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LOI CAM DOAN

Toi1 xin cam doan day la cong trinh nghién ctru khoa hoc cua t6i dugc thuc
hién dudi sy hudng dan cia cac thﬁy, co tai truong Pai hoc Dugc Ha N§i va Bénh
vién Bénh Nhiét d6i Trung uwong. Cac sd liéu trong luan van 1 trung thuc va chua

timg duoc ai khac cong bd.

Ha N¢i, ngay 24 thang 5 nam 2023
HOC VIEN

Khuit Thi Oanh
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Dé hoan thanh luin vin nay, t6i xin bay to 1ong biét on chan thanh va siu
sic t6i:

PGS.TS. Nguyén Hoang Anh, Giam déc Trung tam DI&ADR Qudc
gia, Pho Trudng Khoa Dugc Bénh vién Bach Mai, ngudi thay nguoi thdy da hét
1ong diu dat, tan tinh chi bao cho t6i cac kién thirc va k¥ niang trong thuc hanh
nghién ctru cia nguoi lam khoa hoc, dong vién va tao moi diéu kién thuén loi cho
toi trong subt qué trinh hoc tap va thuc hién dé tai, truc tiép huéng dan giup t6i
hoan thanh dé tai nay.

TS. Pham Ngoc Thach, Giam déc Bénh vién Bénh Nhiét déi Trung
wong, nguoi thﬁy da dinh hudng, dong vién vatao moi diéu kién thuan loi cho toi
thuc hién dé tai nay.

ThS. Nguyén Thi Tuyén, ThS: Nguyén Hoang Anh, chuyén vién Trung
tam DI&ADR Quéc gia, ngudi emr, ngudi dong nghiép ludn gitp d toi tan tinh
tir nhitng ngay dau tién 1am Juan vin valudén dong hanh, hd trg cung toi thuc hién
dé tai nay.

To1 xin tran trong cam on.:

Ban giam hi¢u, Phong Sau dai hoe, Khoa Dugc 1y - Dugc 1am sang, va cac
Thﬁy Co truong Pai hoe Dugc Ha Noi, da tao diéu kién thuan loi nhat dé t6i duoc
hoc tap va hoan thanh luan van.

Pang Uy, Ban Giam déc, tap thé khoa Dugc, phong Ké Hoach Tong Hop
va cac khoa phong cta Bénh vién Bénh Nhi¢t d61 Trung wong da tao diéu kién
thuan lg1 gitp to1 hoc tap va hoan thanh luan van.

Cubi cung, t6i xin giri 161 cam on chin thanh nhat dén gia dinh va ban bé
cua toi, nhitng nguoi da ludn 6 bén dong vién, chia s¢ va giap do toi trong cong
viéc va cudc song.

Ha No6i, ngay 24 thang 5 nam 2023
HOQC VIEN

Khuat Thi Oanh
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ADR
AMS
AUC

Clcr

CLSI

CYP
DDD

eGFR

EUCAST

FDA

GISA

HBG

HDSD

IDSA

KPC

MAOI

MIC

DANH MUC CAC KY HIEU, CHU VIET TAT

Phan tmg c6 hai cua thudc (Adverse Drug Reactions)
Chuong trinh quan 1y khang sinh
Dién tich dudi duong cong (Area under the curve)

D¢ thanh thai creatinin (Clearance creatinin)

Vién chuan thirc 1am sang va xét nghiém Hoa Ky (Clinical
and Laboratory Standards Institute)

Cytochrom

Liéu x4c dinh hang ngay (Defined Daily Dose)

Tbc do loc cau than woc tinh (Glomerular filtration rate))

Uy ban Chau Au'vé thir nghiém dé nhay cam khang sinh (The
European Committee.on Antimicrobial Susceptibility Testing)
Co quan quan 1y Thuc pham va Duoc pham Hoa Ky (Food
and Drug Administration)

Tuvau vang dé khang trung gian voi glycopeptid
(Glycopeptide intermediate Staphylococcus aureus)
Hemoglobin (G/L)

Huéng dan st dung

Hiép hoi cac bénh Truyén nhiém Hoa Ky (Infectious Diseases
Society of America)

Klebsiella producing carbapenemase

Chét trc ché monoamine oxidase (Monoamine oxidase
inhibitor)

Nong d6 trc ché tdi thiéu (Nong do trc ché téi thicu )
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MRCNS

MRSA

MSSA

NEU

PGP

PLT

SSRI

TDM

VISA

VRE

WBC

WHO

Tu cau khong sinh men coagulase khang methicillin
(Methicillin — resistant Coagulase - Negative Staphylococci)
Tu cau vang khang methicillin (Methicillin — resistant
Staphylococcus aureus)

Tu cdu vang nhay cam methicillin (Methicillin — susceptible
Staphylococcus aureus)

S6 lugng bach cau trung tinh tuyét ddi (x 10° té bao/ L)
P-glycoprotein

S6 lugng tiéu cau (x 10° té bao/ L)

Chét @e ché chon loc tai thu hdi serotonin (Selective serotonin
reuptake inhibitors)

Giam sat diéu tri thong qua nong do thudc trong mau
(Therapeutic Drug Monitoring)

Tu cau vang'dé khang vancomycin (Vancomycin - resistant
Staphylococcus aureus)

Cau khuan duong rudt khang vancomycin (Vancomycin —
resistant Enterococci)

S6 luong bach cau (x109/L).

T6 chirc Y té thé gidi (World Health Organization).
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PAT VAN PE

Nhimg nim gan day, tinh trang dé khang khang sinh c6 xu hudng ngay cang
gia tang, dan dén cac ganh ning vé chi phi y té, kéo dai thoi gian nim vién, ting
ty 1¢ tir vong [1]. Bdo c4o mdi nhat cia WHO nim 2020, dua trén dit liéu khang
khéang sinh tir 66 quéc gia, d2 minh hoa btrc tranh dang bao dong vé tinh trang dé
khéng khang sinh & murc d6 toan cau, khi ma ngay cang c6 nhiéu quéc gia bao cao
ty 1€ khang thude cao d6i véi cac loai khang sinh dugc sir dung dé diéu tri cac
bénh nhiém khuan [2]. Nam 1996, thuit ngit “Chuong trinh quan 1y khang sinh”
(Antimicrobial stewardship, AMS) duoc dé xuét boi hai bac si ndi tra, trudng Dai
hoc Y khoa Emory [3]. Tir d6 dén nay, AMS d3 duoc trién khai & nhidu qudc gia
v6i 3 muc tiéu chinh: ti wu hoa sir dung khang sinh, ngan chan lam dung va giam
thiéu su phat trién cua khang thudc [4]. TaiViét Nam, chuong trinh quan 1y st
dung khang sinh bit dau duoc trién khai tirnam 2016 theo quyét dinh sé 772/QD-
BYT vé viéc “Hudng dan thieshién quan 1y stcdung khang sinh trong bénh vién”.

Khang khang sinh tao ra nhiing thach thtrcc khéng nho trong diéu tri, trong
s6 d6 phai ké dén cac wi khuan“Gram (+) nhu Staphylococcus aureus,
Staphylococcus epidermidis, 'Enterococcus faecium [1]. Trong bdi canh do,
linezolid, khang sinh dau tién cia nhém oxazolidinon duoc ra doi dugc phé duyét
vao nam 2000 v&i cac chi dinh cho cac nhiém khuan giy ra bdi vi khuan Gram
(+), bao gom ca cac chung khang thudc, dic biét 1a cac ching S. aureus da khang
(GISA, VISA), E. faecium va E. faecalis (bao gom ca VRE) [5], [6]. Khang sinh
nay c6 co ché trc ché tong hop protein ciia vi khuan, khac véi cac khang sinh khéc,
do vay ty 1é khang chéo véi linezolid rat thip hodc gan nhu khong xay ra [5]. Bén
canh do, linezolid ¢ dic tinh dugc dong hoc thuan loi, tham tot vao nhidu mo va
dich trong co thé [7]. Vi nhiing ddc diém nhu trén, cac khao sat trén thé gidi da
cho thiy xu hudng tiéu thy linezolid gia ting tai cic bénh vién, diéu nay lién quan
dén ty 1& st dung khong phu hop va ty 18 phan 1ap dugc cac ching dé khang
linezolid [8], [9].
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Bénh vién Bénh Nhiét d&i Trung Uong 1a bénh vién chuyén khoa tuyén
cubi diéu tri cdc bénh 1y nhiém khuan tai mién Biéc, ty 1& st dung khang sinh cao,
do d6 cac van dé vé str dung khang sinh rat duoc quan tam. Ngay 31/12/2020, Bo
Y té da ban hanh quyét dinh 5631/QD-BYT vé viéc hudng dan thuc hién quan 1y
st dung khang sinh trong bénh vién. Dua trén huéng dan cia BO'Y té, Bénh vién
da trién khai mot s6 cac hoat dong trong chuong trinh quén 1y sir dung khéng sinh,
tuy nhién chua trién khai dugc nghién ciru sau theo hudéng quan 1y, xay dung
huéng dan st dung timg khang sinh dé danh gia cu thé va danh gia hiéu qua cua
hoat dong d6. Trong bdi canh do6, chiing t6i tién hanh nghién ctru “Trién khai can
thiép quan 1y sir dung linezolid thong qua hoat dong dugc 1am sang tai Bénh vién
Bénh nhiét déi Trung Uong” v&i hai muc tiéu:

1. Phan tich thuc trang str dung linezolid tai'bénhivién Bénh Nhiét d6i Trung Uong.
2. Phan tich hiéu qua cta can thiép Duroc.lam sang dua trén Huéng dan sir dung

linezolid tai bénh vién.
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KET LUAN VA KIEN NGHI
Két luan

Qua phan tich viéc sir dung va tién hanh can thiép trong chuong trinh quan
ly khang sinh ap dung véi linezolid tai Bénh vién Bénh Nhiét d6i Trung uong,
ching toi rut ra mot sé két luan sau:

1. Phan tich thuc trang sir dung linezolid tai bénh vién Bénh Nhiét déi Trung
Uong.

Phdn tich tinh hinh sir dung linezolid thong qua mirc do va xu huong tiéu
thu cac khang sinh tqi Bénh vién Bénh Nhiét doi Trung wong giai doan 2017 —
2021

- Trong giai doan 2017 - 2021, lugng ti€u thy khang sinh trung binh tai
Bénh vién Bénh Nhiét d6i Trung wong khoang 100 DDD/100 ngay ndm vién.
Luong ti€u thu linezolid trong giai”doan 2017-2018 la 3-3,5 DDD/100 ngay
giudng, tang 1én 4,5-5 DDD/100 ngay givong trong giai doan 2019-2021.

- Céc khoa Hoi st tich cue; céip clru 2-Co s6 tiéu thu linezolid nhiéu nhat.
Mic d9 tiéu thu ctia khoa Hdi stc tich cuc Kim Chung cao nhat v4i 13,3 DDD/100
ngay nam vién, cao hon mue dd tiéu thu cua toan vién khoang 3,5 lan.

- Trong giai doan.2017-2021 murc d¢ ti€u thu ctia khang sinh vancomycin
va linezolid trén toan vién tang nhung chua thé hién xu hudng.

- Xu huéng tiéu thu ting tai 3 khoa 1a Hoi st tich cyc Kim Chung, Cap
ctru Giai Phong, Nhiém khuan tong hop Giai Phong

Phan tich thuc trang swr dung linezolid trén bénh nhan diéu tri tai Bénh vién
Bénh Nhiét doi Trung wong.

- Tudi ctia bénh nhan trong mau nghién ctru ¢6 trung vi 1a 59 tudi. Cac bénh
nhan trong nghién ctru duoc diéu tri chu yéu tai khoa Hoi sirc tich cuc va Cap ciru
tai 2 co s&, voi ty 1€ 77,4%.

- Ty 1& bénh nhan phan lap duoc vi khuan Gram (+) (26,7%). Tt ca cac

ching déu nhay cdm vd&i1 vancomycin va linezolid.

79

Trung tdm DI&ADR Quéc gia - tai liéu chia sé tai CANHGIACDUOC.ORG.VN va facebook CANHGIACDUOC



- C6 72,3% bénh nhan dugc ké don theo chi dinh dugc dé cap trong to
huéng dan sir dung. Da s cac bénh nhan duoc sir dung linezolid trong phac d6
diéu tri theo kinh nghiém (90%). Phan 16n bénh nhan sir dung & phéc thay thé
(53,7%), trong d6 thay thé sau vancomycin, teicoplanin c6 mot ty 1& nho (8,7%).

- Ty 1 bénh nhan c6 tuong tac thudc & mic dd chéng chi dinh véi linezolid
tuong dbi cao 54,1%.

- Cac bién cb bét loi dugc ghi nhan lién quan dén linezolid bao gdm giam
tiéu cau (30,0%) va nhiém toan lactic (11,1%).

2. Phan tich hiéu qua can thiép duoc 1am sang dwa trén Huéng dén sir dung
linezolid tai bénh vién Bénh nhiét déi Trung Uong

- Tat ca cac phiéu yéu cau sir dung linezolid déu duoc duogc si 1am sang
duyét trudc khi st dung. Trén tong sb 260 can thiép da duo thuc hién, ty 16 chap
thuan chung dat 93,1%.

- Can thiép Duogc 1am sang giup ting ro rét ty 1& chi dinh thue phu hop: tir
72,7% 1én 99,5% (p<0,001).

- 100% can thiép thay doi thudc lién quan dén tuong tac thude véi linezolid
déu duoc chép thuan

- 100% truong hop xuat hién bién ¢ nghiém trong nhiém toan lactic trong
thoi gian st dung linezolid (3,8%) déu dugc theo ddi, phat hién va ngimg thudc
kip thoi.

Kién nghi

Can tiép tuc thuc hién va nhan rong mé hinh nay trong chuong trinh quan
ly cac khang sinh “du trit” khac tai Bénh vién nhu colistin, fosfomycin,
tigecyclin...

Can trién khai sém TDM vancomycin tai bénh vién dé can béng ap luc su

dung khang sinh du trir linezolid tai bénh vién.
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