SO N

BAN TIN

THONG TIN THUOC

BULLETIN OF DRUG INFORMATION




MUC LUC

NOI DUNG

Str dung hop ly khang sinh Cefoperazon/sulbactam
trong diéu tri nhiém khuan

Revumenib — menin inhibitor dau tién dugc FDA
phé duyét cho bénh bach cau cép KMT2A/NPM1

Asciminib trong diéu tri tuyén dau bénh bach cau
man dong tuy (CML): cap nhat tir nghién ctu
ASCA4FIRST va y nghia d6i v6i thyc hanh tai bénh
vién

Tuong tac gitta cac thudc khang ndm nhém Azole
va Vincristine: nguy co doc tinh than kinh va liét
rudt nghiém trong

Giam sat diéu tri Vancomycin theo dich
AUC24/MIC: xu huéng méi va 16 trinh trién khai
tal Vién huyét hoc — Truyén mau trung uong

Quan ly hd1 chirng giai phong cytokine (CRS)
trong liéu phap CAR-T va khang thé dic hiéu kép

Khang thé ludng dic hiéu bispecific so voi CAR-T
trong diéu tri da u tay xwong tai phat.

Quan ly b6 sung sat, Vitamin B12 va déng cam
mau ¢ thai phu méac bénh von Willebrand

B4o c4o ADR trén phan mém HIS — két qua budc
dau va huéng dan thuc hanh.

Tinh hinh st dung khang sinh, khiang ndm nam
2025 tai Vién huyét hoc - Truyén mau trung wong
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SU DUNG HOP LY KHANG SINH CEFOPERAZON/SULBACTAM
TRONG PIEU TRI NHIEM KHUAN

SO LIEU TAI VIEN - CEFOPERAZON/SULBACTAM NAM 2025

— Murc d6 ti€u thu: 2,9 DDD/100 ngay nam vién, chiém 5,7% téng mure tiéu thy khang sinh toan
Vién (thtr 7 trong cac khang sinh dugc st dung nhiéu nhat).

— Muc s dung nim 2024 va nim 2025 6n dinh (2,9 DDD/100 ngay ndm vién), cao hon nim

2023 (1,0 DDD/100 ngiy ndm vién).

— Thong tin vé chi dinh, liéu dung va luu ¥ an toan: xem bai dudi day.

Nguon: Khoa Dwoc — Bdo cdo phdn tich tinh hinh tiéu thu thuoc khang sinh, khang nam ndm 2025 tai Vién Huyét hoc

— Truyén mdu Trung wong.

Cefoperazon/sulbactam 12 mdt khang sinh
phéi hop giita cephalosporin thé hé III va chat
trc ché men beta-lactamase c6 phd khang
khuan twong ddi rong.

Thudc hién dang duoc sir dung khé phd bién
tai Vién Huyét hoc — Truyén mau Trung uong,
v6i ty 18 cefoperazon:sulbactam chu yéu 1a 2:1
va 1:1 va cac ham luong tuong dbi da dang.
Tuy nhién, hi¢n tai biét dugc Sulperazone
(Pfizer) va cac thude ¢ cung hoat chat khong
con duge lwu hanh tai My, Chau Au va hau hét
cac nudc co6 co quan quan ly Dugc chat ché
(SRA) khic do c6 nhiéu Iya chon an toan —
hiéu qua dan dén nhu cau str dung giam, din
dén viéc nha san xuat khong tiép tuc tién hanh
dau tu cho san pham nay. Pong thoi, tir nim
2019, T6 chic Y té thé giéi (WHO) phan loai
AWaRe cua cefoperazon/sulbactam 1a Khong
khuyén cao (Not recommended), du thudc
dang duoc xem xét chuyén vé nhom Watch
(Theo ddi) do thudc van dugce Iwu hanh va s
dung rong rii ¢ nhidu nuéc khac [1]. Do théng
tin nghién ciu voi thudc con nhiéu han ché,
viéc su dung thudc nén duoc han ché trong céac
chi dinh da dugc phé duyét véi bang ching an
toan — hi¢u qua ro rang.

Céc chi dinh dugc phé duyét cua Bi¢t duoc
Sulperazone gom diéu tri cac nhiém khuan
do vi khuan nhay cam gom [2]:

- Nhiém khuan duong ho hap (trén va dudi);
- Nhiém khuan tiét niéu (trén va duéi);

- Viém phic mac, viém tai mat, viém duong
mat va cac nhidém khuin 6 bung khac;

- Nhiém khuan huyét;

- Viém mang ndo;

- Nhiém khuan da va mé mém;

- Nhiém khuéan xuong khép;

- Viém vung chau, viém ndi mac tu cung,
bénh 1au, va cac truong hop nhidm khuan
sinh duc khac.

Trong Huéng dan st dung khang sinh cta
Bo Y té (2015) [3], cefoperazon/sulbactam
duoc st dung trong:

- Nhiém khuan duong mat: liéu dung 1g +
1g/12 gio.

- Ap xe gan do vi khuan: lidu ding 1g +
19/12 gio.

Ngoai ra, ddi véi bénh 1y huyét hoc,
Huéng dan diéu tri cua Hoi nghi Chau Au vé
Nhiém tring trong Bénh bach cau (European
Conference on Infections in Leukemia - ECIL)
cap nhat nam 2024 van dua
cefoperazon/sulbactam 1a lya chon thay thé




e

cho  cephalosporin
(cefepim,

khadng pseudomonas
ceftazidim) va

piperacillin/tazobactam trong diéu tri khoi dau

trong trudng hop tiép can 1én thang khang sinh
[4]. ‘

Dong thoi, hién nay véi xu hudng gia tang
ty 18 dé khang khang sinh, truong hop can st
dung sulbactam trong diéu tri Acinetobacter
baumannii khang carbapenem theo Huéng dan
diéu tri cdc nhiém khuan Gram 4m da khang
(AMR Guidance Version 5.0, cap nhat 2026),
sulbactam liéu cao phdi hop véi khang sinh
khac 1a phac d6 thay thé (cho phac do str dung
Sulbactam-durlobactam chwa san c6) [5].
Trong mot sb truong hop, co thé sir dung
cefoperazon/sulbactam trong truong hop
ampicillin/sulbactam khong c6 san, uu tién sir
dung ty 16 1:1 dé dam bao ndng do sulbactam
ma khong 1am tang qua mirc lidu cefoperazone
dikém [6], [7]. Noi dung ndy ciing duoc dé cap
trong Hudng dan sir dung khang sinh cia Bo Y
té (2015) [3].

Ciing can luu y cefoperazon co nguy co
gip mot sb tac dung khong mong mudn, dic
biét la nguy co chdy mau va giam prothrombin
mau do cau tric N-methylthiotetrazole
(NMTT). Nhom NMTT cua cefoperazon da
duogc ghi nhan lam tang nguy co giam dong
mau so vdi cac khang sinh khong mang nhém
nay [8]. Duogc thu qudc gia Viét Nam ciing

Tai liéu tham khao:

canh bao nguy co xuat huyét nghiém trong, co
thé gy tir vong can theo ddi chit chd cac ddu
hiéu xut huyét, giam tiéu cau va réi loan dong
méau ¢ bénh nhan dung thudc nay. Pong thoi
dung st dung cefoperazon trong truong hop
bénh nhin chay mau dai dang ma khong co
nguyén nhan r6 rang. Bén canh do, co thé xay
ra thiéu hyt vitamin K dan dén réi loan dong
méau do khang sinh trc ché hé vi khuan duong
rudt tong hop vitamin K. Nguy co thiéu hut
vitamin K tdng lén & cac bénh nhan suy dinh
dudng/suy kiét, roi loan hép thu, nghién rugu
hodc dugc nudi an qua duong tinh mach kéo
dai. Bénh nhan co6 thé xuat hién giam
prothrombin c6 hodc khong c6 chay mau kem
theo. O nhitng bénh nhan nay, can gidm st
thoi gian prothrombin va chi dinh bd sung
vitamin K ngoai sinh néu cn. Phan tng giéng
disulfiram duogc dac trung bdi tri¢u chung do
birng mit, @6 md hoi, dau dau, nhip tim nhanh
c6 thé xay ra & bénh nhin dung cac chit kich
thich chira alcohol trong vong 72 gi¢ sau khi
st dung cefoperazon [9].

Viéc su dung cefoperazon — sulbactam
can phu hop véi cac chi dinh dugc phé duyét
va hudng dan diéu tri, cling nhu xem xét cac
lwa chon thay thé c6 it tac dung khong mong
muén trén huyét hoc dé dam bao hiéu qua, an
toan khi sir dung trén bénh nhan.
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REVUMENIB — MENIN INHIBITOR PAU TIEN PUQC FDA PHE DUYET
CHO BENH BACH CAU CAP KMT2A/NPM1

1. Tong quan

Revumenib 1a thube e ché menin, duge
FDA Hoa Ky phé duyét 1an dau vao thang
11/2024 cho bénh bach cau cép tai phat hoic
khang tri c6 chuyén doan KMT2A & nguoi 1on
va tré em tir 1 tudi. Thang 10/2025, FDA mé
rong chi dinh cho AML tai phat hoac khang tri
c6 dot bién NPM1 nhay cam & ngudi 16n va tré
em tir 1 tudi khong c6 lua chon diéu tri thay thé
thoa dang. Revumenib tdc dong vao tuong tac
menin—-KMT2A, qua d6 thuc day biét hoa té
bao leukemia. Cac dir licu AUGMENT-101
cho thay hoat tinh 1dm sang & nhom bénh nhan
tai phat/khang tri, trong d6 mot ty 1€ bénh nhan
c6 thé tién toi ghép té bao gbe tao mau. Hai doc

]

tinh ndi bat can luu ¥ 1a hoi chung biét hoa va
kéo dai QTc. [1-4]
2. Co ché tac dung

Menin 1a protein diéu hoa phién mé, tham
gia vao co ché gay bénh cua leukemia co
KMT2A rearrangement va NPM1 mutation.
Tuong tac menin v4i cac phuc hop lién quan
KMT2A gbp phan duy tri biéu hién cac gen
nhu HOXA9 va MEIS1, tir d6 thuc ddy ting
sinh va han ché biét hoa té bao leukemia.
Revumenib trc ché chon loc menin, 1am gian
doan tuong tdic menin—-KMT2A va lam thay
d6i chuong trinh phién ma bénh 1y, thuc day
qua trinh biét hoa cia té bao leukemia. [3

Hinh 1. Co ché tac dung khai quét ciia Revumenib

KMT?2A rearrangement/
NPMI1 mutation

Revumenib trc ché
chon loc menin

3. Dix liéu hiéu qua 1am sang

Dt lieu KMT2A: Trong AUGMENT-101,
quan thé danh gia theo nhin FDA gom 104
bénh nhan bach cau cép tai phat/khang tri co
chuyén doan KMT2A. Ty 1¢ CR+CRh la
21,2% (22/104; KTC 95%: 13,8-30,3), thoi
gian duy tri CR+CRh trung vi 6,4 thang. Day la
quéan thé va tiéu chi danh gia theo nhin FDA,
khong nén gop v6i quan thé phan tich pha I1 57
bénh nhan dudi day. [1]

HOXA9/ MEISI va
chuong trinh leukemia

Giam chuong trinh
leukemia => thuc
day biét hoa

O phén tich pha IT duoc cong b trén Journal of
Clinical Oncology, mdt quan thé riéng gom 57
bénh nhan KMT2A-rearranged c6 thé dénh gia
hiéu qua dat ty 16 dap ung tong thé (ORR)
63,2% (36/57; KTC 95%: 49,3-75,6). Trong
36 bénh nhan c6 dap ung, 14 bénh nhan
(38,9%) tién téi ghép té bao gdc tao mau. Hai
b s lidu 22/104 va 36/57 vi vay khong mau
thuin: 22/104 1a CR+CRh trong quan thé 104
bénh nhan theo nhan FDA, con 36/57 1a ORR
trong quan thé pha II gdm 57 bénh nhan. Do dit




lidu ghép dén tir nhom c6 dap ung, revumenib
¢6 thé tao co hoi dua mot s6 bénh nhan phu hop
tdi ghép; tuy nhién, day 1a dir li¢u tir nghién
citu mot nhanh va khong ching minh
revumenib c6 tic dung nhu mdt “cau ndi dén
ghép” & moi bénh nhan. [1,2]

Dit liéu NPMI: Trong quan thé 65 bénh nhan
AML tai phat/khang tri c6 dot bién NPM1 cia
AUGMENT-101, CR+CRh dat 23,1% (15/65;
KTC 95%: 13,5-35,2), thoi gian duy tri

CR+CRh trung vi 4,5 thang. FDA chi dinh
revumenib cho bénh nhan tir 1 tudi tré 1én c6
AML tai phat/khang tri voi dot bién NPMI
nhay cam va khong c6 lya chon diéu tri thay
thé thoa dang. [1,4]

Nhom N CR+CRh DOR c
trung vi

KMT2A 104 21,2% 6,4
translocation (22/104) thang

NPMI1 65 23,1% 4,5
mutation (15/65) thang

Hinh 2. CR+CRh trong cac quan thé AUGMENT-101

CR + CRh (%)
= N
w1 o

=
o
I

KMT2A
n=104

4. Liéu dung va cach ding

e Bénh nhan > 40 kg: 270 mg udng mdi 12
gid néu khong ding chét tc ché CYP3A4
manh; 160 mg mdi 12 gio khi ding dong
thoi chat trc ché CYP3A4 manh.
Bénh nhan < 40 kg: 160 mg/m? uéng moi
12 gid néu khong dung chit tc ché
CYP3A4 manh; 95 mg/m? mdi 12 gio khi
dung dong thoi chat trc ché CYP3A4 manh.
Ubng 2 lan/ngay, luc déi hodc cung bita dn
it chat béo, vao khoang cung thoi diém mdi
ngay.

NPM1
n=65

e Khoéng bit diu revumenib cho dén khi
WBC giam xudng <25 G/L. Tiép tuc diéu
tri cho dén khi bénh tién trién hodc xuét
hién doc tinh khong chip nhan duoc. Néu
khong c6 hai tinh trang nay, nhan FDA
khuyén céo diéu tri toi thiéu 6 thang dé c6
du thoi gian danh gia dap ung lam sang;
day khong phai 13 yéu cau phai diéu trj du 6
thang bat ké dién bién bénh hay doc tinh.
[1]




Hinh 3. M6t sé doc tinh quan trong cla revumenib

Kéo dai QTc

HOi chiing biét hoa

5. An toan va cac luu y thuc hanh

5.1. Cinh bao dong khung (boxed warning)

Nhan FDA hién hanh (10/2025) c6 boxed
warning gdm hoi chimg biét héa va kéo dai
QTc kém nguy co Torsades de Pointes. Khong
bit diu revumenib néu QTcF >450 ms; can
hi€u chinh ha kali méu va ha magnesi mau
trude va trong diéu tri. [1]

5.2. Hoi chirng biét héa

Hoi chimg biét hoa co thé gay sbt, kho
thd, giam oxy mau, thAm nhiém phéi, tran dich
mang phdi/mang tim, ting can nhanh, phu, tut
huyét ap va suy than. Trong cac thir nghiém &
lidu khuyén céo, hoi chimg biét hoa xay ra &
25% bénh nhan; d6 3—4 1a 12% va co 2 truong
hop ttr vong. [1]

¢ Khi nghi ngo: dung dexamethason 10 mg
tinh mach mdi 12 gid & ngudi 16n, tdi thiéu
3 ngdy va tiép tuc cho dén khi triéu chimg
hét; ddng thoi theo ddi huyét dong. Néu
nghi ngd hdi ching biét hoa & tré em, xur tri
theo nhan va thuc hanh chuyén khoa nhi.
[1] ’
Tam ngung revumenib néu tri€u chung
ning kéo dai >48 gid sau khi bat dau
corticosteroid, hodc sém hon néu xuét hién
biéu hién de doa tinh mang.

20 25
Ty 1€ (%)

Néu bach ciu tang hodc ting nhanh, can
nhic hydroxyurea; chi giam/ngimg
hydroxyurea sau khi tinh trang tang bach
ciu cai thién. [1]
5.3. Kéo dai QTc
Kéo dai QTc dugc ghi nhan & 36% bénh
nhan; QTcF >500 ms & 10%. Tan suit ting
theo tudi, tir 21% & bénh nhan <17 tudi 1én
46% & bénh nhan >65 tudi. [1]

* Do ECG trudc diéu tri, it nhat 1 lan/tudn
trong 4 tuan dau va it nhat hang thang sau
do; theo doi thuong xuyén hon & bénh nhan
¢6 yéu td nguy co hodc ding thube kéo dai
QTec. [1]

QTcF >480 dén 500 ms: tam ngung, hiéu
chinh dién gidi; dung lai lidu cii khi QTcF
<480 ms.

QTcF >500 ms hodc ting >60 ms so véi
ban dau: tam nging, hiéu chinh dién giai;
dung lai & mirc lidu thap hon khi QTcF
<480 ms.

Néu xuit hién loan nhip de doa tinh
mang/Torsades de Pointes: ngung vinh
vién. [1]

5.4. Twong tac thudc qua CYP3A4

Revumenib duoc chuyén hoa chi yéu qua
CYP3A4. Posaconazole, voriconazole va




itraconazole 1a cac chit trc ché CYP3A4 manh,
lam taing AUC va Cmax cua revumenib
khoang 2 14n; vi vy can giam liéu revumenib
theo nhan thudc. Nguoc lai, fluconazole va
isavuconazole 1a chét tc ché CYP3A4 muc do
trung binh va nhan thubc khong yéu cau diéu
chinh liéu revumenib khi dung dong thoi. [1]

Diém thuc hanh quan trong tai khoa Huyét
hoc: khi du phong/nhiém nim budc phai st
dung posaconazole hodc voriconazole, dugc si
]am sang can ra soat dong thoi lidu revumenib
va nguy co kéo dai QTc. Hai thudc nay vira 1a
chat wc ché CYP3A4 manh vira c¢6 kha ning
kéo dai QT, do d6 can cha y ca diéu chinh liéu
14n theo d&i ECG va dién giai. [1]
6. Vi tri diéu tri

Revumenib hién c6 chi dinh FDA & bénh
bach ciu cép tai phat/khang tri co chuyén doan
KMT2A va AML tai phat/khang tri c6 dot bién
NPMI1 nhay cdm ¢ bénh nhan tur 1 tudi tro 1én;
riéng chi dinh NPM1 yéu cau khong c6 lya
chon diéu tri thay thé thoa dang. Vi vay, khong
nén mo rong két luan sang AML méi chan
doén hodc cac bdi canh khac ngoai chi dinh da
duoc phé duyét. Dt liéu 14/36 bénh nhan dap
g tién t6i ghép cho thdy revumenib c6 thé
g6p phan tao co hoi @& mot s bénh nhan phu
hop tién t6i ghép, nhung ddy chua phai bang
chung so sanh tryc tiép chimg minh loi ich cua
chién luoc “cau nbi dén ghép”. [1-4]
7. Cap nhat vi tri so véi Menin Inhibitor
khac

Pén nim 2026, revumenib khong con 1a
menin inhibitor duy nhat duoc FDA phé duyét.
Ziftomenib (Komzifti®) dugc FDA phé duyét
ngay 13/11/2025 cho ngudi lon AML tai
phat/khang tri c6 dot bién NPM1 nhay cam va
khong c6 Iya chon diéu tri thay thé thoa déng.
Revumenib dung 2 lan/ngdy, trong khi
ziftomenib dung 1 ldn/ngay. Tuy nhién, hai

TAI LIEU THAM KHAO

thudc chua dugc so sanh dbi dau tryc tiép trong
mot thir nghiém ngau nhién; vi vay khong nén
két luan thudc nao wu viét hon chi dua trén cac
ty 1¢ dap ung tir cac nghién ciru mot nhanh
khac nhau. [5,6]

8. Tinh trang phé duyét/Pang ky

Revumenib da dugc FDA Hoa Ky phé
duyét cho céc chi dinh néu trén. Khi ra soat cac
ngudn cong khai trén web, chua tim thay thong
tin duo  tin cay dé khang dinh
revumenib/Revuforj di duoc cap sb diang ky
luu hanh tai Viét Nam. Do d6, nén ghi than
trong rang “chua xac minh dugc tinh trang cap
phép luu hanh tai Viét Nam tir nguén cong
khai” va kiém tra lai truc tiép trén hé thong tra
cuu cua Cuc Quan ly Duoc trude khi phat hanh
ban in. Khong nén viét khang dinh thubc “chua
duoc dang ky tai Viét Nam” néu chua co két
qua tra curu chinh thuec. [7]

Revumenib 14 thube rc ché menin md ra
mot chién luge diéu tri nhdm dich cho bénh
bach ciu cip tai phat/khang tri c6 KMT2A
translocation hodc AML tai phat/khang tri c6
NPM1 mutation nhay cam theo chi dinh FDA.
Trong AUGMENT-101, 22/104 bénh nhan
KMT2A dat CR+CRh (21,2%), trong khi &
quan thé pha II riéng biét 57 bénh nhan
KMT2A-rearranged, ORR 1a 36/57 (63,2%);
su khac nhau vé miu sb va tiéu chi dap tng can
duogc trinh bay rd. Dit liéu 14/36 bénh nhan dap
g tién t6i ghép cho thay kha nang tao co hoi
ghép & mot sO bénh nhan phu hop, nhung
khong di dé khang dinh vai trd cau nbi & moi
truong hop. Can dic biét luu y boxed warning
vé hoi ching biét hoa va kéo dai QTc/Torsades
de Pointes, cung cac tuong taic CYP3A4.
Ziftomenib 1a mot lya chon menin inhibitor
khac cho AML NPMI1 tai phat/khang tri,
nhung chua c6 nghién ctru d6i dau truc tiép voi
revumenib. [1-6]
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10/2025. https://www.accessdata.fda.gov/drugsatfda docs/label/2025/218944s0031bl.pdf




[2] Issa GC, Aldoss I, Thirman MJ, et al. Menin Inhibition With Revumenib for KMT2A-
Rearranged Relapsed or Refractory Acute Leukemia (AUGMENT-101). Journal of Clinical
Oncology. 2025;43(1):75-84. doi:10.1200/JC0O.24.00826.

[3] Issa GC, Aldoss I, DiPersio J, et al. The menin inhibitor revumenib in KMT2A-rearranged or
NPM1-mutant leukaemia. Nature. 2023;615:920-924. doi:10.1038/s41586-023-05812-3.

[4] Arellano ML, et al. Menin inhibition with revumenib for NPM1-mutated relapsed or refractory
acute myeloid leukemia: the AUGMENT-101 study. Blood. 2025;146(9):1065-1077.

[5] U.S. Food and Drug Administration. FDA approves ziftomenib for relapsed or refractory acute
myeloid leukemia with a NPM1 mutation. 13/11/2025. https://www.fda.gov/drugs/resources-
information-approved-drugs/fda-approves-ziftomenib-relapsed-or-refractory-acute-myeloid-
leukemia-npm1-mutation

[6] U.S. Food and Drug Administration. KOMZIFTI (ziftomenib) Prescribing Information. 2025.
https://www.accessdata.fda.gov/drugsatfda docs/label/2025/220305s0001bl.pdf

[7] Cuc Quan Iy Duoc, Bo Y té. Hé théng/cong thong tin tra ciru thude va dang ky luu hanh tai Viét
Nam. Tinh trang cip phép revumenib can duoc xac minh truc tiép trén ngudn chinh thic trude khi
phat hanh.




ASCIMINIB TRONG PIEU TRI TUYEN PAU BENH BACH CAU MAN
DONG TUY (CML): CAP NHAT TU NGHIEN CUU ASC4FIRST VA Y
NGHIA POI VOI THUC HANH TAI BENH VIEN

1. B6i canh

Trong hon hai thap ky qua, thudc trc ché
tyrosine kinase (TKI) dd lam thay dbi hoan
toan tién lugng cua bénh bach cdu man dong
tay giai doan man (chronic phase chronic
myeloid leukemia — CML-CP). Imatinib van 1a
tiéu chuén diéu tri nén tang tai nhiéu quéc gia,
trong khi ciac TKI thé hé 2 nhu nilotinib,
dasatinib va bosutinib gitip dat dap ung phan tir
som hon nhung di kém nguy co doc tinh tim
mach, qué trinh chuyén hoa hoac tran dich
mang phdi, anh huéng dén kha ning diéu tri
lau dai.

Asciminib 1a thuéc dau tién thudc nhom
STAMP (Specifically Targeting the ABL
Myristoyl Pocket), tic dong 1én tii myristoyl
ctia protein ABL thay vi vi tri gin ATP nhu céc
TKI truyén thong. Co ché tic dung méi nay
gitp (rc ché BCR::ABL1 theo con duong di lap
thé (allosteric inhibition), dong thoi lam giam
hién twong khang thudc chéo va mang lai hd so
an toan thuén lgi hon. Sau khi chirng minh hiéu
qua & bénh nhan da diéu tri that bai tir hai TKI
tré 1én, asciminib tiép tuc duoc danh gia & diéu
tri budc mot trong nghién ctru pha III
ASCA4FIRST.

2. Nghién ctiru ASC4FIRST: Nhimng diém
ndi bat

ASCA4FIRST Ia nghién cuu pha III, da
trung tAm, nhdn md, ngau nhién, tuyén chon
405 bénh nhan CML-CP méi duoc chan doan
va chua timg diéu tri bang TKI. Nguoi bénh
duoc phan ngiu nhién st dung asciminib 80
mg udng mot 1an mdi ngay hodc diéu tri bang
mot TKI do nghién cuu vién lua chon
(imatinib, nilotinib, dasatinib hoac bosutinib).
Ti€u chi danh gia chinh la ty 1¢ dat dap ung
phan tor lon (Major Molecular Response —

MMR, BCR::ABLI <0,1% theo thang chuan
quéc té) tai tuan diéu tri thr 48.

Két qua: Tai tuan 48, ty 16 dat MMR ¢
nhom dung asciminib dat 66,0%, vuot trdi hon
so v6i nhom dung thudc imatinib 1a 57,8%,
khong dat ¥ nghia thdng ké (95% CI-5,1 dén
21,5) [3]. T6i tudn 96, hiéu qua cta asciminib
tiép tuc dwoc duy tri va gia tang. Ty 1¢ dat
MMR & nhém asciminib tang té1 74,1% so véi
52,0% & nhom ddi chung [2]. Ty 1€ dat muc do
dap ung sau (MR4) ciing cao hon dang ké
(48,8% so voi 27,5%) [4]. ASCAFIRST cho
théy asciminib cai thién MMR tai tudn 48 va 96
so voi1 TKI do nghién ctru vién lya chon; tuy
nhién chua co dit liéu séng con dai han va
nghién ctru khong danh gid kha nang ngung
TKI thanh cong.

Mot diém ndi bat khac ctia ASCAFIRST 1a
tinh an toan. So véi nhom st dung cac TKI
chuén, bénh nhén diéu tri bang asciminib gap it
bién cb bat lgi d6 >3 hon, dong thoi cb ty 18
ngimg thudc hodc giam lidu do tac dung khong
mong mudn thap hon. Céc tac dung khong
mong mudn thudng gip cha yéu & muic do nhe
dén trung binh va it lién quan dén ddc tinh tim
mach hoic tran dich mang phdi — nhitng van dé
von 13 han ché cua mot sé TKI thé hé hai. Cu
thé, ty 18 giam tiéu cau 1a 28% (d6 3-4 1a 17%);
giam bach cau trung tinh 22% (d0 3-4 13 14%);
ty 1€ tang lipase/amylase 1a 20%, viém tuy 2%.
Ty 1& mic ting huyét ap 1a 18% (do 3-4 1a
10,2%) [2].

Co ché hoat dpng: Asciminib tc ché hoat
tinh kinase ABLI cua protein dung hop
BCR::ABLI1 bang cach gin vao tai myristoyl
cia ABL, gdy trc ché tang sinh té bao CML, tao
dap tng phan tr sdu va lam gidm ddc tinh so
v6i cac TKI khac. Trong nghién ctru tién 1am




sang, thudc cho thay hoat tinh véi BCR::ABL1
va mot s6 dang dot bién, bao gém T315I (voi

cac bénh nhan CML-Ph (+) dugc sir dung véi
lidu 200mg x 2 lan/ngay).

A Autoinhibition of ABL1 by Engagement
of Myristoyl-Binding Site

N " Myristoylated
N-terminal

Inactive

B Loss of ABL1
Autoinhibition Due to
BCR-ABL1 Translocation

C Allosteric Inhibition of BCR-ABL1
Kinase Activity by Asciminib

Inactive

Hinh 1: Co ché hoat dpng ciia asciminib [6]

3. Y nghia d6i v6i thue hanh tai bénh vién
Két qua cta nghién ctru ASC4FIRST cho
thiy asciminib khéng chi cai thién hiéu qua
diéu tri ma con dem lai kha nang dung nap tot
hon trong viéc diéu trj lau dai. Piéu nay ¢ ¥
nghia dic biét di véi cac bénh nhan huyét hoc,
dic biét 1a cac bénh nhan can st dung TKI lién
tuc trong nhiéu nam. Viéc giam ty 1& nging
didu tri va giam doc tinh co thé gitp duy tri dap
g phan tir on dinh, han ché chuyén d6i thudce
va giam ganh nang theo ddi cac bién cd bat loi.
Asciminib chiu anh huéng ciia chét wrc ché
CYP3A, dong thoi wc ché CYP2C9 va tuong
tac voi co chit P-gp/BCRP. Dugc si 1am sang
can phdi hop vai bac si trong viée ra soat tuong
tac thude, dic biét véi cac thude anh huong dén
CYP3A4, CYP2C9, déng thoi theo ddi cong
thirc mau, chtrc nang gan, men tuy va dap tng
phan tir dinh ky theo khuyén céo ctia European
LeukemiaNet (ELN) [1]. Dong thoi, bac si va
duoc sT14m sang cin huéng din ngudi bénh st
dung thudc khi d6i dé han ché nguy co tuong

tac voi thire an, cu thé ngudi bénh nén udng
thudc trude khi an it nhat 2 gio hodc 1 gid sau
khi an. Bénh nhan can tranh dung rosuvastatin,
theo ddi khi dung v&i warfarin va khi phdi hop
véi cac chat te ché CYP3A4 manh.

Mic du dit lidu vé séng con toan bo
(overall survival) va ty 1¢ ngimg diéu trj thanh
cong van can duoc theo ddi trong thoi gian dai
hon, nhung két qua hién nay cho thay
asciminib c6 tiém ning tré thanh mot trong
nhitng lya chon diéu tri wu tién cho bénh nhan
CML-CP méi chan doan, dic biét & cac truong
hop can téi wu ca hiéu qua diéu tri va tinh an
toan [3].

Hién tai, thudc da chinh thirc duge nop hd
so dang ky Iuu hanh 1én Cuc Quan Iy Dugc (Bo
Y té) va dang trong qué trinh xem xét phé
duyét. Mic du rao can chi phi ¢ cac thube moi
1a rat 16n, sy dong hanh tir cac chwong trinh hd
trg bénh nhan va chinh sach Bao hiém Y té
dugc ky vong s& giup ngudi bénh d& dang tiép
can liéu phap nay hon.

Bang 1. So sanh mt s6 dic diém ciia cac TKI thuwong ding trong diéu tri buéc mot CML

Noi dung Asciminib

Imatinib

Dasatinib

Nilotinib

Bosutinib

Co ché STAMP

ATP-TKI

ATP-TKI

ATP-TKI

ATP-TKI

Myristoyl

Dich tac dong bocket

ATP pocket

ATP pocket

ATP pocket

ATP pocket

MMR tai 48 tudn* 67,7%

40,2%

46%

43%

47,2%

Dap ung sau (MR4) tai 48(38,8%

14,7%

26,5%%

26,5%%

26,5%%




Noi dung Asciminib Imatinib | Dasatinib | Nilotinib | Bosutinib

tuin*
ADR d6 >3 38,0% 44,4% 54,9% 54,9% 54,9%
Ngirng thuéc do ADR 4,5% 11,1% 9,8% 9,8% 9,8%
* Dit liéu asciminib - imatinib tir nghién ciru so sanh ngdu nhién ASC4FIRST: dit liéu cua dasatinib
va nilotinib tong hop tir cdc thit nghiém DASISION va ENESTnd; dit liéu ciia bosutinib tir nghién ciiu
BFORE.
* Céc ty 168 MMR va MR4 dugc trinh bay nham cung cap thong tin tham khao vé hiéu qua diéu tri,
khong nham xép hang hoac két luan thude nao vuot troi hay kém hon thudc nao. Cac nghién ctru co6 thé
khac nhau vé thiét ké, quan thé bénh nhén, tiéu chi danh gia va thoi diém theo ddi; do d6, day la so
sanh gian tiép giita cac nghién ctru, khong phai so sanh ddi dau.

* Trong nghién ctru ASCAFIRST, ¢ phan téng bénh nhan duoc lua chon imatinib, MMR tai tuan
48 dat 69,3% vai asciminib va 40,2% vdi imatinib; chénh 1éch 29,1%(95% CI: 16,9-42,2).

* Trong phan tang TKI thé hé 2 cia ASC4FIRST, MMR tai tuan 48 dat 66,0% véi asciminib va
57,8% véi nhom TKI thé hé 2 gop, bao gdm nilotinib, dasatinib va bosutinib, khong dat y nghia thong
ké (95% CI: —5,1 d&n 21,5).

THU'C HANH DUQC LAM SANG Theo  ddi | BCR::ABLI1 (IS) mdi 3 thang
Khi nao nén cin nhic asciminib ngay hiéu qua theo ELN
tir dau?

Thudc anh huéng CYP3A4,
CYP2C9, P-gp; statin, thude
chbng dong...

v Nguoi bénh cé nguy co tim mach cao. Quan ly
v Nguoi bénh c6 dai thio dudng hodc hoi tuong tac

chting chuyén hoa.

Gido  duc | Tuan tha diéu tri, nhan biét

v Ngudi bénh tré huéng téi myc tidu diéu
nguoi bénh | ADR, tai kham dung lich

tri lau dai va co6 kha nang dat TFR.

v Nguoi bénh can han ché nguy co phai TONG KET
doi thude do doc tinh.

Vai tro cia dugc silim sang trong diéu tri CML nhd co ché STAMP dic

Noi dung Vai tro biét. Dit liéu nghién ciru ASCAFIRST cho thiy

Asciminib mé ra mot hudng ti€p can mai

thudc vira dat hidu qua phan tir vuot troi, vira
cai thién tinh an toan so véi cac TKI chuin,
g6p phan t6i wu hoa diéu tri lau dai cho nguoi
bénh, dap tmg phan tir sdu co thé 1a tién dé dé
Theo doi an | Cong  thiuc mau, AST/ALT, danh gia TFR trong tuong lai, nhung hién chua
toan bilirubin, lipase/amylase du dit liéu dé dung TFR nhu tiéu chi riéng uu

tién asciminib.

banh  gia | Khai thac tién st tim mach,
truéc  diéu | thudc dang sir dung, nguy co
tri tuong tac thude
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TUONG TAC GIUA CAC THUOC KHANG NAM NHOM AZOLE VA
VINCRISTINE: NGUY CO PQC TiNH THAN KINH VA LIET RUQT
NGHIEM TRONG

Vincristine 12 mét trong nhitng thudc hoa
tri nén tang trong diéu tri nhiéu bénh 1y huyét
hoc 4c tinh. Mac du c6 hi¢u qua cao, doc tinh
than kinh 13 tic dung khéng mong mudn gisi
han lidu quan trong cua thudc. O ngudi bénh
huyét hoc, cac thudc khang ndm nhém azole
thudng duoc chi dinh dé dy phong hoic diéu tri
nhiém nim xam lan. Tuy nhién, do kha nang trc
ché CYP3A va/hoic P-glycoprotein, cac azole
¢6 thé lam ting ndng do vincristine, dan dén
gia ting nguy co ddc tinh than kinh, liét rudt va
nhiéu bién ching nghiém trong khac. Ban tin
nay tong hop co ché tuong tac, biéu hién 1am
sang va cac khuyén cdo giup nhan dién, phong
ngura va xu tri tuong tac trong thuc hanh.

1. Co ché caia twong tac thudce

Vincristine duoc chuyén héa chu yéu bai
CYP3A4/CYP3A5 va la co chat cia P-
glycoprotein (P-gp). Cac thubc khang nam
nhom  azole, dac biét itraconazole,
posaconazole va voriconazole, c6 kha nang tc
ché CYP3A va/hodc P-gp, lam giam chuyén
hoa va thai trir vincristine, dong thoi tang tich
lity thudc trong té bao. Két qua 1a ndng d6 va

thoi gian phoi nhiém vincristine tang 1én, dan
dén tang nguy co doc tinh.

2. Hau qua ciia twong tic thudc

Khi phdi hop vincristine véi azole, doc
tinh c6 thé xuit hién sém hon, ning hon va kéo
dai hon so v6i dung vincristine don doc, doi
khi chi sau 1-2 liéu. Céc bién chung dugc ghi
nhan gdm doc tinh than kinh ngoai bién, rdi
loan than kinh tu chu gdy tao bon va liét rudt,
ton thuong day than kinh so, hoi ching tiét
hormone chéng bai niéu khong thich hop
(SIADH) - dan dén ha natri mau va co giat.
Nguy co cao nhat thuong gip khi phdi hop
vincristine cung  v&i  itraconazole  va
posaconazole.

3. Phén loai mirc d§ nguy co theo tirng loai
thudc Azole

Kha ning @c ché CYP3A4 va P-
glycoprotein khong dong nhat giita cac thude
trong nhom azole, dan dén su khac biét 1o rét
vé mirc d6 nguy co twong tic voi vincristine.
Bang dudi day tom tit dic diém duoc ly va
murc d§ nguy co 1am sang twong Gng cua tung
thudc (Bang 1):

Bang 1: Pic diém dwoe Iy va mire dd nguy co 1Am sang twong tng ciia tirng thudc

Thude azole Uc ché Uc ché
CYP3A4  P-gp

Itraconazole | Rat manh

Nguy co cao nhét; khoi phét doc tinh trung binh ~9,5
ngay sau phoi hop

Murc d6 nguy co / Ghi chtl 1am sang

Posaconazole | Manh

Nguy co cao; nhiéu béo cdo liét rudt va co giat do SIADH

Voriconazole | Manh

Nguy co trung binh—cao; mot s6 dir liéu goi y lidu dy
phong c6 thé an toan hon, nhung ty 1€ ddc tinh tiéu hoa
cao van dugc ghi nhan

Yéu (phu

Fluconazole thuée 1i éu)

Nguy co thdp nhét o li‘éu du phong thong thuong; than
trong khi dung liéu di€u tri cao




4. Biéu hi¢n 1am sang ciia doc tinh khi phéi
hop Vincristine voi Azole

- Dgc tinh trén h¢ than kinh tu chi - tiéu
hoa: Pay 1a biéu hién thuong gip nhat trong
cac truong hgp tuong tac dugc bao cdo.
Vincristine gy ton thuong cac soi than kinh tu
chu chi phéi éng tiéu hoa (dam rdi than kinh
rudt), dan dén giam nhu dong rudt. Khi két hop
v6i azole, muc d6 ton thuong nay bi khuéch
dai, biéu hién 1am sang bao gém:

+ Pau bung dir doi, thuong khoi phat dot
ngot;

+ Téo bon nang, c6 thé tién trién nhanh
trong vai ngay;

+ Chudng bung, giam hodc mat Am rudt
khi tham kham,;

+ Liét rudt co nang (paralytic ileus) — bién
ching ning nhat, co thé can can thiép ngoai
khoa néu khong dugc nhan dién va xur tri kip
thoi.

- Boc tinh than kinh ngoai bién: Biéu hién
kinh dién cua doc tinh vincristine bao gdm té bi
dau chi (di cam), yéu co & ca chi trén va chi
dudi, mat phan xa gan xwong (dic biét 13 phan
xa gin got), cung voi dau than kinh c6 tinh chat
bong rat hoac nhu dién giat.

- Poc tinh than kinh so: Tén thuong céc
day than kinh so c6 thé biéu hién duéi dang sup
mi mét (ptosis), liét cac co van nhan gay nhin
d6i hodc han ché van dong nhan cau, cung voi
dau vung ham. Mac du it gap hon doc tinh
ngoai bién, cac biéu hién nay c6 gid tri canh
bao quan trong vé muc d6 nghiém trong cua
t6n thuong than kinh toan thé.

- R&i loan dién giai va bién chung than
kinh trung wong: Vincristine c¢6 lién quan dén
hoi chiing SIADH, gay ha natri mau. Khi doc
tinh bi khuéch dai do tuong tac vdi azole, tinh
trang ha natri mau c6 thé tré nén nghiém trong
va tién trién nhanh, 1a nguyén nhan phd bién
dan dén co giat, dic biét dang luu y & dbi tugng

I8 bénh nhi.

| ¢

- Tac dung phu trén tim mach: Biéu hién Ia
tang huyét ap; trong mot s truong hop nang,
t6n thuong cé thé gap réi loan huyét ap hodc
nhip tim.

5. Chién lwgc quan ly twong tac thude

Nhim giam thiéu nguy co cho bénh nhan
dang diéu tri dong thoi v6i vincristine va ¢ chi
dinh dy phong hodc diéu tri nhiém nidm xam
14n, cac chuyén gia y té can can nhic phdi hop
cac bién phap sau day:

- Tranh phdi hop dong thoi khi co thé:
Khuyén cao hang dau va duge wu tién dp dung
1a tranh sir dung dong thoi vincristine voi cac
thuéc khang nim nhoém azole c6 kha ning trc
ché CYP3A/P-gp manh (Itraconazole,
posaconazole va voriconazole tUc ché
CYP3A/P-gp manh hon; fluconazole 14 chat trc
ché yéu hon va phy thudc liéu. Tuy vdy, tuong
tac gay tang doc tinh vincristine da dugc ghi
nhan véi cac azole, nén uu tién tranh phéi hop
khi c6 lya chon thay thé), néu co lva chon diéu
trj thay thé phtt hop vé mit 14m sang va vi sinh.

- Lya chon thudc khang nim thay thé:
Trong giai doan bénh nhan dang nhan
vincristine, nén uu tién st dung cdc nhom
thudc khang ndm khong co tac dung trc ché
dang ké trén CYP3A4, bao gom:

+ Nhom Echinocandin (caspofungin,
micafungin, anidulafungin) — phd tac dung t6t
trén Candida va ¢ hiéu qua du phong/diéu tri
chap nhén duoc, ddng thoi han ché twong tic
qua CYP3A;

+ Céc dang bao ché Amphotericin B, dac
biét 1a dang liposome — lya chon thay thé phu
hop khi can phé tac dung rong hon, bao gom ca
nam soi.

- Theo ddi 14m sang chit ché: Bat ké chién
lugc quan 1y nao dugc ap dung, viéc gidm sat
chit ché cac ddu hiéu sém cua doc tinh 1a yéu
t6 then chdt dé can thiép kip thoi, han ché bién
ching nang.

6. Két luan




Tuong tac gitta thudc khang ndm nhém glycoprotein, dan dén ting phoi nhiém toan
azole va vincristine 1a mot twong tac thude — than va tich liy ndi bao cua vincristine.
thudc c6 y nghia 1am sang quan trong, véi co Hau qua 1am sang c6 thé bao gém cac di
ché chi yéu théng qua wre ché chuyén héa qua chung than kinh ning né, kéo dai hodc cac bién
CYP3A4 va c ché van chuyén qua P- ching de doa tinh mang nhu li¢t rudt va co giat
do ha natri mau.
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GIAM SAT PIEU TRI VANCOMYCIN THEO PiCH AUC24/MIC:
XU HUONG MOI VA LQ TRINH TRIEN KHAI TAI VIEN HUYET HQC -
TRUYEN MAU TRUNG UONG

Vancomycin 1a khang sinh glycopeptid co
vai trd quan trong trong didu tri cac nhiém
khuan do vi khuin Gram dwong, dic biét 1 tu
cau vang khang methicillin (MRSA). Tai Vién
Huyét hoc — Truyén mau Trung uwong,
vancomycin dugc str dung twong ddi pho bién,
dic biét trén bénh nhan c6 diéu tri hoa chat
hodc ghép té bao gbc. Pay 1a nhom bénh nhan
thuong xuyén phai d6i mat vé6i tinh trang suy
giam mién dich va nguy co cao sbt giam bach
cau trung tinh. Két qua tong két stir dung khang
sinh nam 2025 tai Vién ghi nhan vancomycin
nam trong 10 khang sinh c6 mirc do tiéu thu
cao nhat theo chi s6 DDD/100 ngay nam vién.
Miic str dung cao tap trung chu yéu tai cac khoa
Diéu tri héa chat, Ghép té bao gdc va Bénh
mau tong hop.

Vancomycin c6 pham vi diéu tri twong ddi
hep va dac diém duoc dong hoc bién thién
dang ké gitra cac ca thé. Thudc duogc thai trir
cha yéu qua than, do d6 thay doi chtc ning
than c6 thé anh hudng ro rét dén do thanh thai
va mirc do phoi nhiém thudc. Trén bénh nhan
mic bénh méu 4c tinh hodc c6 sdt giam bach
cau trung tinh, thanh thai vancomycin c6 xu
hudng tang cao, lam gia tdng nguy co khong
dat dich duoc dong hoc/duogc luc hoc (PK/PD)
khi str dung ché d6 liéu théng thuong. Nghién
cuu cua Haeseker va cong su ghi nhan d6 thanh
thai vancomycin & bénh nhan giam bach cau
trung tinh cao hon dang ké so v&i bénh nhan
khong giam bach ciu trung tinh [1]. Nguoc lai,
phoi nhiém vancomycin qud mirc lam ting
nguy co ton thuong than cip. Vi vay, giam sat
noéng do thudc trong mau (therapeutic drug
monitoring — TDM) va hiéu chinh liéu theo
timg ca thé c6 vai tro quan trong nham dam bao
hiéu qua va an toan diéu tri.

Sw chuyén dich tiv néng dé ddy sang

Ll AUC24/MIC

Céc nghién ciru PK/PD di ghi nhan ty sb
giita dién tich dudi dudng cong ndng do — thoi
gian trong 24 gio va ndng do wc ché t6i thidu
ctia vi khuan (AUC24/MIC) 1a thong s6 phan
anh t6t nhat hiéu qua ciia vancomycin. Tuy
nhién, trudc day viéc xac dinh AUC trong thuc
hanh gip nhiéu khé khin do can 1y nhiéu mau
mau va thuc hién cac tinh toan dugc dong hoc
phtc tap. Vi vy, ndng do day cta vancomycin
(Ctrough), duoc xac dinh ngay trude lidu tiép
theo, da dugc lya chon lam thong ) thay thé
do thuan lgi hon trong thyc hanh thuong quy.
Hudng dan dong thuan nam 2009 khuyén cio
str dung Ctrough trong TDM vancomycin: v6i
cac nhiém khuan ning, dich Ctrough 15-20
mg/L dugc dé xuit nhim ting kha ning dat
AUC24/MIC > 400. Tuy nhién, cic bang
chimg tich ity sau d6 cho thiy Ctrough khong
phai 14 thong s6 thay thé phii hop cho AUC &
tat ca bénh nhan. Nghién ciru ciia Neely va
cong su ghi nhan chi 19% bénh nhan dat
Ctrough 10-20 mg/L, trong khi 70% da dat
AUC > 400 mg.h/L [3]. Bén canh d06, viéc duy
tri Ctrough cao c6 lién quan dén ting nguy co
tén thuong than. Nghién ctu cua Finch va
cong sy ghi nhan ty 1€ ddc tinh trén than thép
hon & nhém bénh nhan dwoc higu chinh lidu
dua trén AUC so véi nhém giam sat bang
Ctrough [4].

Trén co s& cac dir liéu méi, huéng dan
ddng thuan nam 2020 ciia cac hiép hoi chuyén
mon Hoa Ky (ASHP — IDSA — SIDP) da
khuyén cdo sir dung AUC24/MIC thay cho
Ctrough don thuan trong giam sat didu tri
vancomycin d6i v6i nhidm MRSA nghiém
trong [2]. Theo do, dich AUC24/MIC dugc xac
dinh trong pham vi tir 400 — 600 dé dam bao
hiéu qua diéu tri ddng thoi han ché nguy co gip
doc tinh trén than, gia dinh MIC = 1 mg/L
phuong phép vi pha lodng [2]. O bénh nhan
huyét hoc c6 sbt giam bach cdu trung tinh,




vancomycin khong dugc khuyén cdo sir dung
thuong quy trong phac do kinh nghiém ban dau
ma duoc bd sung khi c6 chi dinh lam sang hoac
vi sinh phu hgp. Khi vancomycin dugc su dung
theo kinh nghiém, can danh gi4 lai chi dinh sau
48-72 gid dua trén két qua vi sinh, dién bién
1am sang va bang chtmg 6 nhiém khuan dé can
nhic ngimg hodc xudng thang néu khong con
chi dinh.

Uéc tinh AUC trong thuc hanh

AUC c6 thé dugc xac dinh biang phuong
trinh dugc dong hoc bac mét hodc ude tinh
theo phuong phap Bayes. V&i phuong phép st
dung phuong trinh dugc dong hoc bac 1, bénh
nhan dugc chi dinh dung vancomycin va yéu
cau 1iy 2 mau nong do thude dé tinh toan gia tri
AUC. Trong khi d6, phuong phap st dung
thuat toan Bayes c6 thé udc doan gia tri AUC
tir 1 hodc 2 mau néng do théng qua su hd tro
ctia phan mém tich hop mé hinh duoc dong hoc
quan thé ctia vancomycin dé t6i uu hoa liéu cho
bénh nhan.

Hién nay, udc tinh AUC theo Bayes la
phuong phap dugc vu tién trong thuc hanh 1am
sang theo ddi diéu tri vancomycin[2]. Su phat
trién cua cac phén mém duge dong hoc dua
trén Bayes da giup viéc udc tinh AUC tré nén
thudn tién va kha thi hon trong thyc hanh 1am
sang. Tai Vién Huyét hoc — Truyén méu Trung
uong, gia tri AUC dugc udc tinh theo phuong
phap Bayes thong qua phin mém tinh toan
dugc dong hoc SmartDoseAl [5]. Phan mém
két hop thong tin dwoc dong hoc quan thé voi
dir liéu cua timg bénh nhan nhu tudi, cdn ning,
chtic ning than, ché do lidu, thoi diém ding
thudc va két qua dinh luong nong do
vancomycin dé wdc tinh cac thong sd duge
dong hoc cé the, tinh AUC va mé phong ché do
liéu hiéu chinh. Viéc tmg dung phwong phap
Bayes voi sy hd tro ctia phan mém gitp don
gian hoa qua trinh udc tinh AUC, dong thoi
cho phép linh hoat hon vé thoi diém ldy mau
dinh lugng. AUC c6 thé dugc ude tinh sém ma
khong can chd ngudi bénh dat trang thai can

'3 bang, qua d6 hd trg danh gia sém mirc do phoi
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nhiém va hiéu chinh liéu vancomycin trong 24
— 48 gid dAu diéu tri [2]. Tuy nhién, do tin cay
ctia két qua ude tinh phu thude vao chat luong
va tinh chinh xé4c clia dit liéu dau vao. Dic biét,
viéc ghi nhan chinh xac thoi diém truyén
vancomycin va thoi diém ldy mau dinh lugng
1a diéu kién quan trong dé bao dam d¢ tin cay
ctia két qua udc tinh AUC. Vi véy, bén canh
viéc tmg dung phan mém, chuin héa quy trinh
ghi nhan thoi gian dung thudc va liy mau la
yéu cau can thiét trong trién khai theo ddi ndng
dd vancomycin trén thuc hanh 1am sang.

L§ trinh trién khai tai Vién

Tai Vién Huyét hoc — Truyén mau Trung
wong, hoat dong giam sat nong do thudc
vancomycin trong mau da tirng budc dugc cap
nhat theo xu huéng thay doi cua cac khuyén
c4o chuyén mén trén thé giéi. Tir cubi nim
2022, Vién da ban hanh Quy trinh giam sat
néng do thudc vancomycin trong méau trén
bénh nhan trudng thanh, trong d6 &p dung
giam sat va hi€u chinh lidu dya trén AUC uéc
tinh theo phuong phép Bayes. Két qua trién
khai quy trinh trén bénh nhan nguoi 16n tai
Khoa Diéu tri hoa chit sau d6 da duge téng két
va cong bd, nham danh gia dac diém st dung,
dic diém giam sat ndng do va hiéu chinh liéu
vancomycin dya trén AUC. Két qua ghi nhan
trén nhoém bénh nhan c6 sdt giam bach ciu
trung tinh, d§ thanh thai vancomycin cao hon
va gia tri AUC thip hon so v6i nhom khong co
sdt giam bach cau trung tinh [6]. Két qua nay
cho théy dic diém duoc dong hoc cua
vancomycin c6 thé thay d6i ddng ké trén bénh
nhan huyét hoc, dong thoi tiép tuc khang dinh
vai tro cia TDM va hiéu chinh liéu dya trén
mirc d6 phoi nhiém thuéc & ting bénh
nhan.Hi¢n nay, TDM vancomycin theo dich
AUC da duoc trién khai thudng quy trén bénh
nhan ngudi 16n tai Khoa Piéu tri hoa chat va
Khoa Bénh méu téng hop. Quy trinh dugc thuc
hién véi sy phéi hop giita bac si diéu tri, diéu
dudng, Khoa Hoa sinh va dugc si lam sang
trong chi dinh dinh lugng, léy mau, xac dinh
ndng d6 vancomycin, ude tinh AUC va dé xuat




hiéu chinh lidu. Trong 6 thang cudi ndm 2026,
Vién dy kién tiép tuc mé rong hoat dong nay
trén nhom bénh nhan ghép té bao gbc; giai
doan tiép theo s& hudng t6i trién khai trén bénh
nhan tré em.

Su chuyén dich tir giam sat nong do day
sang AUC24/MIC 1a két qua clia qua trinh cap
nhat bang chimg PK/PD va sy phat trién cua
cac phuong phap udc tinh AUC trong thuc

hanh. Viéc trién khai TDM vancomycin theo
AUC tai Vién Huyét hoc — Truyén mau Trung
uong thé hién su cap nhat kip thoi cac khuyén
c4o chuyén moén, dong thoi hudng t6i ca thé
hoa ché do liéu trén cidc nhoém bénh nhan co
nguy co cao. Lo trinh trién khai timg budc
dugc ky vong gop phan tdi uu hoa hiéu qua,
han ché doc tinh va nang cao chit luong st
dung vancomycin tai Vién
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QUAN LY HQI CHUNG GIAI PHONG CYTOKINE (CRS) TRONG LIEU
PHAP CAR-T VA KHANG THE PAC HIEU KEP

Liéu phap t& biao CAR-T (Chimeric
Antigen Receptor T-cell) va cac khang thé dic
hiéu kép (bispecific antibodies) da tao ra budc
tién quan trong trong diéu tri nhiéu bénh ly
huyét hoc 4c tinh nhu bénh bach cau lympho
cap, u lympho té bao B va da u tiiy xwong. Bén
canh hiéu qua diéu tri vuot troi, cac liéu phap
nay ciing 1am gia ting nguy co xuat hién cac
ddc tinh lién quan dén hoat héa mién dich,
trong d6 hoi chung gidi phong cytokine
(Cytokine Release Syndrome — CRS) 1a bién
chtng thudng gip nhit va c6 thé de doa tinh
mang néu khong dugc nhan dién va xu tri kip
thoi.

CRS 1a phan Gng viém toan than xay ra do
su hoat héa qua murc ciia hé mién dich sau khi
céc té bao CAR-T hoic khang thé dic hiéu kép
gin voi té bao dich. Qua trinh nay kich thich té
bao T va nhiéu té bao mién dich khac, ddc biét
1a dai thyc bao va bach ciu don nhan, giai
phong mét lugng 16n cac cytokine tién viém
nhu interleukin-6 (IL-6), interleukin-1 (IL-1),
interferon-gamma (IFN-y) va tumor necrosis
factor-alpha (TNF-a), tao nén hién tugng "con
bio cytokine". Trong sb céc cytokine nay, IL-6
duoc xem 14 chit trung gian dong vai tro trung
tam trong bénh sinh cta CRS, 1a co s& cho viée
st dung tocilizumab trong diéu tri.

Nhén dién hoi chirng gidi phéng cytokine

Theo Hiép hoi Ghép va Liéu phap Té bao
Hoa Ky (ASTCT), s6t >38°C khong do nguyén
nhén khéc 1a tiéu chuén bat budc dé chan doan
khoi phat CRS. Sau khi xuat hién sbt, nguoi
bénh c6 thé tién trién v6i nhiéu bicu hi¢n 1am
sang khéac nhau tuy theo mirc 4o nang cua phan
ung viém.

Céc tridu chimg thuong gip bao gom sét
cao, rét run, mét moi, dau co, dau dau, nhip tim

Ll nhanh, ha huyét 4p va giam oxy mau. Trudng

hop ning c6 thé tién trién thanh suy ho hip, sbc
hodc suy da co quan. CRS thudng xuét hién
trong vong 1—14 ngay sau truyén té bao CAR-
T, véi thoi gian khdi phat trung vi khoang 2—-5
ngdy. Dbi véi cac khang thé dic hiéu kép nhu
blinatumomab, teclistamab, elranatamab hoac
talquetamab, CRS thudng xay ra sau liéu dau
tién hodc cac liéu ting dan (step-up dosing) va
da s6 & muc do nhe dén trung binh. Do biéu
hién 1am sang ctia CRS c6 thé twong tu nhidm
khuan huyét, khi nguoi bénh sét sau CAR-T
hozc khang thé dic hiéu kép, can danh gia CRS
va nhiém trung song song: ldy cdy mau, cdy
nude tidu va X-quang nguc/khao sat 6 nhiém
theo 1am sang; & nguoi gidm bach cau, khoi tri
khang sinh kinh nghiém theo quy trinh sdt
giam bach ciu, dong thoi phan do va xir tri
CRS, khéng cho loai trir nhiém tring. CRS va
nhiém khuan huyét c6 thé cing ton tai, danh
gi4 lai chan doan theo dién bién va dap ung .

Mic du chin doan CRS chu yéu dya trén
1am sang, cac xét nghiém can lam sang gitp hd
trg danh gia muire d6 viém va theo doi dap ung
diéu tri. Nong d6 CRP va ferritin thuong ting
cao, phan anh tinh trang viém toan than. Ngoai
ra, IL-6, IFN-y va TNF-a cé thé ting rd rét.
Mot sb bat thuong khéac thudng gip gdm giam
cac dong té bao mau, rdi loan dién gidi, tang
acid uric va r6i loan chirc nang gan, than.

Phan d§ CRS theo ASTCT

Hé théng phan do CRS theo ASTCT hién
duoc xem 14 tiéu chuan qudc té va dugc FDA,
NCCN, EBMT ciing nhu hau hét cac trung tim
diéu tri CAR-T trén thé gidi ap dung.

- CRS d6 1 duoc xac dinh khi ngudi bénh
chi ¢ st >38°C, khong kém ha huyét ap va
khong gidam oxy mau.

- CRS d6 2 1a tinh trang sot kém ha huyét
ap dap tmg voi truyén dich, chua can sir dung




thudc van mach, va/hodc giam oxy mau can hd
trg oxy luu lugng thip (<6 L/phit qua gong
mii).

- CRS d¢ 3 dugc xac dinh khi nguoi bénh
can mot thudc van mach dé duy tri huyét ap
hodc can hd trg oxy luu luong cao nhu HFNC,
mat na oxy.

- CRS d6 4 1a mirc d6 nang nhat, khi bénh nhan
can tir hai thudc van mach tr& 1én hodc can hd
trg ho hap bang CPAP, BiPAP, thong khi co
hoc.

Trong thuc hanh 1am sang, muc 40 CRS duoc
xac dinh dya trén bién cd nang nhét gitra tinh
trang ha huyét ap va giam oxy méau

Béang 1. Phan d§¢ CRS theo ASTCT

Nhiét do
>38°C

Nhiét do >38°C

Khong can thudc van
mach

Khong

Can oxy luu luong
thip qua gong miii***

Giam hodc blow-by

0Xy mau

Nhiét do >38°C

Can 1 thudc van
mach, c6 hodc khong
dung vasopressin

Hoac/va**
Can oxy luu luong
cao qua gong
miii*** mat na,
non-rebreather, hoac
mat na Venturi

Nhiét do >38°C

Can >2 thudc van mach
(khong tinh
vasopressin)

Can hd tro ap luc
duong (CPAP, BiPAP
hoac dat ndi khi
quan/thong khi co hoc)

*Sot dwge dinh nghia la nhiét do >38°C, khong do nguyén nhan khac. O bénh nhén da duoc dung
thude ha sét hodc thuéc khdang cytokine (vi du tocilizumab, corticosteroid), khéng bdt budc phdi
con sét néu sau dé xudt hién ha huyét dp hodc gidm oxy mau do CRS.

**Pé CRS dge xdc dinh theo bién cé ning nhat: ha huyét dp hodc giam oxy mdu khéng gidi thich
bdi nguyén nhén khdc. Vi du: bénh nhdn sot 39,5°C can 1 thuoc van mach va oxy leu lwong thap sé

duwoc phan logi la CRS do 3.

**¥*Oxy lieu lwong thap dwoe dinh nghia la cung cdp oxy ¢ mike <6 L/phiit qua gong miii (bao gom
blow-by 6 tré em). Oxy luu lwong cao (HFNC) dwoc dinh nghia la cung cdp oxy ¢ mirc >6 L/phiit.

Nguyén tic xir tri CRS

Viéc dieu tri CRS phu thude vao muc do
nang va can dugc trién khai sém nham ngan
ngua dien tién dén suy da co quan.

- Dbi v6i CRS d6 1, didu tri chu yéu 1a
chiam soc hd trg bao gém ha sbt, bu dich, theo
ddi sat ddu higu sinh ton va danh gia, loai trir
nhiém tring. Hau hét truong hop chua can sir
dung thudc khang IL-6.

-O CRS d6 2, nguoi bénh can dugc theo

L dai chat ché va can nhic st dung tocilizumab
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som. Liéu khuyén céo 1a 8 mg/kg (t6i da 800
mg) truyén tinh mach trong 60 phut dbi voi
bénh nhan nang tir 30kg trd 1én hodc 12
mg/kg d6i voi bénh nhan dudi 30 kg. C6 thé
lap lai mdi 8 gid néu can, tdi da bén licu. Néu
triéu chtng khong cai thién hoic dién tién
nhanh, corticosteroid nhu dexamethasone 10
mg tinh mach mdi 12 gid c¢6 thé duoc phdi

hop.




- CRS d6 3 va d6 4 1a tinh trang cap ctu, hap, sir dung thudc van mach khi can va
can diéu tri tich cuc voi tocilizumab ngay lap chuyén diéu tri tai don vi hoi stre tich cuc
tire két hop corticosteroid liéu cao, hd trg ho (ICU).

Bang 2. Khuyén cao xir tri CRS theo phan d
Phan do £ o
) Khuyén cao xir tri

- biéu trj hd trg: thudc ha sot, truyén dich tinh mach, diéu tri triéu chimg va hd tro
churc ndng cac co quan khi can.

- DPanh gia va loai trir nhiém tring; can nhic khang sinh phd rong theo kinh nghiém &
bénh nhan giam bach cau trung tinh.

- C6 thé can nhic G-CSF theo huéng dan cta timg san pham; khong khuyén cao sir
dung GM-CSF.

- Néu sbt kéo dai (>3 ngay) hodc khong dap tng diéu tri, xtr tri nhu CRS d6 2.

- Khang thé dic hiéu kép: tam ngimg thudc cho dén khi hét CRS; chi quan Iy ngoai
tri khi nguoi bénh 6n dinh.

- Tiép tuc céc bién phép diéu tri hd trg nhu do 1.
- Bu dich tinh mach va b6 sung oxy khi can.

- Tocilizumab: 8 mg/kg truyén tinh mach trong 1 gid (tdi da 800 mg/lidu); co thé lap
lai mdi 8 gio néu chua cai thién, t6i da 3 liéu trong 24 gio va khong qua 4 lidu trong
mot dot CRS.

- CAR-T: Néu ha huyét ap kéo dai sau hai 1an bu dich va sau 1-2 liu tocilizumab,
can nhic dexamethasone 10 mg tinh mach mdi 12 gio' (1-2 lidu), sau d6 danh gia
lai.

- Khang thé dic hiéu kép: néu ha huyét ap khong cai thién sau bu dich, can nhic
dexamethasone 10 mg tinh mach méi 8-12 gio. Tam ngimg thudc dén khi hét CRS;
viéc stir dung lai thuc hién theo to hudng dan cla ting san phém.

- Néu khong cai thién sau 24 gid ké tir khi bat dau tocilizumab, xir tri nhu CRS d6 3.

- Tiép tuc diéu trj hd trg nhu d6 2 va sir dung thudc van mach khi can.

- Chuyén nguoi bénh vao ICU.

- Thuc hién siéu 4m tim (néu chwa co) dé danh gia chtrc ning tim va theo dai huyét
dong, chirc ning ho hap va tén thuong co quan

- Tocilizumab theo phac d6 d6 2 néu chua dat liéu ti da trong 24 gio.

- CAR-T: Dexamethasone 10mg tinh mach mdi 6 gio' (hoic trong dwong), giam
lidu nhanh khi triéu chtg cai thién.

- Khang thé dic hiéu kép: Dexamethasone 10 mg tinh mach médi 6 gio (hoic
tuong duong); co thé sir dung trong 3 ngdy va giam liéu nhanh khi cai thién. Tam




Phan d¢
CRS

san pham.

ngung thude dén khi hét CRS; viéc st dung lai thuc hién theo t& huéng dan cia ting

- Néu khong dap tng, xur tri nhu CRS d6 4.

Khuyén cao xir tri

- biéu tri hd tro tich cyc nhu d6 3, bao gdm thong khi co hoc khi can.

- Tocilizumab theo phac @6 d6 2 néu chua dat liéu t6i da trong 24 gio.

- Methylprednisolone li¢u cao: 500 mg tinh mach mdi 12 gid trong 3 ngay; sau d6
250 mg mdi 12 gid trong 2 ngdy, 125 mg mdi 12 gid trong 2 ngdy va 60 mg mdi 12
gid cho dén khi CRS cai thién xudng d6 1.

- Néu khong dap tng, can nhic methylprednisolone 1.000 mg tinh mach 2 lin/ngay
hoic cac liéu phap thay thé khac °

- Khang thé dic hi¢u kép: ngimg diéu tri; khong ty dong dung lai sau CRS d6 4°.

“ CAR-T: Do kinh nghiém swr dung cac thuéc khéc con han ché, cdac lwa chon thay thé ¢é thé bao
gom anakinra, siltuximab, ruxolitinib, cyclophosphamide va anti-thymocyte globulin/ Khdng thé
ddc hiéu kép: cdan nhdc cdc liéu phdp huéng cytokine khéc (vi du: siltuximab)

® Véi khang thé déic hiéu kép, quy dinh tam ngieng, ding lai, ngieng vinh vién, nhdp vién va ldp lai
liéu tang dan phdi dwoc doi chiéu véi to hudng dan cia tirng san pham,

Vai tro ciia tocilizumab trong diéu tri CRS

Tocilizumab 1a khang thé don dong trc ché
thu thé IL-6, c¢6 kha nang gfm vao cé thyu thé
IL-6 dang mang va dang hoa tan, tor d6 ngan
chdn hoat hoa céc tin hi€u viém do IL-6 trung
gian. Thudc duge Co quan Quan Iy Thyc pham
va Dugc pham Hoa Ky (FDA) phé duyét tir
nam 2017 dé diéu tri CRS lién quan dén liéu
phép CAR-T.

Theo cic hudéng dan hién hanh,
tocilizumab dugc khuyén cdo sir dung tir CRS
do 2 trd 1€n, dac biét khi nguoi bénh xuét hién
ha huyét 4p hodc giam oxy mau can hd tro.
Thudc gitp cai thién nhanh cac biéu hién 1am
sang nhu giam sdt, on dinh huyét ap, giam nhu
cAu oxy va han ché tién trién dén suy da co
quan. Nhiéu nghién ctru cho thdy céc triéu

ching co6 thé cai thién chi sau vai gio truyén
thubc, trong khi khoang 53—69% bénh nhan
hoi phuc sau 1-2 lidu diéu tri.

Mot uu diém quan trong cua tocilizumab

Wl 1a khong lam giam dang ké hiéu qua chdng ung

thu cta té bao CAR-T, khéac véi corticosteroid
vbn c6 thé anh huong dén sy tang sinh va chirc
ning cua té bao T. Do d6, thude duoc xem 1a
lua chon diéu trj dau tay trong kiém soat CRS.

D6i v6i diéu tri bang cac khang thé dic
hiéu kép, nhiéu nghién ctru ciing ghi nhan hiéu
qua tuong tu cua tocilizumab trong kiém soat
CRS. Mot sb thir nghiém gan day con danh gia
vai tro du phong ctia thuéc & nhom bénh nhan
nguy co cao nhim giam ty 1& va muc do
nghiém trong cua CRS.

Tuy nhién, tocilizumab c6 hi¢u qua han
ché dbi véi hoi ching doc tinh than kinh lién
quan dén té bao hiéu tmg mién dich (ICANS)
do thudc kho vuot qua hang rao méu nio.
Trong nhiing truong hop CRS di kém ICANS,
corticosteroid van giit vai tro diéu tri quan
trong.

Két luan

CRS 14 bién chimg mién dich thuong gap
va ¢6 thé de doa tinh mang ¢ bénh nhan diéu tri
bang liéu phap CAR-T hoic khang thé dic hiéu




kép. Viéc nhan di€n sém, phan d6 chinh xac
theo tiéu chuan ASTCT va xir tri phi hop co v
nghia quyét dinh trong viéc cai thién tién luong
ngudi bénh. Tocilizumab hién 14 thude diéu tri
dac hiéu duoc khuyén cdo su dung tir CRS d6 2
tr 1én nho kha niang kiém soat nhanh phan tng

TAI LIEU THAM KHAO

viém ma van bao ton hiéu qua chéng ung thu
ctia lidu phap té bao T. Viéc phdi hop chit ché
gitra bac si huyét hoc, béc si hdi stre va duoc si
1am sang 1a yéu t6 quan trong dé téi wu hoa
hiéu qua diéu trj va giam thiéu cac bién ching
lién quan.

1. Lee, D. W, et al. (2019). ASTCT consensus grading for cytokine release syndrome and
neurologic toxicity associated with immune effector cells. Biology of blood and marrow

transplantation, 25(4), 625-638.

Santomasso, B. D., et al. (2021). Management of immune-related adverse events in patients
treated with chimeric antigen receptor T-cell therapy: ASCO guideline. Journal of Clinical
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. Neelapu, S. S., et al. (2018). Chimeric antigen receptor T-cell therapy—assessment and
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. Le,R. Q. etal. (2018). FDA approval summary: tocilizumab for treatment of chimeric antigen
receptor T cell-induced severe or life-threatening cytokine release syndrome. The oncologist,
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. Morris, E. C,, et al. (2022). Cytokine release syndrome and associated neurotoxicity in cancer
immunotherapy. Nature Reviews Immunology, 22(2), 85-96.
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KHANG THE LUONG PAC HIEU BISPECIFIC SO VOI CAR-T TRONG
PIEU TRI PA U TUY XUONG TAI PHAT

Tinh dén nam 2026, linh vuc diéu tri Pa u
tuy xuong tai phat/khang tri (RRMM) da chinh
thirc budc vao mot ky nguyén méi, khi cac liéu
phap hudng dich té bao T (TCRT) dong vai tro
chu dao trong vi¢c thay ddi tién luong bénh. Sy
thay d6i mang tinh budc ngodt nhét trong giai
doan nay chinh 14 viéc trién khai cac cong nghé
tién tién nhu té bao CAR-T va khang thé ludng
dic hiéu (bsAb) & cac dong diéu tri som hon—
thuong 14 sau tir 1 dén 3 phéac do diéu tri trudc
d6 thay vi chi 13 lwa chon cudi cung cho nhiing
bénh nhan di trai qua it nhit 4 dong diéu tri
(triple-class exposed) nhu giai doan ban dau

[].

Su chuyén dich chién lugc nay duogc thuc
déy boi két qua vuot tréi tir cac thir nghiém lam
sang then chét nhu CARTITUDE-4 va
MajesTEC-3, mé ra co hoi tiép can som voi
céc liéu phap mién dich manh mé nham dat
duoc sy thuyén giam sau va kéo dai thoi gian
song cho bénh nhan [2]. Cac dir liéu thuc té va
phan tich tong hop cho thiy liéu phap CAR-T
¢6 kha nang tao ra dap @ng sau cao hon so
v6i khang thé ludng dic hiéu. Trong cac phan
tich gop va dir liéu thuc té da hiéu chinh, CAR-
T lién quan voi mat s6 két cuc tdt hon so vai
bsAb; tuy nhién bang chimg hién 14 so sanh
gian tiép/quan sat, khong chimg minh quan hé
nhan qua. Két qua con c6 thé bi anh huong boi
chon bénh, s dong diéu tri, bénh ngoai tuy,
diéu tri T-cell trudc d6 va thoi gian theo di.
Phén tich tong hop cho thiy ty 1& dap ung
khach quan (ORR) gdp cia nhom CAR-T dat
0,84 (84%), cao hon dang ké so v&i mirc 0,59
(59%) ctia nhém bsAbs (p <0,01) [3]. Su khac
biét cang tré nén rd rét khi xét dén ty 16 dap ung
hoan toan (CR): mot nghién ctru thuc té quy
mo 16m tai Chau Au ghi nhan ty 1é CR & nhém
CAR-T 1én t61 58%, trong khi nhém bsAbs chi
dat 15% [4]. Phan tich Cox diéu chinh (IPTW)
tir cac nghién ctru thuc té cho thay viée sir dung
bsAbs c¢6 lién quan dén thoi gian song thém

T khong tién trién ngén hon dang ké so v6i CAR-

T (HR 1,54; p=0,006). Ty 1¢ PFS sau 12 thang
cua nhom CAR-T dat 66%, vuot troi so voi
murc 47% ctiia nhém bsAbs. Dac biét, cilta-cel
thiét 1ap mot tiéu chuan mai véi ty 1& PFS 12
thang 1én t61 86% [4]. Ngay cd & nhom bénh
nhan c6 EMD, CAR-T vén duy tri lgi thé véi
PFS 12 thang dat 52% so v&i 32% cua bsAbs.
Mot nghich 1y dang luu y ghi nhan vao nam
2026 1a ty 18 tir vong khong do bénh tién trién
(NRM) ¢ nhom bsAbs lai ¢6 xu hudng cao hon
CAR-T. Ty 1€ NRM th6 khéac nhau gifra cac
doan hé va khong thé dung riéng dé két luan
bsAb cao hon CAR-T. Phan tich hé théng nim
2025 trén 68 doan hé/8.592 nguoi bénh cho
thiy sau hiéu chinh loai bénh, s6 dong diéu tri,
bdi canh nghién ctru va thoi gian theo dai,
phuong thirc diéu trj khong con lién quan c6 ¥
nghia vdi NRM (p=0,96). Su khéc biét nay chu
yéu do nguy co nhiém trung kéo dai. CAR-T
1a liéu phap "truyén mot 1an", cho phép hé
mién dich c6 khoang nghi dé phuc hoi T-cell
fitness. Nguoc lai, viéc phai duy tri bsAbs lién
tuc (hang tuan hodc mdi hai tuan) gy ra tinh
trang suy giam mién dich tich lily, 1am ting
dang ké nguy co nhiém tring ning va tir vong
lién quan dén nhiém tring [2].

Lya chon lidu phap diéu tri Pa u tay
xuong tai phat doi hoi sy can nhac ky ludng
giita cac yéu t6 hau can y té va kinh té y té dé
tdi wu hoa két qua cho bénh nhan. Vé mit td
chuc, té bao CAR-T 1a liéu phap c4 nhan hoa
doi hoi quy trinh phuc tap voi thoi gian san
xuit "vein-to-vein" trung binh tir 3 dén 8 tuén,
yéu cau bénh nhan phai c6 bénh trang tién trién
chdm hodc can thuc hién liéu phap bic cau
(bridging therapy) dé kiém soat khdi u trong
thoi gian chd doi [2]. Nguoc lai, khang thé
ludng dic hiéu (bsAbs) 1 san pham "c6 sin"
(off-the-shelf), cho phép trién khai diéu tri
ngay lap tirc, dac biét phu hop cho céc truong
hop bénh tién trién nhanh (aggressive) hodc
khi viéc thu thap té bao T khong kha thi. Dya
trén cac khuyén nghi tir IMWG va Mang luéi u




tay Chau Au (2025), néu kha ning tiép can
tuong dwong va ngudi bénh ddng thoi phu hop
cho ca hai phuong thiac, IMWG [6] uu tién
CAR-T trudc T-cell engager. Pay khong phai
trinh tu bat budc. C6 thé wu tién bsAb khi bénh
tién trién nhanh khong thé chd san xuat CAR-
T, nguoi bénh khong phu hop thu nhan té
bao/diéu tri lymphodepletion hoic CAR-T
khong sin c6; quyét dinh can xét thé trang,
EMD, dich khang nguyén va li¢u phap T-cell
trude d6. Co sd cho chién luge nay dua trén
bang chimg khoa hoc cho thay viéc tiép xuc
trude véi bsAbs c6 thé gay ra hién twong kiét
qué té bao T hoic bién d6i/mat khang nguyén
BCMA, lam giam dang ké hiéu qua cia CAR-T
néu st dung sau do; trong khi d6, bsAbs van
duy tri dugc hi¢u luc 1am sang y nghia ngay ca
sau khi CAR-T that bai [2].

Xét vé khia canh kinh té, mic da CAR-T
c6 chi phi dau tu ban dau rat cao cho mét lidu
duy nhat, nhung day 1a liéu phap "truyén mot
lan", mang lai "khoing nghi diéu tri"

Tai liéu tham khao

(treatment-free interval) dai, gitp cai thién
dang ké chat lugng séng va giam ganh ning
thdm kham so vdi viéc phai duy tri bsAbs lién
tuc hang tuan hodc mdi hai tuan. Hon nita, &
nhing bénh nhan c6 ganh ning bénh 16n, nong
do BCMA hoa tan (sSBCMA) cao dong vai tro
nhu mot "bay" (sink effect) 1am gidm kha ning
tiép can muyc tiéu cua bsAbs, trong khi CAR-T
it bi anh hudng boi hién tuwong nay. CAR-T
truyén mot 1an nhung can thu nhén té bao, san
xudt, lymphodepletion va theo ddi doc tinh;
bsAb dung 1ap lai/lién tuc va c6 chi phi thudc,
theo ddi nhiém tring kéo dai. Hai mo hinh tao
ganh ning ngudn luc khac nhau, nhung céc
ngudn [7], [8] khong phai phén tich kinh té y té
nén chua thé két luan phuong thirc nao chi phi—
hiéu qua hon. Cubi cing, sy xuét hién cua cac
dong CAR-T in-house (nhu ARI tai Chau Au)
v6i hiéu qua tuwong duong san phim thuong
mai nhung chi phi thip hon dang tré thanh xu
huéng quan trong, cung cap giai phap thay thé
bén vitng va ting kha ning tiép can cho hé
thong y té [4].
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QUAN LY BO SUNG SAT, VITAMIN B12 VA PONG CAM MAU O THAI
PHU MAC BENH VON WILLEBRAND

1. Tong quan sinh Iy bénh vWD

Bénh von Willebrand (vWD) 14 réi loan
chay mau di truyén thuong gip, do giam sb
lwong hodc bat thuong chirc ning cua yéu td
von Willebrand (VWF). VWF giit vai tr6 quan
trong trong qua trinh cAm mau ban dau thong
qua su két dinh tiéu cau tai vi tri ton thuong
mach mau, dong thoi lién két va on dinh yéu td
VIII (EVIII) trong tudn hoan [1,4]. Bénh duoc
phan thanh ba nhom chinh: type 1 véi gidam
mot phan lugng VWE, type 2 voi bit thuong vé
chat luong/chtic nang VWF va type 3 v6i thiéu
hut VWF gan nhu hoan toan [1,4].

Biéu hién chay mau thuong gip 1a chay
mau niém mac, trong dé rong kinh cé thé kéo
dai & phu nit tudi sinh san va gop phan giy
thiéu sit, thiéu mau thiéu sit trudc hoic trong
thai ky [1,4]. Trong thai ky, nhu ciu sat tang dé
dap ung su phat trién cta thai nhi, banh nhau
va sy gia ting khéi lwong hong ciu cua nguoi
me. Do do, thai phu mac vWD can duoc quan
tam dic biét &én nguy co thiéu sit va thiéu
mau, nhit 13 khi co tién sir chay méau kéo dai
[2,4,7].

2. Tiéu chuin chan doin va tim soat cip
nhat

Theo MASAC Document 296 cua
National Bleeding Disorders Foundation,
ferritin <50 ng/mL duogc khuyén céo 1a ngudng
xac dinh thiéu sit & ngudi mac réi loan chay
mau di truyén; khuyén cdo nay ciing ap dung
cho thai phu méc r6i loan chay mau di truyén
[2]. Tuy nhién, MASAC luu ¥ rang dir liéu xac
dinh ngudng ferritin t6i wu & quan thé nay con
han ché, do d6 két qua can duoc dién giai cling
tién sir chay mau, tinh trang viém va cac yéu t6
lam sang lién quan [2].

Ngudng Hb chan doan thiéu mau thai ky
c6 su khac biét gifta cac huéng dan. BSH 2020
sir dung Hb <110 g/L & tam c& nguyét thir nhét
va <105 g/L & tam ca nguy¢t thur hai va thr ba
[7]. Trong khi d6, FIGO 2025 khuyén céo sir

dung Hb <110 g/L & tAt ca cac tam ca nguyét va
thoi ky hau san [9]. Vi vay, khi ap dung trén
1am sang can théng nhit theo huéng dan duogc
co s& lua chon va bdi canh chuyén mon cu thé.

Tai Viét Nam, viéc danh gia va diéu tri
bénh 1y huyét hoc can duoc dbi chiéu voi
Huéng din chan doan va diéu tri mot s6 bénh
1y huyét hoc cua Bo Y t& va cic quy dinh
chuyén mon hi¢n hanh [5].

3. B6 sung sit va lra chon duong diung

Quan ly thiéu sit & thai phu mic vWD can
ca thé hoa theo muc d¢ thiéu sit hodc thiéu
mau, tudi thai, kha ning dung nap sit dudng
ubng, kha ning hap thu va nguy co chay mau
cua tung nguoi bénh [1,6,7].

Sat duong ubng thuong 1a lya chon dau
tay trong diéu tri thiéu sit va thiéu mau ¢ thai
ky [6,7]. Liéu sit nguyén t6 can duoc diéu
chinh theo muc do thiéu hut va kha ning dung
nap. O nguoi bénh khong dung nap t6t hodc
gip tac dung phu dudng tiéu hoa, ché do dung
cach ngay co thé duoc cin nhic & mot sb
truong hop nham cai thién kha nang tuan thi,
mic du bang chimg truc tiép trén thai phu con
han ché [7].

Sit duong tinh mach co thé dugc can
nhic, dic biét tir tam c4 nguyét thir hai khi
khong dung nap hodc khong dap tmg voi sit
duong udng, can bd sung sit nhanh hodc thoi
gian con lai cua thai ky khong du dé dat dap
g mong mubn bang duong udng [6,7]. Viéc
Iira chon ché pham can duya trén tudi thai, mirc
d6 thiéu mau, kha nang theo doi va dic tinh an
toan cta ting thudc.

Khi st dung cac ché pham chira ferric
carboxymaltose can luu ¥ nguy co ha phosphat
mau, dac biét khi str dung liéu 1ap lai; viéc theo
ddi phosphat nén duoc cin nhic & ngudi bénh
¢6 yéu té nguy co hodc can diéu tri nhiéu dot.
Sét duong tinh mach can dugce st dung tai co
s& c6 kha nang nhan biét va xir tri phan tmg qué
man nghiém trong [6,7].




O nguoi bénh vWD, céac thi thuat tiém
bép can dugc can nhic thin trong do nguy co
hinh thanh ty méu tai co. Khi c6 lya chon thay
thé phu hop vé mit diéu tri, c6 thé wu tién
duong dung khong tiém bip; quyét dinh lya
chon duong dung can dua trén dic tinh cua
thudc, nguy co chiay mau va tinh trang cam
mau cua ngudi bénh [1,3].

4. B0 sung Vitamin B12

Bén than vWD khong phai 1a nguyén nhan
tryc tiép gay thiéu vitamin B12. BS sung
vitamin B12 nén duoc chi dinh khi c¢6 bang
chtng thiéu hut hodc c6 yéu t6 nguy co thiéu
hut nhu ché d6 an thuan chay, tién sir phau
thuat hodc bénh Iy duong tiéu hoa gy kém hip
thu [8].

Vitamin B12 duong udng liu cao c6 thé
1a Iira chon trong mot sd truong hop thiéu B12
khi kha nang hap thu vin bao dam. Tong quan
Cochrane ndm 2018 cho thy bang chimg chat
lwong thip goi y vitamin B12 duong ubng va
tiém bép c6 hiéu qua twong ty trong viéc binh
thuong hoa nong do vitamin B12 huyét thanh;
tuy nhién, dir li¢u vé cai thién triéu ching lam
sang, bién chimg than kinh va chét luong cudc
sdng con han ché [8].

O nguoi bénh ¢6 kém hap thu nang, bénh
ly duong tiéu hoa anh huong dang ké dén hap
thu hogc biéu hién than kinh do thiéu B12, lya
chon duong tiém c6 thé dugc wu tién tiy
nguyén nhan va muc do thiéu hut. O thai phu
mic vWD, néu cin tiém bap vitamin B12, can
danh gia nguy co chay mau va tinh trang cim
mau trude khi thuc hién [1,3,8].

5. Quan ly dong cAm mau

Cham soc thai phuy méc vWD can co su
phéi hop giita chuyén khoa San, Huyét hoc va
gay mé hoi strc. Panh gia VWF va FVIII trong
tam c4 nguyét thir ba gitp xay dung ké hoach
sinh, kiém soat chay mau va Iya chon phuong
phép giam dau/gdy mé phu hop [1.,4].

Pbéi v6i gdy té than kinh truc,
ASH/ISTH/NHF/WFH khuyén cdo ¢ ngudi
bénh vWD c¢6 chi dinh hodc mong mudn gay té
than kinh truc, muc tiéu VWF activity 0,50-
1,50 TU/mL tai thoi diém thuc hién. Hoat tinh

| ¢

VWEF nén dugc duy tri >0,50 [U/mL trong thoi
gian luu catheter ngoai mang cung va it nhat 6
gid sau khi rut catheter. Quyét dinh cubi cung
can ca thé hoa theo type vWD, tién sir chay
mau, xét nghiém déng cAm mau va danh gia
clia bac s gy mé, v6i su phdi hop cia San
khoa va Huyét hoc [1].

Trong giai doan hau san, tranexamic acid
¢6 thé duoc str dung dé giam nguy co chay mau
sau sinh ¢ nguoi bénh vWD theo khuyén céo
chuyén khoa. ASH/ISTH/NHF/WFH ghi nhan
lidu duong udng 25 mg/kg, thuong tuong
duong 1000-1300 mg, dung 3 lan/ngay trong
10-14 ngay hodc 1au hon néu tinh trang mat
mau van nhiéu [1].

Desmopressin can duoc lua chon dua trén
type vWD va dap ung diéu tri da biét ciia nguoi
bénh. Thudc khong cé hiéu qua & type 3 va
nhiéu truong hop type 2, dong thoi chdng chi
dinh ¢ type 2B [1]. Khi sir dung, can luu ¥ nguy
co gilt nudc va ha natri méu, dac biét & nguoi
bénh c6 cac yéu td nguy co; quyét dinh diéu tri
can dugc ca thé hoa va phdi hop véi chuyén
khoa San [1,4].

6. Vai tro dwoc 1am sang va quy trinh phoi
hop

Pé bao dam sir dung thudc an toan, c6 thé trién
khai quy trinh gém bdn budc:

Quy trinh sir dung thudc an toan

Buéc 1 — | Panh gia tién st chay mau,
Sang loc | type vWD, Hb, ferritin va nguy
co thiéu B12; dong thoi xéc
dinh tudi thai va k& hoach sinh.
Buwéc 2 — | Duoc silam sang phdi hop voi
Lwa chon | bac si San khoa va Huyét hoc
thube lua chon ché phém, lidu, duong
ding va thoi diém diéu tri; uu
tién duong udng khi phu hop
va han ché tiém bép khong can
thiét

Buée 3 — | Theo ddi dap tng bang Hb,
Theo déi | ferritin khi can; phat hién phan
an toan | ing qua man voi sit tinh mach,
ha phosphat méau khi cé nguy
co va cac dau hiéu chay mau




MASAC 296 khuyén céo cho ngudi c6 rdi loan
Quy trinh st dung thudc an toan i \ )

chdy mau di truyén, c6 vai trd quan trong trong

hoéc ty mau. phat hién va diéu trj sém thiéu sat [2]. Sat
Buéc 4 — | Danh gia VWF/FVIII trong dudng udng van 1a lya chon nén tang; st
Chuin bi | tam c4 nguyét III, thong nhat duong tinh mach c6 thé dugc can nhic trong
cudc sinh | ké hoach cim mau, giy nhimg truong hop phu hop [6,7]. Vitamin B12
hau | mé/giam dau va diéu tri du chi nén bo sung khi cé thiéu hut hodc nguy co

san phong hodc xtr tri chdy mau thiéu hut, dong thoi can can nhac dudng dung
sau sinh gitta cac chuyén khoa dé han ché nguy co chidy mau do ti‘ém bap
[1,4]. [1,3,8]. Quan ly thai ky va cudc sinh can duogc
thuc hién theo mo hinh da chuyén khoa, véi
danh gia VWF/FVIII trong tam ca nguyét thur
ba va 1ap ké hoach kiém soat chay mau, giam
dau va hau san ca thé hoa [1,4]. Viéc ap dung
cac khuyén cao quéc té can dugc diéu chinh
phu hop v&i hudng dan chuyén mon hién hanh

7. Két luin va khuyén nghi

Thai phu mic bénh von Willebrand c6 nguy co
thiéu sét va thiéu mau do tién st chay mau, dac
biét khi c6 rong kinh trudc thai ky. Tam soat
chu dong bang cong thirc mau va ferritin, trong

dé ferritin <50 ng/mL la ngudng duoc tai Viét Nam [5]
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BAO CAO ADR TREN PHAN MEM HIS
- KET QUA BUOC PAU VA HUONG DAN THUC HANH

Phan tmg c6 hai ctia thudc (Adverse Drug I. Két qua trién khai bao cio ADR trén
Reaction - ADR) la mét trong nhitng nguyén phian mém quan ly bénh vién (HIS)
nhan quan trong 1am gia ting ty 1& mic bénh, 1. S6 lrgng bao cdo tir 1/10/2025 dén
kéo dai thoi gian nam vién, tang chi phi diéu 30/06/2026: 9 bao cao
tri va anh huong dén chit lwong chim soc 2. Chét lwgng bio cho:
nguoi bénh. Cong tac giam sat, phat hién va - Nhan xét: T4t ca cac bao cdo déu cung cap
bao cao ADR déng vai tro thiét yéu trong hoat day du thong tin, bao gdm: thong tin chung,
dong canh gidc dugc tai bénh vién, gop phﬁn thong tin bénh nhan, phan tng c6 hai, thude
bao dam str dung thudc hop 1y, an toan va hiéu nghi ngd va tham dinh tir don vi giri bao céo.
qua. 3. Thong tin vé ngudi bao cdo

Tuy nhién, trén thuc té, viéc bao cao ADR D6i twong bao cao ADR
tai nhiéu co s y t& van con giap khé khin do
quy trinh bdo cao thii cong, mat nhiéu thoi
gian, nhan vién y t& chua quen véi viéc ghi Bac si
nhén va guri bao cao, din dén tinh trang bao cao Duogc si (thu thap
chua day du hodc cham tré. Trong bdi canh thong tin, 9 100
chuyén doi so6 nganh y té, viéc tich hop chuc hoan thién bao c4o)
nang bao cao ADR vao phin mém quéan ly 4. Thong tin vé thudc nghi ngd giy ADR
bénh vién (HIS) dugc xem 1a mot giai phap a. Tién sir di ing ctia bénh nhan
hiéu qud nham don gidn héa quy trinh, nang . | Sbbio
cao kha ndng phat hién, thu thap va quan ly c4o (N=9)
thong tin ADR. ; Cé tién su di ung

Tai Vién Huyét hoc - Truyén mau Trung trude do
uong, hé thong bao cdo ADR trén phan mém
quéan 1y bénh vién da dugc trién khai budc dau
nham hd trg can bo y té ghi nhan, giri va theo
doi cac truong hgp nghi ngd phan tng c6 hai
ctia thudc mot cach thuan tién va kip thoi.
b. Thudc nghi ngé gy ADR

So bao

Poi trgng tham gia c40 (N=9)

Ty 1€ (“e)

Ty 18 (%)

Khong c6 tién st di
ung trude do

Nhém thude Hoat chit Biét duoc S6 bao cdo

Ciprofloxacin Ciptocin 400mg/200ml

Khéang sinh
Meropenem Meropenem/Anfarm-1g

Cytarabin Alexan 50mg/ml
Methotrexat Ebewe
Pidu tri ung thu Methotrexate 500mg/5ml
Busulfan Busulfan Injection 60mg/10ml
Fludarabin Fludarabine Belmed 50mg
Khang thé don dong Rituximab Rixathon 100mg/10ml




c. Puong ding ciia thudce

S6 thude

Puong dung (N=10)

Ty 18 (%)

Tiém/truyén tinh

d. Mirc do nghiém trong ciia ADR

Khoéng nghiém trong

Nhap vién/kéo dai
thoi gian nam vién

Pau thuong vi

Tang men gan

S6c¢ phan vé

Suy than

f. Panh gia ADR theo thang Naranjo
S6 bao
cao (N=9)

Méi lién quan giira
thudc va ADR
Co thé

Ty 18 (%)

Co kha nang

Khong chic chin

De doa tinh mang

e. Bi¢u hién 1am sang phoé bién

S6 biéu TAin suit
hién N=9) | (%)

Bi€u hién 1am sang

Ban ngura, man do
trén da

g. Két qua sau xir tri phin ing
S6 bso

Két qua .
ctqua céo (N=9)

Ty 1¢ (%)
Hoi phuc khong c6
di chung

Dang hdi phuc

I1. Hwéng din thuce hanh bio cdo ADR trén phin mém quan Iy bénh vién (HIS)

Céac bude can thuc hién khi thuc hanh bao cao ADR trén HIS:
- Buée 1: Bang nhap vao phan mém sau d6 chon muc “Quan ly bao cao ADR

Tinh nang

oz

H& so bénh dn

- Budc 2: Chon “Thém moi” dé tao mdt bao cao ADR méi, sau d6 chon ma ho so va to di€u tri co6

thudc nghi ngd gdy ADR

11y bao cdo ADR / Danh sach bao cdo ADR

Danh séch bdo cdo ADR

Y Bdloc Q. Timtén NB, QR NB, ma NB, ma ho so 8% Massphicu  Q  Trang thai phiéu v

Mire d§ nghiém trong phan img v

Tao bdo cdo phan (mg 6 hai clia thude (ADR)

* M&hd s0

Khoa béo cao ~  Ngay tao phiéu
Tatca

Thong thuong: 0 Nghiémtrong: 0  Rat nghiém trong: 0

Ngay duyét phiu
8| Tae ®




- Bwéc 3: Sau d6 man hinh s€ hién ra “Bao cao phan &ng c6 hai cia thuoc”. Nguoi dung tién

hanh dién cac thong tin theo miu va “Giri duyét”.
)
o O O

Zoom 00 % cirduyie > | Tiitle @ | Wik @ || wuira @ 3

Wpt B I U EmA mmp M3undidung | Chon di liéu miu Too méu mét

BAO CAO PHAN UNG CO HAI CUA THUOC Noi bio cio:

Mi sé ciia don vj bio cio: [

Mi 56 bio cio (Trung tim quéc gia quin I¥):

A. THONG TIN VE BENH NHAN

L rowaomor | ] o] foaw [ | foemos [ ] ]

B. THONG TIN VE PHAN UNG CO HAI (ADR)

5. Ngay xuit hién phin img: /6. Phin tmg xuit hién sau bao lu (tinh tir lin ding cudi cing thudc nghi ngd)

7. Mé ti biéu hién ADR 8. Cae xét nghiém fién quan dén phin g

[ Dich vy I
®
19, Tibn six (dy itng, 56nh gan, bénh thim .. néu khong c6, dién "Chuea ghi nhin”)

10. Cich xi ri phin img

11. Mic d6 nghiém trong cia phin img * -

“Hinh minh hoa su dung dir liéu gia, khong phai nguoi bénh that”
- Bwéc 4: Dugc si khoa Duoc hoan thanh ndt phan “Tham dinh ADR ciia don vi” va duyét phiéu.

Zoom 00 % G duyét B> Taifle ¢ || wiFy) S unlFg @

Wpt B I Ummpa mms Miu ngi dung | Chon di iy méu Tao miu i

16. Cic thuse ding déng thir (Ngoai trx cic thude diing diéo tr khic phoc hiu qus cia ADR)

Dang bio ché, ham Neay digu i
Togag Bit diu

Tén thudc

D. PHAN THAM DINH ADR CUA BON V]

17, Binh pid e lits quan pilt thude va ADR

13. Bom v thim dinh ADR theo thang nio?

19. Phian binh bujn ciia cin b3 y 1 (név o8)

E. THONG TIN VE NGUOI BAU CAU

20, Ho va n 1 Nghtnghitp Chi vy

Dién thodi litn e Esmail

21, Chit ks 2. Dang b cio 24, Ngdy o cdo 171272025

Ket luan:

Viéc trién khai chirc ning bao cdo phin (mg c6 hai ctia thudc (ADR) trén phan mém quén ly
bénh vién 1a mot bude tién quan trong trong hoat dong canh giac dugc va chuyén doi s6 y té. Két qua
buéc dau cho thiy chirc ning HIS c6 thé duogc sir dung dé tiép nhan va luu trir bio cdo ADR trong
pham vi khao sat. Do nghién ctru md ta khong c6 s6 liéu trude—sau hodc nhom so sanh, chua thé két
luan hé thong rat ngan thoi gian xir 1y, ting tinh ddy d hay nang cao nhan thirc va cai thién kha ning
quan ly, theo doi cac truong hop ADR tai bénh vién.

Thong qua viéc tich hgp quy trinh bdo cédo vao hé théng quan 1y bénh vién, nhan thuc va sy tham gia
ctia can bo y té ddi vai cong tac canh gidc duge duge nang cao, gop phan phat hién som cic nguy co
lién quan dén thudc, bao dam str dung thudc an toan, hop 1y va hiéu qua cho ngudi bénh. Tuy nhién,
dé phat huy t6i da hiéu qua cua hé thdng, cin tiép tuc hoan thién phan mém, ting cuong dio tao,
huéng dan thue hanh va duy tri cac hoat dong truyén thong nham khuyén khich van héa bao cdo ADR
trong toan bénh vién.

Trong thoi gian t6i, viéc mo rong tmg dung cong nghé thong tin trong gidm sat an toan thude, két nbi
dit liéu voi cac hoat dong duge 1am sang va canh gidc duoc s& gop phan nang cao chat luong diéu tri,
bao dam an toan ngudi bénh va dap ing yéu cau quan 1y chat lugng bénh vién hién dai.




TINH HINH SU DUNG KHANG SINH, KHANG NAM NAM 2025 TAI
VIEN HUYET HQC —- TRUYEN MAU TRUNG UONG

Theo doi muc do tiéu thu khang sinh la
mot hoat dong cdt 161 ciia chuong trinh quan 1y
su dung khang sinh (AMS) trong bénh vién
theo Quyét dinh 5631/QD-BYT cta Bo Y té
[1]. Vién Huyét hoc — Truyén mau Trung uwong
13 bénh vién chuyén khoa tuyén cudi, diéu trj
nhiéu nguoi bénh giam bach cau trung tinh,
ghép té bao gdc va nhiém khudn ning. Bai viét
tom tat két qua phén tich tiéu thu khang sinh,
khéang nam diéu trj ndi tra ndm 2025 cua Khoa
Duoc [2], s6 liéu vi sinh ndm 2025 cua Khoa

(o]
o

am vién

DDD/100 ngay n

Vi sinh [3] va mot s6 cip nhat chuyén mon lién
quan.

1. Mirc d¢ tiéu thu khang sinh toan Vién
Nam 2025, mtrc do tiéu thu khang sinh trung
binh toan Vién la 51,1 DDD/100 ngay nim
vién, gidm 19,8% so véi ndm 2024 (Hinh 1).
Mirc tiéu thu chiu anh hudng cia nhiéu yéu to
nhu md hinh bénh tat, sé lugng nguoi bénh
ning va tinh hinh cung tmg thudc; vi vay can
tiép tuc theo ddi trong cac nim téi dé danh gia
xu hudng dai han.

67,1
63,0 65,7 63,6
55,0 -19,8% so v&i 2024
I 51,1

2020 2021 2022

2023 2024 2025

Hinh 1. Mirc d6 tiéu thu khang sinh diéu tri ndi tri toan Vién giai doan 2020-2025 (DDD/100 ngay
nam vién)
Ngu&n: Khoa Duoc — dir liéu tiéu thu khang sinh ngi tru 2020-2025 [2].

Phén tich xu huéng theo thang giai doan 2023-2025 (kiém dinh Mann-Kendall) cho thdy mtrc
tiéu thu nhom cephalosporin thé hé 3—4 va nhom fluoroquinolon giam ¢ ¥ nghia thdng ké; xu hudng
cua nhom carbapenem va nhom aminoglycosid chua rd rang [2].

2. Co ciu tiéu thu theo phan loai
AWaRe

Phan loai AWaRe cua T chuc Y té Thé
giéi (WHO) chia khang sinh thanh ba nhom:
Access (uu tién s dung, nguy co dé khang
thip), Watch (nguy co dé khang cao hon, can
theo ddi) va Reserve (du trit cho nhiém khuan
da khang) [4].

Bang 1. Ty trong mirc d§ tiéu thu khang sinh
theo phan loai AWaRe giai doan 2023-2025
Nhom AWaRe 2023 2024 2025

Access 10,8% 21,3% 18,9%

Watch 85,7% 70,5% 72,4%

Reserve 2,0% 3,7% 3,0%

Khac* 1,5% 4,6% 5, 7%

*Khdc: khang sinh khong xép vao ba nhém AWaRe; tai
Vién la cefoperazon/sulbactam.




Nhom Watch chiém ty trong 16n nhat va
¢6 xu huéng giam c6 y nghia thong ké giai
doan 2023-2025 [2]. Ty trong nhom Access
dao dong tir 10,8% dén 21,3% trong giai doan

nay. Thong tin vé cefoperazon/sulbactam dugc
trinh bay trong bai "Sur dung hop 1y khang sinh
cefoperazon/sulbactam trong diéu tri nhiém
khuan" trong sb nay.

3. Muoi khang sinh ¢6 mirc dd tiéu thu cao nhit nim 2025
Bang 2. Muoi khang sinh ¢é mirc d tiéu thu cao nhét nim 2025
DDD/100 ngay nam
vién

Ceftriaxon (tiém) Watch 9,3

Khang sinh (dwong dung) Ty trong

p—

Levofloxacin (tiém) Watch 6,2

Amikacin (tiém) Access 4,1

Meropenem (tiém) Watch 3,8

Ciprofloxacin (tiém) Watch 3,4

Amoxicilin/acid clavulanic (uéng) Access 3,2

Cefoperazon/sulbactam (tiém) Khac 2,9

Imipenem/cilastatin (tiém) Watch 2,0

O |0 [N [N || W N

Vancomycin (tiém) Watch 1,5

—_
(=]

Cefoperazon (ti€m) Watch 1,3

Mudi khang sinh trén chiém 73,9% tong mirc tiéu thu khang sinh toan Vién nam 2025 [2].

4. Khang sinh du trir (Reserve)

Nam 2025, mtc d6 tiéu thu khang sinh du
trir 1a 1,5 DDD/100 ngay nam vién (nim 2024:
2,3). Linezolid (31,1%), fosfomycin (29,8%),
colistin (21,3%) va tigecyclin (12,4%) la cac
thudc chiém ty trong 16n nhit trong nhém. Xu
hudng tiéu thu nhém Reserve giai doan 2023—
2025 chua 10 rang [2].

5. Tiéu thu thudc khiang nim

Nam 2025, mirc d6 tiéu thu thude khéang nam la
16,8 DDD/100 ngay nam vién (nim 2023:
17,2; nam 2024: 26,1). Fluconazol duong uéng
(45,0%) va itraconazol duong udng (39,3%)
chiém trén 80% tong muc tiéu thy;
caspofungin chiém 5,8% [2]. Vi ty trong six
dung azole 16n, can luu ¥ twong tac thudc qua
CYP3A4 va P-gp, dac biét vdi vincristine (xem
bai "Tuong tac giita cac thudc khang ndm
nhém azole va vincristine" trong s6 nay).

6. Tinh hinh vi sinh nam 2025

Theo bédo cdo ctia Khoa Vi sinh [3], ndm 2025
toan Vién thyc hién 18.547 mau nudi ciy,
trong d6 c6 16.256 mau cdy mau (ty 1é duong
tinh 8,4%). Trong cac vi sinh vat phan lap
duogc, vi khuan Gram am chiém 63,7%, vi
khuan Gram dwong 25,3% va vi ndm 11,0%.
Cac vi khuan thuong gip nhat 13 E. coli
(24,4%), Klebsiella spp. (18,8%), S. aureus
(17,7%) va P. aeruginosa (11,7%); C.
tropicalis chiém 69,9% s6 ching vi nam.

Két qua khang sinh dd ctia cac chung phan lap
tir mau ghi nhan mot sé dic diém chinh:

— E. coliva K. pneumoniae: ty 1&€ chung sinh
ESBL cao; ty 1€ nhay véi cephalosporin
thé hé 3 va fluoroquinolon thap; amikacin
con nhay & phan 16n cac chung.

— K. pneumoniae: ty 1¢ nhay vdi carbapenem
thap.




— P. aeruginosa: con nhay tot voi cac khang
sinh chéng truc
(ceftazidim, carbapenem,
amikacin, piperacillin/tazobactam,).

khudn mua xanh
cefepim,

S. aureus: ty 1€ MRSA cao; cac chung con
nhay vdi vancomycin va linezolid.

C. tropicalis: nhay véi echinocandin va
amphotericin B; ty 1¢ nhay véi fluconazol
va voriconazol thap.
Khéng sinh d6 chi tiét theo timg tac nhan dugc
trinh bay trong bao cdo cua Khoa Vi sinh [3].
Lwa chon khang sinh cho timg ngudi bénh can
can ctr vao két qua vi sinh va khang sinh d6 cu
the.

PIEM TIN CHUYEN MON 1 — Theo déi an

toan khang sinh '"'nguy co cao'': vai tro ctia
TDM va tri tu¢ nhan tao

Mot tong quan cong bd thang 7/2026 trén tap chi Life
[5] tong hop y vén giai doan 2019-4/2026 vé tmg
dung tri tu€¢ nhan tao (Al) va dit liéu thyc hanh trong
theo ddi an toan cac khang sinh "nguy co cao" nhu
vancomycin, aminoglycosid, colistin, linezolid,
daptomycin, mot s6 beta-lactam va amphotericin B.
Céc diém chinh:

— TDM theo phuong phap Bayes la ting dung co
bang chimg va mirc d6 trién khai tot nhat. Udc
tinh AUC tir m6 hinh duoc dong hoc quﬁn thé
két hop it miu nong do gitp phat hién sém nguy
co phoi nhiém quéa muc trudce khi creatinin ting.
Vién da trién khai TDM vancomycin theo dich
AUC bang phuong phap nay (xem bai "Giam sat
didu tri vancomycin theo dich AUC24/MIC"
trong s nay).

Giam tiéu cau do linezolid thuong xuét hién sau
1-2 tuan diéu tri va sém hon & ngudi bénh suy
than hodc c6 sb luong tiéu cau nén thép; theo doi
dién bién tiéu cau c6 gia tri hon timg gia tri don
1é. Dit lidu budc dau goi ¥ hiéu chinh liéu theo
ndng do c6 thé giam nguy co nay.

Cac mo6 hinh hoc may du bao doc tinh (ddc than
do vancomycin, colistin; giam tiéu cau do
linezolid) cho két qua htra hen nhung phan 16n
12 nghién ctru hoi ctru, chua duge thim dinh doc
1ap; loi ich trén két cuc nguoi bénh chua duoc

chung minh.

— Hiéu quéa cua cac cong cu ndy phu thudc chat
lwong dir liéu (thoi diém dung thude, thoi diém
14y mau, dién bién xét nghiém) va can duoc tich
hop vao quy trinh ra soat cua dugc si lam sang
va nhém quan ly st dung khang sinh.

PIEM TIN CHUYEN MON 2 — Pong thuin

IDSA/ESCMID 2026 vé nhiém khuin huyét
do Staphylococcus aureus

Thang 9/2026, Hoi Bénh nhiém tring Hoa Ky
(IDSA) va Héi Vi sinh 1am sang va Bénh nhiém
tring chau Au (ESCMID) cong bd Phan 1 bo dong
thudn vé nhiém khuan huyét do S. aureus (SAB) [6].
Tai liéu thay cach phan loai "c6/khong bién chimng"
bang khung phén ting nguy co 6 nhiém sau, nhim
vira khong bo s6t 6 nhidm, vira tranh kéo dai khang
sinh khong can thiét. Cac diém chinh ¢ nguoi 16n:
— Céy méu theo ddi >2 bo tai thoi diém 48 gio, lap

lai m&i 24-48 gio dén khi 4m tinh.

Siéu 4m tim qua thanh nguc cho tit ca nguoi

bénh.

SAB nguy co thap, khong c6 6 nhiém sau: diéu

tri 14 ngay, tinh tir ngay cdy méau am tinh.

Rit sém catheter tinh mach trung tim; khuyén

khich hoi chan chuyén khoa bénh nhiém trung.
Phan 1 chua dé cap lua chon khang sinh cu thé cho
MSSA/MRSA; ndi dung nay s& dugc cong bd & cac
phan tiép theo.

7. Két luin

Nam 2025, muc do ti€u thu khang sinh toan
Vién 1a 51,1 DDD/100 ngay nam vién; nhém
Watch chiém ty trong 16n nhit va c¢6 xu hudng
giam; muc ti€u thu khang sinh du trit va thube
khang ndm thdp hon nim 2024. Vi khuan
Gram am chiém wu thé trong cic chung phan
lap duoc, véi ty 1€ sinh ESBL cao 6 E. coli, K.
pneumoniae va ty 1& nhay carbapenem thip ¢
K. pneumoniae. Khoa Dugc tiép tuc theo ddi
dinh ky dit liéu tiéu thy va phdi hop véi Khoa
Vi sinh trong hoat dong quan 1y stir dung khang
sinh tai Vién.




Mot s6 luu ¥ trong thuc hanh:
— Danh gid lai chi dinh khang sinh sau 48—72

gi0; xudng thang hodc ngimg duya trén két
qué vi sinh, dién bién 14m sang va bang
chimg 6 nhiém [1].

Lya chon khéang sinh kinh nghiém can cu
dit liéu vi sinh tai chd va diéu chinh sém
theo khang sinh d6 cua tirng ngudi bénh.
Chuyén khang sinh tir duong tiém sang
duong udng khi ngudi bénh 6n dinh va hap
thu t6t, ddc biét voi cac thude c6 sinh kha
dung duong ubng cao nhu fluoroquinolon

[1].

Khang sinh dy trtr dugc chi dinh dya trén
bang chimg vi sinh hodc nguy co cao
nhiém khuan da khang, theo danh muc va
quy dinh quan ly khang sinh hién hanh.
Theo doi doc tinh ctia khang sinh nguy co
cao: TDM vancomycin theo AUC; dién
bién tiéu cau khi ding linezolid; chirc nang
than khi dung colistin, aminoglycosid.
Nhiém nam Candida huyét: huéng dan
IDSA 2016 khuyén cdo echinocandin 1a
lya chon diéu tri khéi dau, sau d6 diéu
chinh theo dinh danh va khang nim dé [7].
Thoi gian diéu tri duoc tinh tir mbc phu
hop (voi SAB: tir ngay cdy méau am tinh),

tranh kéo dai khong can thiét [6].

TAI LIEU THAM KHAO

[1] BO Y té (2020). Quyét dinh s6 5631/QD-BYT ngay 31/12/2020 vé viéc ban hanh tai liéu "Hudng dan thuc
hién quan 1y sir dung khang sinh trong bénh vién".

[2] Khoa Duoc, Vién Huyét hoc — Truyén mau Trung wong (2026). Bao c4o phan tich tinh hinh tiéu thu thude
khéang sinh, khang ndm nam 2025 tai Vién Huyét hoc — Truyén mau Trung wong. Tai li€u ndi bo.

[3] Khoa Vi sinh, Vién Huyét hoc — Truyén mau Trung wong (2026). Béo c4o tinh hinh nhim khuén nim 2025.
Tai liéu noi bo.

[4] World Health Organization (2023). AWaRe classification of antibiotics for evaluation and monitoring of use,
2023. WHO-MHP-HPSEML-2023.04.

[5] Kosti¢ M, Krpan M, Buli¢ P, Bobek M, Kozi¢ J, Liki¢ R. Safety Monitoring of High-Risk Antibiotics Using
Artificial Intelligence: A Narrative Review with Focus on Real-World Evidence. Life. 2026;16:1158.
doi:10.3390/1ife16071158.

[6] Liu C, Chambers HF, Kern WV, Vandenesch F, et al. 2026 Consensus Statements by the Infectious Diseases
Society of America (IDSA) and European Society of Clinical Microbiology and Infectious Diseases (ESCMID)
on Staphylococcus aureus Bacteremia: Risk Stratification, Diagnostic Evaluation, and Management of Adults and
Children. IDSA; 2026.

[7] Pappas PG, Kauffman CA, Andes DR, et al. Clinical Practice Guideline for the Management of Candidiasis:
2016 Update by the Infectious Diseases Society of America. Clin Infect Dis. 2016;62(4):e1—e50.





