khong tiép tuc cap
phép cho chi dinh giam dau sau phau
thuat clia cac thudc morphin giai
phdéng kéo dai va oxycodon giai phdng
kéo dai. Cac opioid gidi phéng kéo dai
con lai cling s& khong dugc khuyén
cdo dé giam dau cdp tinh sau phau
thuat, tham chi, khong dugc chi dinh
trong diéu tri con dau cap tinh hoac
chong chi dinh trong cac trudng hgp
nay.

Khuyén cao ké don trong giam
dau sau phau thuat

Con dau sau phau thudt thudng
khong kéo dai, khoang tir 5 dén 7
ngay, do dd, chi can giam dau ngan
han bang opioid dang giai phong tdc
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thi. Tuy nhién, nhiéu bénh nhan xuat
vién dudc ké don cac thubc giam dau
opioid VGi liéu vugt qua nhu cau kiém
soat con dau cap tinh sau phau thuat.
biéu nay lam tang nguy cd PPOU, Ié
thudc, nghién hodc nguy cd lam dung
opioid va OIVI.

Do dé, MHRA khuyén cdo bénh
nhan chi nén dugc ké don thudc opioid
giai phong tlrc thi véi vdi liéu thap nhat
c6 hiéu qua khi xuat vién. Bén canh
do, nhiéu hudng dan diéu tri hién tai
cling dong thuan rdng viéc st dung
opioid trudc phau thuat can dugc danh
gia lai trudc khi ti€n hanh phau thuat.

Yéu t6 nguy co gap phan irng co
hai nghiém trong lién quan dén
cac thuoc opioid

C4 thé can hiéu chinh liéu hodc ché
do dung thubc giam dau opioid &
nhitng bénh nhan cé nguy cd cao, bao
gom:

~  Bénh nhén cao tudi (> 65 tudi);

- Suy giam chirc nang ho hap hoac
mac cac bénh ly ho hap;

- Bénh nhan c6 bénh ly than kinh,
tim mach;

- Suy giam chic nang than;

- bang st dung dong thdi cac thudc
Uc ché than kinh trung uang;

- Co tinh trang dung nap opioid;

- CO6 su dung opioid trudc phau
thuat.

Khuyén cao danh cho nhan
viény té

Cac thudc opioid dang giai phong
kéo dai dugc chi dinh dé giam dau
trong trudng hgp dau nang va kéo
dai, khdng nén sir dung trong truGng
hgp dau cap tinh sau phau thuat.

Cac thudc opioid dang giai phong
kéo dai c6 lién guan dén nguy cd
PPOU va OIVI, dan dén suy ho hap
nghiém trong, an than, giam truang
luc co dudng ho hap trén.

Trubc phéu thudt nhén vién y té’
nén trao dor vdi bénh nhan vé:

- Nguy cd st dung opioid kéo dai
sau phau thudt, tir d6 tiém &n nguy co
lé thudc thudc, nghién thudc va triéu
chirng cai thudc.

- Nguy cd suy ho hap do opioid,
dac biét dbi vdi bénh nhan cé bénh ly
hé h&p tiém an.

- S dung thuGc opioid dang giai
phéng turc thi trong trudng hgp dau
can diéu tri bang opioid trong thdi
gian ngan.

- Chién lugc giam dau cho bénh
nhan bao gom: su dung opioid dang
giai phong tuc thi, phugng phap giam
dau da mo thirc va ké hoach két thic
diéu tri.

- Bénh nhan dang diéu tri bang opi-
oid truGc phau thuat nén dugc danh
gia diéu tri truéc va sau phau thuat
dua theo hudng dan diéu tri

Khi bénh nhan xuét vién, nhan vién
y técan:

- Ké dan opioid dang giai phdng ttrc
thi véi lieu thdp nhat c6 hiéu qua
trong diéu tri dau cap tinh sau phau
thudt dé giam thi€u nguy co PPOU, 1&
thudc thudc, du trlr thura opioid va
nguy cd lam dung opioid.

- Trao ddi vé chién lugc gidm dau
vGi cac co sG y t€ ban dau trong tiép
nhan va cham séc cho bénh nhan
trong cong dong, dong thai ghi lai day
da thong tin trong h6 s¢ cia bénh
nhan.

- Bao cao cac trudng hgp gap phan
Ung c6 hai nhu |€ thudc thudc hodc
suy ho hap lién quan cac opioid.

MOT SO PIEM LUU Y KHI SU
DUNG METHOTREXAT: THONG TIN
TU CO QUAN QUAN LY DUOC
PHAM NEW ZEALAND (MEDSAFE)

Trong nam 2024, 101 bdo cdo ca
phan (ng cd hai lién quan dén
methotrexat da dugc ghi nhan tai New
Zealand. Trong dé, 89 trudng hgp
dugc danh gia 8 murc dé nghiém trong.
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Vé d3c diém cla bénh nhan trong cac
bdo cdo, phan I6n 1a ngudi cao tudi
(tudi trung vi 66 tudi), ngusi géc chau
Au/chung toc khac (71 bdo cdo), nir
gidi (71 bao cao) va dugc chi dinh
methotrexat trong diéu tri vay nén va
viém khdp dang thap. Cac phan (ng
cé hai dugc bao cdo thudng xuyén
nhat bao gébm: buon non (12 bao cao),
viém phdi (10 bdo cdo), giam ba dong
té€ bao mau (10 bao cdo), loét miéng
(7 bdo cdo), viém phdi k& (6 bao cdo),
mét moi (5 bdo cdo), giam tiéu cau (5
bdo cdo), dau dau (4 bao cdo), tang
men gan (4 bdo cdo), giam bach cau
trung tinh (4 bao cdo), nhiém trung
huyét (4 bao cao).

PE diéu tri vay nén hay viém khdp
dang thap, can luu y tan suat st dung
methotrexat la hang tuan (1 lan/tuan).
Viéc sif dung methotrexat hang ngay
lam tang nguy cd xuat hién doc tinh
nghiém trong cua thudc, tham chi gay
tir vong cho ngudi bénh. Nguy cd nay
cao han khi st dung methotrexat &
muc liéu trén 20 mg moi tuan.

Phan irng co hai lién quan dén
methotrexat

Methotrexat c6 thé gy ra cac phan
Ung cb hai nghiém trong trén nhiéu hé
cd quan trong cd thé. Cu thé dugc
trinh bay tai bang dudi day:

Hé cc quan

Mau va hé bach
huyét

Tac dung khong mong muodn

Thi€u mau, giam ba dong té bao mau, giam bach cau,
giam bach cau trung tinh, giam tiéu cau, xuat huyét

Hé mién dich

Nhiém tring, bao gém ca nhiém trung huyét

Hé tiéu hoa

Non, tiéu chay, loét miéng, viém nudu, viém rudt,
nhiém doc gan, suy gan

Hé ho hap

Viém phdi k&, tran dich mang phdi, xa hda phéi

Da va mo du'di da

Hoi chiing Stevens-Johnson, hoai tif thugng bi nhiém
doc (TEN), hong ban da dang, nhay cam vdi anh sang,
tang nguy cd ung thu da

Than

Bénh ly cau than nghiém trong, suy than

Hé sinh duc

Khiém khuyét trong qua trinh hinh thanh tinh trung va
tr’ng, di tat bam sinh, thai cham phat trién, say thai

Su’ dung thuéc trong thai ky va
thoi ky cho con bu

Methotrexat chong chi dinh trong
thai ky vi nguy co gay di tat bam sinh.
Do d6, khi dang diéu tri bdng
methotrexat, bénh nhan can sur dung
bién phap tranh thai hiéu qua trong
suot thoi gian diéu tri va sau khi
nging thudc (it nhat 3 thang doi véi
nam gidi va it nhat 6 thang doi v&i nir
gidi).
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Methotrexat cling chdng chi dinh sir
dung trong thdi ky cho con bu.

Thong tin danh cho nhéan vién y
té

Methotrexat chi nén dugc ké don
bGi cac bac si cd kinh nghiém trong
viéc s’ dung methotrexat va nam ro
nguy cd khi st dung thudc nay.

Trudc khi khdi dau diéu tri véi
methotrexat, bénh nhan can dugc tién
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hanh xét nghiém cong thi'c mau,
danh gia chirc nang gan va than, chup
X-quang nguc. Pong thdi, khai thac
tién sir bénh gan, sir dung rugu hoac
tinh trang loét dudng tiéu hoda. Dua
trén danh gid 1dm sang, bac si ¢ thé
chi dinh xét nghiém sang loc lao, viém
gan B, viém gan C va xét nghiém thai
ky.
Trong qua trinh diéu tri can:

- Theo dGi céng thifc mau, chic
nang gan va than trong sudt qua trinh
diéu tri bdng methotrexat. Dac biét,
can lam cac xét nghiém nay thudng
xuyén han trong giai doan dau diéu
tri, khi tang liéu methotrexat, khi chirc
ndng thdn cla bénh nhan bién doi
hoac khi sir dung dong thdi véi cac
thuéc cé tuong tac vdéi methotrexat
hodac & bénh nhan nguy cc cao (nhu
bénh nhan cao tudi).

- C6 thé b sung acid folic va acid
folinic khi sir dung methotrexat dé
giam nguy cd gap doc tinh trén dudng
tiéu hoa.

- Nhdac nhd bénh nhan, gia dinh
hoac ngusi cham sbéc can thong bao
ngay lap tic cho bac si diéu tri néu
xuat hién trieu ching ngdé doc
methotrexat, bao gém: dau hong,
bam tim, loét miéng, buén ndn, nén,
bung khé chiu, nudc tiéu sam mau,
kho thd hoac ho.

- Theo doi bénh nhan thudng
xuyén dé danh gid dap Ung diéu tri,
phat hién doc tinh va xur tri kip thai.

Dam bao bénh nhan, gia dinh hoac
ngudi chdm séc hi€u dung s6 lugng
vién thu6c can udng, ngay udéng thudc
trong tuan va cach xtr ly trong truGng
hgp quén liéu.
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Ngay diéu tri (ngaythang/am)_ Tén thuée Dang bao ché, |_Ngay dieu tri (ngay/thang/ndm)_|

Dang bao ché, y die <
Két thuc ham lugng Bat dau Két thic

ham lwong

Tén thude




D. PHAN THAM BINH ADR CUA BON V|

17. Banh gia moi lién quan gitra thuoc va ADR

Chac chan
O cokha nang
O cothé

O Chwa phan loai
O Khéng thé phan loai

Khéng chéc chan O Khac

18. Bon vitham dinh ADR theo thang nao?

O Thang WHO

[ Thang Naranjo

19. Phan binh luan ctia can bo y t& (néu cd)

E. THONG TIN VE N BAO CAO

20. Ho va tén:
Bbién thoai lién lac:.

Nghé nghiép/Chuic vu:
Email .

21. Chir ky

| 22. Dang bao cao:

O Lan gaw O BS sung 23. Ngay bdo cdo:......... - Y S— .

Xin hdy béo cdo tat ca cac phan (ng cé
hai ma anh/chi nghi ng&, dac biét khi:

Céc phan tng lién quan t&i thube méi
Céac phan tng khéng mong muédn
hoac chua dwoc biét dén

Cac phan trng nghiém trong

Twong tac thuée

Thét bai trong diéu tri

Céc van dé vé chat lwgng thubc

Cac sai sot trong qua trinh str dung
thudc.

MAu béo cdo nay dwoc ap dung cho cac
phan ng gay ra b&i:

Thubc va cac ché pham sinh hoc

Vac xin

Cac thudc cb truyén hoac thubc co
ngudn géc dwoc liéu

Thwe phdm chirc nang

Nguwéi bao céo cé thé 1a:

Bac st

Dwoc st

Nha si

Y ta/ didu dudng/nik ho sinh

Céc nha cung cép dich vu cham séc
strc khoe khac.

Xin chan thanh cam on!

HUONG DAN LAM BAO CAO

Céch bao cdo:

«  Dién thong tin vao mau bao cao
«  Chican dién nhitng phan anh/chij cé théng tin
e Cothé dinh kém thém moét vai trang (néu mau bao cao khong du khoang tréng dé
di&n thong tin hay c¢6 nhirng xét nghiém lién quan).
«  Xin hay giri bo cdo vé Trung tam Quéc gia vé Théng tin thudc va Theo ddi phan
(rng ¢6 hai clia thubc theo cac dia chi sau:
= _‘F":“ Thw: Trung tdm Quéc gia v'eA Théng tin thudc va Theo déi phan trng
L c6 hai cua thudc
Truwong Bai hoc Dwoc Ha Noi
13-15 Lé Thanh Téng, Quan Hoan Kiém, Ha Néi

Fax: (024) 3933 5642

Dién thoai: (024) 3933 5618

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

Anh/chi c6 thé J&y mAu bao céo nay tai khoa Duoc, phong Ké hoach téng
hop clia bénh vién hoc tai tir trang web http://canhgiacduoc.org.vn. Néu cé bt
ky th&c méc nao, anh/chj c6 thé lién hé véi Trung tam Quéc gia vé& Théng tin
thudc va Theo d6i phan tng c6 hai cla thudc 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

e doa tinh mang/ gay t&r vong

1. GUixac nhan téi don vi bdo cao O 3. Phan trng da co trong y van/ SPC/ CSDL | O
2. Phan loai phan (ing L | 4. Nhap dit lidu vao hé co s& dir liéu quéc gia O
e [ Thudc moi [ Thude cii g - —

s [JNghiém trong [ Khéng nghiém trong i 5. Nhap di¥ liéu vao phan mém Vigiflow ; O
6.

Mdrc d6 nghiém trong cla phan trng

O Nhap vién/ kéo dai thi gian ndm vién

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

7. Giri béo cdo t6i hoi ddng tham dinh o '}‘gaylg‘” 8. G bao cdo cho UMC O ngay ‘/3“"
9. Ket qua tham dinh

O Chéc chan [0 Khéng chic chan

O Cé kha nang O Chua phan loai

O cothé [0 Khéng thé phan loai A
10. Nguoiquan ly bao cao 12. Chir ky

Phu luc 5: Théng tu s6 23/2011/TT-BYT:Hudng dan st dung thudc trong cdc co sé y té€ ¢6 giudng bénh

Phién ban truc tuyén cta Ban tin Canh gidc dugc va cdc théng tin vé an todn trong st dung thudc thuding xuyén
duoc c@p nhdt trén trang web http://canhgiacduoc.org.vn



