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LOI CAM ON

Pau tién, toi xin giri 161 cam on sau sac t6i PGS.TS. Nguyén Hoang Anh, Giam
dbe Trung tam DI & ADR Quéc gia, Pho Trudng khoa Dugc Bénh vién Bach Mai, va
Ths.DS. Nguyén Thi Tuyén, Chuyén vién Trung tim DI & ADR Qudc gia la nhimng
ngudi di tryc tiép huéng dan, tan tinh chi bao, dua ra nhimg 101 khuyén quy bau, dong
vién va tao diéu kién t6t nhat cho toi trong subt qua trinh thyc hién khoa luan tdt nghiép

nay.

Tbi xin chan thanh cam on DS. Nguyén Ping Minh Vwong va Ths.DS. Nguyén
Thi Thu Ha, Dugc si 1am sang khoa Duoc Bénh vién Bach Mai, anh, chi da huéng dan

va hd tro toi trong sudt qua trinh thyc hién khoéa luan.

T61 xin tran trong cdm on Ban 1anh dao bénh vién, Ban lanh dao Khoa Duogc va
Phong Ké hoach Téng hop Bénh vién Bach Mai, PGS. TS. Nguyén Quynh Hoa,
Truong Khoa Duoc, TS.DS. Nguyén Thu Minh; Pho Truéng Khoa Duoc cung céc
Duogc si don vi Dugc lam sang — Thong tin thudc datao diéu kién thuén loi cho toi trong
qué trinh thyc hién nghién ctru tai bénh vién.

T61 xin gui 101 cdm on dén cac thﬁy c6 va anh chi chuyén vién hién dang lam viéc
tai Trung tam DI & ADR Qude.gia da cho, téimhimg 10i khuyén quy bau va dong vién
toi trong qua trinh thuc hién khoa luan.

T6i xin giri 101 cam on téi Ban Giam hiéu, cac thiy c6 giang vién truong Pai hoc
Duoc Ha Noi da day do toi trong sudt 5 nim qua.

Cudi cung, t6i danh 151 ¢cam on dén ban Tang Qudc An, ngudi ban da hd tro toi
trong qua trinh thuc hi¢n khoa luan. T6i xin cam on gia dinh va ban be, nhiing nguoi da
luon & canh, dong vién va ung ho va 1a chd dua tinh than cua toi trong cong vi¢c va cudc

song.
To1 xin chan thanh cam on!

Ha Noi, ngay 05 thang 06 nam 2023

Sinh vién

Nguyén Ha Nhi
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95% CI1 Khoang tin cay 95% (95% confident interval)

ADR Phéan tmg c6 hai ciia thudc (Adverse Drug Reaction)

AMS Chuong trinh quan ly su dung khang sinh (Antimicrobial
Stewardship)

AUC Di¢n tich dudi duong cong (Area Under the Curve)

BYT BoY té

CAP Viém phéi cong dong (Community-acquired pneumonia)

CDC Trung tdm Kiém soat va Phong ngira Dich bénh (Centers for
Disease Control and Prevention)

Clcr D3 thanh thai creatinin (Creatinine Clearance)

CLSI Vién Chuén thic 14m sang v xétnghiém Hoa Ky (Clinical and
Laboratory Standards InSitute)

CTCH Chén thuong chinhvhinh

CYP450 Cytochrom P450

DDD Liéu duytri trung binh gia dinh mdi ngay (Define Daily Dose)

DSLS Dugc silam sang

EMA Co quan quan 1y thudc chau Au (European Medicines Agency)

EUCAST Uy ban Chau Au vé thir nghiém d6 nhay cam khang sinh (The
European Committee on Antimicrobial Susceptibility Testing)

FDA Co quan quan 1y Thuc pham va Duoc pham (Food and Drug
Administration)

GISA Tu cdu vang nhay cam trung gian véi glycopeptid
(Glycopeptide-intermediate Staphylococcus aureus)

HAP Viém phdi bénh vién (Hospital-acquired pneumonia)

HGB Hemoglobin

HSTC Hoi stre tich cuc

IDSA Hiép hoi Bénh truyén nhiém Hoa Ky (Infectious Disease

Society of America)




MAOI Chiat wc ché monoamine oxidase (Monoamine oxidase
inhibitor)

MDLS Mién dich 1am sang

MIC Nong d6 tc ché tbi thiéu (Minimum Inhibitory Concentration)

MRSA Tu ciu vang khang methicillin (Methicillin — resistant
Staphylococcus aureus)

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

PLT S6 luong tiéu cau

PT Phau thuat

Qb Quyét dinh

SSRI Chét trc ché thu hoi chon loc_serotonin (Selective serotonin
reuptake inhibitors)

TT Trung tam

VAP Viém phéi thd may (Ventilator~ acquired pneumonia)

vd Thé tich phan b

VISA Tu cad 'vang nhay cam trung gian v&i vancomycin
(Vancomycin- intermediate Staphylococcus aureus)

VRE Enterococcus dé khang vancomycin (Vancomycin - resistant
Enterococcus)

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

WHO T6 chire Y té Thé giéi (World Health Organization)

YCSD Yéu cau sir dung

YHHN Y hoc hat nhan
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PAT VAN DE

Nhitng nim gan day, nhiém tring do vi khuan dé khang khang sinh 1a mot trong
nhimg nguyén nhan hang du gy tir vong trén thé gidi, dic biét & cac qudc gia co thu
nhap thap [13]. Bao cdo cia WHO niam 2020, vé6i dir liéu khang sinh tir 66 quéc gia, da
minh hoa birc tranh dang bao dong vé tinh trang dé khang khang sinh & mirc d6 toan cau
[11]. Thuat ngtr “Chuong trinh quan 1y khang sinh” (AMS — Antimicrobial Stewardship
program) dugc dé xuat boi hai bac si noi tra, John McGowan va Dale Gerding, vao nim
1996 [72]. Tir d6 dén nay, AMS di dugc trién khai ¢ nhiéu qudc gia v6i ba myc tiéu
chinh: t6i wu hoa str dung khang sinh, ngin chian lam dung va giam thiéu sy phat trién
ctia vi khuan khang thudc [33]. Tai Viét Nam, chwong trinh quan 1y str dung khéng sinh
dugc chinh thirc dé cap lan dau tién tir nim 2016 theo quyét dinh s6 772/QD-BYT vé
viéc “Hudng dan thuc hién quan 1y str dung khang sinh trong bénh vién”.

Khang khang sinh tao ra nhiing thach thirc khongnho trong diéu tri, trong d6 phai
ké dén cac vi khudn Gram dwong nhu Staphylococcus aureus, Staphylococcus
epidermidis, Enterococcus faecium [11]. Linezolid 1a khang sinh nhoém oxazolidinon
dau tién duoc FDA phé duyét vao nam-2000 voi ¢hi‘dinh’diéu trj nhiém khuan Gram
duong bao gom ca vi khuan da khang thudc: Staphylococcus spp., Streptococcus spp.,
Enterococcus faecalis, E. faecium(ca VRE) [74]. €Co ché tac dung cia linezolid thong
qua trc ché téng hop protein bang viéc gan vao tiéu phan 50S ribosom, khac biét véi cac
khang sinh khac, do vay ty 18 khang chéowdi cac loai khang sinh khac thap. Ché do liéu
ctia linezolid ¢ dinh (600mgmdi 12 gid trén ngudi 16m), khong can higu chinh liéu trén
bénh nhan suy giam chtrc ndng than, kha ning phan bb vao ciac mo nhiém tring t6t (dic
biét 1a md phoi, da va md mém) va sinh kha dung duong udng xap xi 100% [63]. Nhitng
vu diém trén khién linezolid 1a mét trong nhitng lwa chon phi hop dé sir dung trong diéu
tri nhiém khuan Gram duong da khang.

Bén canh nhitng vu diém trén, viéc st dung linezolid cling tiém an nhing bién cb
bat loi nghiém trong nhu doc tinh trén huyét hoc (giam tiéu cau, thiéu mau), nguy co rdi
loan than kinh thi gidc va nhiém toan lactic [19], [23], [56]. Pong thoi, linezolid 1a mot
chét trc ché monoamine oxidase, v6i nhiéu twong tac thude gay hoi chimg serotonin va
con ting huyét ap trén bénh nhan [107]. Viéc str dung linezolid khéng theo cac chi dinh
duoc phé duyét c6 thé lién quan dén su ting nguy co gip tac dung khong mong mudn
va phat sinh d6t bién khang thudc [36].

Bénh vién Bach Mai la bénh vién da khoa hoan chinh tuyén cudi hang dac biét véi
mo hinh bénh tat da dang, s6 luong giuong bénh 16n, dan dén ap luc vé sir dung khéng
sinh it cao. Linezolid dugc dua vao danh muc thudc cta bénh vién tr nam 2015 va

duoc su dung rong rai tai nhi€u don vi 1am sang. Pa c6 nhiing nghién ctru khao sat vé

1
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thuc trang st dung linezolid tai Bénh vién Bach Mai, véi ty 1€ sir dung theo cac chi dinh
dugc phé duyét dudi 50% [5], [7]. Do vay, viéc ti wu sir dung linezolid nham dam bao
hiéu quéa va han ché nguy co gip bién cd bét loi 1a van dé rat dugc cac don vi 1am sang
trong Bénh vién quan tam. Ngay 31/12/2020, B Y té ban hanh “Hudng dan thyc hién
quan ly st dung khang sinh trong bénh vién”, véi linezolid dugc dua vao danh muc
khang sinh can wu tién quan ly. Bénh vién di ban hanh “Huéng dan sir dung khang sinh
linezolid” vao thang 03/2022 va trién khai hudng dan thong qua hoat dong Dugc 1am
sang trong chuong trinh quan 1y khang sinh, huéng dén st dung linezolid hop 1y, an
toan va hiéu qua.

Véi mong muén tong két két qua cua can thiép trong mot nam trién khai, tir d6 rit
kinh nghiém va tiép tuc hoan thién hon nita quy trinh, chung téi tién hanh nghién ctru
“Phén tich hiéu qua can thi¢p ting cwong quin ly sir dung khang sinh linezolid tai
Bénh vién Bach Mai” v6i hai muc tiéu:

1. Phan tich tac dong cta cac hoat dong Dugc lamsang trién khai “Hudng dan sir dung
khéng sinh linezolid” trong chuong trinh quan 1y khang sinh tai Bénh vién.

2. Phan tich hiéu qua ting cudng giam sat an toan thudc lién quan dén st dung linezolid
thong qua hoat dong Dugc 1am sang trién'khai tir thang 12/2022 dén thang 03/2023.
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KET LUAN VA KIEN NGHI

Két luin

Qua phan tich tic dong ctia Huéng dan str dung khang sinh linezolid 1én tinh hinh
ti€u thu khang sinh nay tai Bénh vién Bach Mai, déng thoi trién khai mot sb hoat dong
duogc 1am sang ting cuong giam sat an toan thude, chung t6i dwa ra mot sb két luan nhu
sau:

1. Phan tich tic ddng ciia cac hoat dong Dwoe 1Am sang trién khai “Hwéng din sir
dung khang sinh linezolid” trong chwong trinh quédn ly khang sinh tai Bénh
vién Bach Mai

- Trong giai doan thang 01/2019 —03/2023, mrc d¢ tiéu thu khéng sinh linezolid trung
binh toan vién trudc va sau can thiép 1an luot 1a 0,624 va 0,255 DDD/100 ngiy nam
vién. Murc dg tiéu thu cta toan vién giam sau khi trién khai Hudng dan, con xu huéng
tiéu thu khong thay doi.

- Co su tai co cAu tiéu thu linezolid gitta cac’donvi diéu tri, véi nam don vi diéu tri
tiéu thu linezolid nhiéu nhat giai doan sau can thiép 12 TT. Hoi strc tich cyc, TT. Bénh
nhiét déi, TT. Co xuong khép, TT. Chéng'ddc va KhoaPhau thuit tao hinh thim my.

- Khoa Ngoai Téng hop va Khoa Phau thuit tao hinh tham my cé muc do ti€u thu
giam cd y nghia théng ké sau can thi€p, va xu hudng ti€u thy tai khoa Phau thuét tao
hinh thim my ting c6 ¥ nghia thong ke.

- Tét ca céc phiéu YCSD linezolid déu duoc duoc silam sang duy¢t trude khi stir dung.
Ty 1& phiéu YCSD cé'sy dong thuan véi bac si 1a 95,7%.

- Giai doan sau can thiép, dac diém chi dinh cta linezolid co su thay ddi c6 y nghia
thong ké. Ty 1¢ chi dinh theo cin nguyén 1a 42,2%, loai phac do thay thé 1a 94,8%,
v6i 51,7% la thay thé vancomycin.

- Bénh nhiém khuan tai thoi diém bat dau sir dung linezolid thuong gip 1a nhiém khuan
da md mém (46,6%), viém phdi bénh vién/viém phdi thé may (38,8%) va nhiém
khuan huyét (35,3%).

2. Phén tich hiéu qua ting cwdong giam sat an toan thudc lién quan dén sir dung
linezolid thong qua hoat dong Dwoc 1am sang trién khai tir thang 12/2022 dén
thang 03/2023

- Bénh nhén trong mau nghién ctru c6 nhidu yéu té nguy co gip bién cb bat loi huyét
hoc khi str dung linezolid: tudi cao (trung vi 60 tudi), suy giam chirc nang than (trung
vi 40 ml/phiit), s6 lugng tiu cau tai thoi diém bt dau st dung linezolid < 150 G/L
(21,6% s bénh nhan), c6 bénh 1y huyét hoc (6,9% sb bénh nhén).

- Thoi gian str dung linezolid twong d6i dai, véi trung vi 10 ngay. 62,7% sb bénh nhan

st dung linezolid > 7 ngay.
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- Tbng cong co 142 can thiép duoc 1am sang, v6i ty 1é chap thuan 1a 70,4%. Trong d6
can thi¢p lién quan dén bién cb bt loi chiém ty 1€ cao nhét, véi ty 1€ chép thuan la
86,0%.

- Ty 1é bénh nhan str dung linezolid gip twong tac thudc chong chi dinh twong ddi cao
(42,2%), trong d6 tuong tac chdng chi dinh tuyét ddi ghi nhan gdm methyldopa va
nefopam. Tuong tac linezolid — fentanyl 1a twong tac chéng chi dinh c6 diéu kién
thudng gap nhat, trén 25 bénh nhan (24,5%).

- Ty 1é bénh nhan gip ADR huyét hoc lién quan dén linezolid twong d6i cao, véi ADR
giam tiéu cau thuong gip nhat (21,9%), sau d6 dén thiéu mau (9,4%) va giam bach
cau (3,1%). Thoi gian tiém tang bién cb bat loi twong dbi ngan. Cac ADR da s6 &
muc d6 nhe va trung binh, tuy nhién van gip truong hop de doa tinh mang. Bién

phap xtr tri phd bién nhit 13 truyén mau va ngirng thude.

Kién nghi

Trén co so nhitng két qua ctia nghién ctru, chung téi c6 mot sé kién nghi nhu sau:

- Tiép tuc ddy manh hoat dong duogc 1am sang trong viéc'quan 1y str dung khang sinh
linezolid, dic biét trién khai giam sat an toan thudc thong qua hoat dong theo ddi cac
phan tng c6 hai va ra soat trong tac thudc chng chi dinh véi linezolid.

- Tich hop danh muc tuong tac thudc chéng chi dinh véi linezolid trén phan mém ké
don dién tir cia bénh vién; hién canh bao cap tuong tac, dac biét 1a cac tuong tac
thudc chéng chi dinh kip thoi khi bac si ké don.
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