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LOI CAM DOAN

T6i xin cam doan ludn vin vé dé tai “Nghién ctru xay dung, thim dinh va ap dung
mo hinh dy doan Klebsiella pneumoniae va Escherichia coli d& khang khang sinh trén
bénh nhan nhiém khuan huyét tai Vién Huyét hoc — Truyén mau trung wong” 13 cong
trinh nghién ctru ca nhan cua toi trong thoi gian qua. Moi s6 liéu st dung phan tich trong
luan van va két qua nghlen ctru 1a do toi ty tim hiéu, phan tich mot cach khach quan,
trung thuc, c6 ngudn gdc rd rang va chua duoc cong bd dudi bat ky hinh thire ndo. Tbi
xin chiu hoan toan trach nhiém néu c6 sy khong trung thuc trong thong tin str dung trong
cong trinh nghién ctru nay.
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T6i xin duoc bay t6 1ong biét on chan thanh téi PGS. TS. Nguyén Hoang Anh,
Giam d6c Trung tim DI&ADR Qudc gia, nguoi thdy da dinh hudng cho t6i thuc hién
dé tai va cho toi nhitng 10i khuyén quy bau, gitp cho tdi c6 co hoi dugce kham pha khoa
hoc.

T6i xin gri 10i cam on chan thanh t5i ThS. Nguyén Thi Tuyén va DS. Nguyén
Hoang Anh, Chuyén vién Trung tim DI&ADR Qudc gia di tan tinh hudng dan va hd
tro toi trong lic thuc hién khoéa luan nay.

T6i xin trin trong cam on Ban Lanh dao Vién Huyét hoc — Truyén mau Trung
wong, ThS.Vii Duy Hong — Trudng khoa Duge, c¢ac can bd nhan vién khoa Duoc, 1anh
dao, cac bac si, diéu dudng ciia cdekhoa Visinh , khoa H7 va phong Ké hoach tong hop
da tao diéu kién cho t6i duge thuc hién nghién ctru tai Vién. Cam on DS. Tran Duy
Anh, DS. Lé Hong Anh va DS. Tran Thi Thu Ha phong Dugc 1am sang, khoa Duoc
da ludn giap do toi trong qua trinh nghién cuu.

T6i cling xin guri 161 cam on chan thanh tgi DS. Nguyén Ngoc Trién, DS Nguyén
Quang Sang d3 hd tro toi trong qua trinh nghién ctru.

Xin tran trong cam on Ban Giam hiéu, cac thiy cb trong chuyén nganh Dwge ly
— Duoc 1am sang va Truong Pai hoc Dwoc Ha Noi dd day bao toi trong sudt nhiing
nam vira qua, gitp t6i c6 duoc nén tang kién thirc dé thyc hién luin van.

Cubi cung, xin duoc giri 10i cam on dén gia dinh va ban b¢ 1a ngudn dong luc da
lubén & bén hd trg toi trong qua trinh hoc tap va thyc hién luan van nay.

Xin chan thanh cam on!

Ha Noi, ngay thdang 4 nam 2022

Hoc vién

Nguyén Duy Tan
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Bach ciu trung tinh

Khang sinh B-lactam/trc ché B-lactamase

Bayesian Model Average

Nhiém khuan huyét (Bloodstream infection)

Cephalosporin thé hé 3 hoic thé hé 4

Nhiém khuan huyét lién quan t6i cong ddng (Community-
associated bloodstream infection)

Cay phan loai va hoi quy (Classification and Regression Tree)
Trung tim Kiém soat va Phong ngira bénh tat Hoa Ky (Centers
for Disease Control and Prevention)

Do thanh thai creatinin

Nhiém khuan huyét khoi phatfir cong dong (Community-onset
bloodstream infection)

Tu cau vang khong sinh men-coagulase (Coagulase-negative
staphylococci)

Enterobacteriaceae khang carbapenem (Carbapenem-resistant
Enterobacteriaceae)

Carbapenem-resistant Klebsiella pneumoniae

Cosdy té

Hoi nghi'chdu Au vé nhiém tring trong bénh bach cau
(European Conference on Infections in Leukemia)

Men beta-lactamase pho rong (Extended-spectrum beta-
lactamase)

Enterobacteriaceae sinh ESBL

Hoi vi sinh 1am sang va cac bénh truyén nhiém chau Au
(European Society of Clinical Microbiology and Infectious
Diseases)

Hiép hoi Ung thu Y té chiau Au (European Society for Medical
Oncology)

Uy ban vé Thir D6 nhay cam chiu Au (The European
Committee on Antimicrobial Susceptibility Testing)

Nhiém khuan huyét lién quan téi cham séc y té (Healthcare-
associated bloodstream infection)

Virus gdy suy giam mién dich méc phai ¢ nguoi (Human
Immunodeficiency Virus)
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Sequential Organ Failure Assessment
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Vién Huyét hoc - Truyén méau Trung wong

T6 chirc Y té Thé gii (World Health Organization)
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PAT VAN PE

Nhiém khuan huyét (NKH) 1a nguyén nhan quan trong hang dau gay tir vong
trong diéu tri tai bénh vién. Véi cac hau qua do s6¢ nhiém khuan cling nhu suy chirc
ning da tang, ti 18 tr vong van rt cao ngay ca khi dugc diéu trj tich cuc [1]. Cac nghién
ctru gan day cho thiy ti 16 cin nguyén gay nhiém khuan huyét do cac truc khuin gram
am trong dé co céc vi khuin ho Enterobacteriaceae v4i hai dai dién 1a Klebsiella
pneumoniae va Escherichia coli dang gia tang va trd thanh nhitng tdc nhan giy bénh
chinh [121]. Pi kém véi sy dich chuyén dé, tinh trang dé khang khang sinh cang lam
tram trong hon trong viéc lya chon chién lugc diéu tri phu hop. Bao céo thudng nién
ctia TO chire Y té thé giGi da cong bd danh sach cac vi khuan can tap trung vu tién phat
trién khang sinh dic tri moi do tinh trang khang thube-da tré nén déang bao dong. Céc
chung vi khuin Enterobacteriaceae khang cephalosporin thé hé 3 hodc khang
carbapenem duoc xép vao uu tién hang dau’[158]. Diéu nay dit ra vin dé phat trién cac
giai phap nham sir dung khang sinh pht hop dé cai thién k&t qua diéu trj trén bénh nhan
nhiém khuan huyét cling nhu giam thiéu nguy.co khang thudc.

Trén doi tuong bénh nhan huyét hoc, ty 1&¢'bénh nhan co sbt giam bach cau trung
tinh duoc x4c dinh nhiém khuan huyét dao dong tir 10% dén 25%[147]. Trén cac bénh
nhan nay, nhiém khuan huyétdo vi’khuan gram am ciing thudng chiém da sd, dao dong
tir trén 50% dén 74%. Hai tae.nhan vi khuan E. coli va K. pneumoniae 13 hai cin nguyén
dugc phan 1ap nhiéu nhat vai ty 1& khoang 30% tong s6 vi sinh vat phan lap duoc tir
bénh pham mau [39], [55], [71]. DPbi véi van dé diéu tri nhiém khuan huyét do K.
pneumoniae va E. coli, viéc tri hodn sir dung phac d6 khang sinh phu hop c6 thé 1am
ting gip d6i nguy co tir vong, dic biét 1a cac trudng hop tri hodn trén 48 gio [144]. Két
qua nay cho thiy can c6 mot sy chuyén dich trong thuc hanh diéu tri, tir viéc sir dung
chién luoc 1én thang (bat dau bang khang sinh pho hep sau d6 mé rong pho theo két qua
khang sinh d6) sang chién lugc sir dung khang sinh sém, manh va bao phu tir dau [144].
Diéu nay dong nghia vai viéc bac sy can thay doi phac do phu hop ngay khi c6 két qua
phan lap vi khuan va khang sinh dd. Bén canh do, viéc du doan sém dic diém khang

thudc cua cac chung vi khuan giy bénh dé tir 46 c¢6 can cir huéng dan thay doi phac do
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khang sinh trinh diéu tri mot cach phu hop s& dong vai trd quan trong trong thuc hanh
trén doi tuong bénh nhan dac biét nay.

Véi 1y do trén, chiing toi thuc hién dé tai “Nghién ctru xay dung, tham dinh va
ap dung mo hinh dy doan Klebsiella pneumoniae va Escherichia coli & khang khang
sinh trén bénh nhan nhiém khuan huyét tai Vién Huyét hoc — Truyén mau Trung wong”
vO1 cac muc tiéu sau:

1. Xay dyng mo6 hinh du doan nguy co nhiém Klebsiella pneumoniae va
Escherichia coli d¢ khang cephalosporin thé hé 3/thé hé 4 va dé khang carbapenem trén
bénh nhan nhiém khuan huyét tai Vién Huyét hoc — Truyén mau Trung wong.

2. Thim dinh mé hinh du doan nguy co nhiém Klebsiella pneumoniae va
Escherichia coli ¢ khang cephalosporin thé hé 3/thé-hé 4 va dé khang carbapenem trén
bénh nhan nhiém khuan huyét.

3. Budc dau ap dung mod hinh dy doan nhiém khuan huyét do Klebsiella
pneumoniae va Escherichia coli d& khang khang sinh trong diéu chinh phac do khang

sinh bénh vién.
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KET LUAN VA KIEN NGHI
Két ludn

Qua phan tich hdi ctru 567 bénh nhan nhiém khuin huyét va theo ddi tién ctru 30
bénh nhan nhiém khuéin huyét do Klebsiella pneumoniae va Escherichia coli tai Vién
Huyét hoc — Truyén mau Trung wong, ching toi rat ra mot sd két luan sau:

1. Xay dung dugc mo hinh du doan nguy co nhiém Klebsiella pneumoniae va
Escherichia coli & khang cephalosporin thé hé 3/thé hé 4 va dé khang carbapenem.
Quén thé 393 bénh nhan xay dung mo hinh ¢6 bénh ly huyét hoc da dang. Phan 16n bénh
nhan c6 tién sir nhap vién thudng xuyén, diéu tri hoa chat va corticosteroid, ciing nhur
st dung nhiéu khang sinh trudc d6. Tinh hinh dé khang cua K. pneumoniae va E. coli
tuong d6i phuc tap, vdi xu hudng E. coli khang C3G/C4G va K. pneumoniae khang
carbapenem cao.

Mo hinh tién lugng cho nguy co nhiém vi khuan khéng cephalosporin thé hé 3/thé
hé 4 gom 4 yéu té: (1) st dung fluoroquinolon trongvong 30 ngay, (2) sit dung
cephalosporin thé hé 3/4 trong vong 30-ngdy; (3) giam bach cau trung tinh trén 5 ngay
va (4) loai vi khuan bao gdm nhiém E. colithoic dongnhiém hai loai vi khuan. M6 hinh
tién luong nguy co nhiém vi khuan khang carbapénem gom 5 yéu t: (1) nam gidi, (2)
st dung fluoroquinolon trong vong.30 ngay, (3) sir dung cephalosporin thé hé 3/4 trong
vong 30 ngay, (4) sir dung carbapenem trong vong 30 ngay va (5) nhiém K. pneumoniae.

2. Tham dinh dugc mo hinh du doan nguy co nhiém Klebsiella pneumoniae va
Escherichia coli d khang cephalosporin thé hé 3/thé hé 4 va dé khang carbapenem trén
quan thé 174 bénh nhan trong nam 2020. Thiét ké tham dinh theo thdi gian nén quan thé
bénh nhén ¢ nhiéu dic diém twong dong. Két qua tham dinh cho thdy mo hinh van dat
hiéu sudt tot trén quan thé bénh nhan méi.

Trén mo hinh tién luong cho nguy co nhiém vi khuan khang cephalosporin thé
hé 3/thé hé 4 gia tri AUC ROC va khoang tin ciy 95% ctia quan thé tham dinh 1 0,769
(0,694 — 0,844), su khac biét AUC so véi quan thé xay dung khong c6 y nghia thong ké
(p = 0,250, kiém dinh DeLong). Trén mé hinh tién lugng nguy co nhiém vi khuan khang
carbapenem gid tri AUC ROC va khoang tin cdy 95% ctia quan thé tham dinh 12 0,826
(0,738 — 0,914), sy khac biét AUC so véi quan thé xay dung khong c6 y nghia thong ké
(p = 0,957, kiém dinh DeLong). Két qua cho thdy mé hinh c6 tiém ning dé ap dung
trong thuc hanh 1am sang.
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3. Budc dau di ap dung mé hinh trén thyc hanh 1am sang voi 30 bénh nhan nhiém
khuan huyét tai khoa diéu tri hoa chat. Trong s6 nay c6 27 bénh nhan dugc thdng nhit
phac d6 tai thoi diém dinh danh vi khuan. Ty 1& thay ddi phac dd dua trén mo hinh du
doan 1a voi 13,3% va cac phac dd nay déu phu hop véi két qua khang sinh dd sau do.
Kién nghi

1. Trinh phé duyét va trién khai mé hinh tién luong phan ting nguy co nhiém vi
khuan khang thudc, dé dat hinh thirc thyc hién viéc diéu chinh phac d6 khang sinh tai
khoa H7 va nghién ctru trién khai tai cac khoa 1am sang khac trén bénh nhin ning c6
dich t& vi khuan Gram (-) khang thudc phtic tap tai Vién Huyét hoc — Truyén méu Trung
uong.

2. Tién hanh tham dinh bén ngoai mo hinh dé ap dung cho cac co s& diéu tri bénh
nhan huyét hoc khac dé danh gia kha ning nhan rong mé hinh trong phan ting bénh
nhan c6 nguy co khang thubc va dinh hudng lua chon khang sinh hop 1y trong diéu tri

nhiém khuéan huyét trén bénh nhan huyét hoc.
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