BOYTE
TRUONG PAI HQOC DUQC HA NOI

VUONG THAO NGAN

PHAN TiCH PAC PIEM VI SINH, LAM
SANG VA PHAC PO.KHANG SINH PIEU

TRI NHIEM KHUAN DO KLEBSIELLA
PNEUMONIAE KHANG CARBAPENEM
TAI TRUNG TAM HOI SUC TiCH CUTC,

BENH VIEN BACH MAI

KHOA LUAN TOT NGHIEP DUQC Si

HA NOI - 2024

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



BOYTE
TRUONG PAI HQOC DUQC HA NOI

VUONG THAO NGAN

MA SINH VIEN: 1901491

PHAN TiCH PAC PIEM VI SINH, LAM
SANG VA PHAC PO KHANG SINH PIEU
TRI NHIEM KHUAN DO KLEBSIELLA
PNEUMONIAE KHANG CARBAPENEM

TAI TRUNG TAM HOI SUC TICH CUC,
BENH VIEN BACH MAI

KHOA LUAN TOT NGHIEP DUQC Si

Ngwoi hwong dén:
1. PGS. TS. Nguyén Hoang Anh
2. PGS. TS. Pd Ngoc Son

Noi thwc hién:
1. Trung tim Hoi sirc tich cuc,
Bénh vién Bach Mai
2. Trung tim DI & ADR Quoc gia

HA NOI - 2024

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



LOI CAM ON

Pau tién, t6i xin dugc bay to 1ong kinh trong va su biét on sau sic dén PGS. TS.
Nguyén Hoang Anh — Giam dc Trung tdm DI & ADR Quéc gia, Pho truong khoa
Dugc, Bénh vién Bach Mai, nguoi thﬁy da truc tiép hudng dan t6i thuc hién khoa luan
t6t nghiép nay. Thay da danh nhiéu thoi gian chi bao tan tinh va dong vién toi trong qua
trinh thuc hién dé tai.

T6i xin chan thanh cam on PGS. TS. P§ Ngoc Son — Giam doc Trung tam Hoi
stc tich cuc, Bénh vién Bach Mai va PGS. TS. Vii Pinh Hoa — Pho Giam dbc Trung
tam DI & ADR Quéc gia, nhiing ngudi thdy da hudng dan t6i tan tinh va cho toi nhiing
1061 khuyén quy bau trong qua trinh thuc hién khoa luan.

T6i xin duoc gui 101 cam on chan thanh dén DS. Nguyén Thi Ciic va DS. Hoang
Hai Linh, Nghién ctru vién tai Trung tim DI & ADR Quéc gia, nhitng ngudi chi da
huéng dan, chi bao va dong vién toi trong qua trinh thuc hién dé tai.

T6i xin dugc bay to long biét on dén TS. BS..Pham Hong Nhung, Phé truong
khoa Vi sinh, Bénh vién Bach Mai cing BSNT-Hdi.sirc cAp ciru Nguyén Minh Dirc,
ThS. DS. Nguyén Thi Thu Ha va DS. Nguyén Ping Minh Vwong, Duoc si 14m sang,
Khoa Duoc di gitp d& toi rit nhiéu trong qua‘trinh thure hién nghién ciru.

T6i xin guri 101 cam on dén em Lé Thi Tuyét, ban Nguyén Phwong Thao, ban Bui
Thi Phwong Thio di gitp d& téimat nhicu trong qua trinh thyc hién khoéa luan.

T6i xin duoc giri 161 cam on dén toan thé cac bac si, diéu dudng tai Trung tim Hoi
suc tich cuc va cac anh chi Duoc stlamsang, Bénh vién Bach Mai da giap do va tao
diéu kién cho toi trong qua-tfinh thuc hién nghién ctru.

T6i xin giri 161 cam on.dén Ban giam hiéu va cac thay c6 Truong Dai hoc Duogc
Ha Noi da day do toi trong qua trinh hoc tap tai truong va tao diéu kién cho t6i duoc
thuc hién khoa luan tot nghiép nay.

Cubi clng, t6i xin bay to 10ng biét on sau sic nhat dén gia dinh va ban bé cua toi,
nhimng ngudi da luén dong hanh, dong vién va gitp do toi vuot qua cac khé khan trong
cong viéc va cudc séng.

T61 xin chan thanh cam on!

Ha Noi, ngay 31 thang 05 nam 2024

SINH VIEN

Vuwong Thiao Ngan
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APACHE 11 , _ . .
man tinh (Acute Physiology and Chronic Health Evaluation II)

ARC Tang thanh thai than (Augmented Renal Clearance)

AUC Dién tich dudi duong cong (Area Under the Curve)

BN Bénh nhan

C3G/C4G Cephalosporin thé hé 3 va 4

CDC Trung tdm Kiém so4t va Phong ngira Dich bénh Hoa Ky (Centers
for Disease Control and Prevention)

Cler DG thanh thai creatinin

CLSI Vién Chuan thirc Lam sang va-Xét nghiém Hoa Ky (Clinical and
Laboratory Standards Institute)

CRE Carbapenem-resistant’Enterobacteriaceae

CRKP Carbapenem-resistant K/ebsiella pneumoniae

EMA Co quan Quan Iy Duoc,phamChau Au (European Medicines
Agency)
Hiép hoi Bénh truyén nhiém va Vi sinh 1am sang Chau Au

ESCMID (European Society of Clinical Microbiology and Infectious
Diseases)
Uy ban Chau Au vé thtr 46 nhay cam véi khang sinh (The

EUCAST . . : s .
European Committee on Antimicrobial Susceptibility Testing)

FDA Co quan quan Iy Thuc pham va Duge pham Hoa Ky (US Food
and Drugs Administration)

GLASS Hé thong Giam sat Str dung va Dé khang khang sinh toan cau
(Global Antimicrobial Resistance and Use Surveillance System)

HSTC Hoi stre tich cuc

IDSA Hiép hoi Bénh truyén nhiém Hoa Ky (Infectious Diseases
Society of America)

KPC Klebsiella pneumoniae carbapenemase

LPS Lipopolysaccharide




MBL Metallo-beta-lactamase

MDR Vi khuén da khang (Multidrug — resistant)

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

MUI Tri€éu don vi

OMP Protein mang ngoai (Outer Membrane Protein)

PBP Protein gin penicillin (Penicillin-binding protein)

PDR Vi khuan toan khang (Pandrug — resistant)
Duogc dong hoc/Dugc luc hoc

PK/PD . ,
(Pharmacokinetics/Pharmacodynamics)
Hiép hoi Bénh truyén nhiém va Vi-sinh Lam sang Tay Ban Nha

SEIMC (Spanish Society of Infectious Diseases'and Clinical
Microbiology)

SOFA Thang diém danh gi4 suy-chtre nang co’quan tién trién
(Sequential Organ Failure Assessment)

WHO T6 chire Y té Thé'gigi (World Health Organization)

XDR Vi khuan khangmé rong (Extensively drug — resistant)
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PAT VAN PE

Klebsiella pneumoniae khang carbapenem (CRKP) la mot trong nhitng can nguyén
pho bién gay nhiém tring bénh vién, gan ddy da tré thanh mdi de doa 16n ddi véi hé
théng cham soc strc khoe toan cau trong ky nguyén khang khang sinh. Theo cong bd ctia
Hé thong gidm st sir dung va dé khang khang sinh cia T6 chirc Y té Thé gioi (WHO
GLASS) nam 2021 [115], ty 16 mic CRKP trén toan thé gi6i da 1én téi 12,34%. Pong
thot, ty 1€ tir vong dugce ghi nhan & mirc cao, dao dong tir 30 — 60% [62], [112]. Ty 1€
mic bénh va tr vong cao cing voi tinh hinh dich t& ngdy cang phuc tap da dat ra cau
hoi 16n vé mot chién luge quan 1y nhiém trung phu hop. Nam 2020, Hiép hoi Bénh
truyén nhiém Hoa Ky (IDSA) d4 lan dau tién ban hanh hudng din diéu tri nhiém khuan
do cac vi khuan Gram am da khang, trong d6 c6 CRKP [101]. Cho td1 hién tai, nhiéu
hiép hoi 16n vé vi sinh va bénh truyén nhiém trén thé gi6i cling d3 ban hanh huéng dan
diéu tri nhiém khuan gay ra bai vi khuan nay. Do d6, nhiém khuan do CRKP di trd thanh
van dé nong va 1a mdi quan tdm 16n trong diéu tri déi-vdi cac nha 1am sang trén toan
cu,

Bénh vién Bach Mai 13 bénh vién da khoa hang diic biét, tuyén cudi 16n nhat khu
vuc phia bic, 1a don vi diéu tri nhiéu bénh nhan ¢6 bénh canh 1am sang phtc tap va
nhiém khuan ning. Trung tdm Hoi stc tich cue (HSTC) 1a don vi thuong xuyén phai
tiép nhan cac ca bénh nang véi tiénlugng tir vong cao, day ciing 1a noi c6 ty 1¢ phan lap
ra cac vi khuan da khang cao nhét toan vién, trong d6 c6 CRKP. Két qua tong két tir cac
nghién ctru trong vong 5 namré lai'day.da ghi nhan téc d6 K. pneumoniae dé khang
carbapenem gia ting mot cdch dang bao dong [6], [8]. Két qua tir nghién ciru ciia Tran
Nhat Minh nam 2019 cho thay c6 gan 30% cac chung K. pneumoniae phan lap dugc tai
trung tdim HSTC con nhay cam v&i khang sinh carbapenem, tuy nhién dén nam 2023 chi
c6 khoang 10% s6 chung duy tri duoc d6 nhay cam. Trong bdi canh tinh hinh dé khang
khang sinh ngay cang phirc tap va ty 18 tir vong cao, viéc tong két thuong xuyén vé dic
diém vi sinh, 1am sang va phac d6 diéu tri dong mot vai tro quan trong dé dua ra mot
gbc nhin tong quan va goép phan xay dung chién luge diéu trj tdi vu cho ngudi bénh.
Trén co s& do, chung toi thuc hién nghién ctru: “Phan tich dic diém vi sinh, lim sang
va phdac do khing sinh diéu tri nhiém khuin do Klebsiella pneumoniae khing
carbapenem tai Trung tdm Hoi sikc tich cwe, Bénh vién Bach Mai” voi 2 muc tiéu:

1. Phan tich dic diém lam sang, dac diém vi sinh ctia bénh nhan nhiém khuén do
K. pneumoniae khang carbapenem tai Trung tdm Hoi stre tich cuc, Bénh vién Bach Mai.

2. Phan tich dic diém phac d6 khang sinh diéu tri nhiém khuan do K. pneumoniae
khang carbapenem tai Trung tim Hoi sirc tich cuc, Bénh vién Bach Mai.

Két qua ctia nghién ctru hy vong sé phan anh duoc tinh hinh dé khang khang sinh

cua vi khuan K. pneumoniae khang carbapenem va phac do6 diéu tri nhiem khuan do vi

1
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khuan nay tai Trung tim HSTC. Tir d6, chung toi hy vong s& dé xuat dugc mot sb bién
phap nham cai thién tinh trang khang khang sinh va ning cao hiéu qua diéu tri cho nguoi
bénh.
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KET LUAN VA KIEN NGHI
Két luin

Qua phan tich vé dic diém 1am sang, dic diém vi sinh va dic diém phac dd khang
sinh diéu tri nhiém khuin do Klebsiella pneumoniae khang carbapenem tai trung tdm
HSTC, Bénh vién Bach Mai, chung t61 rtt ra dugc mot s6 két luan sau:

1. Bénh nhén trong nghién ctru chii yéu 1a nguoi cao tudi (trung vi 68 tudi), nam
gidi chiém da s (66,5%). Hau hét bénh nhan déu c6 tinh trang phic tap, chtrc ning than
kém (Cler c6 trung vi la 34,2 ml/phut), thyc hién nhiéu can thi¢p xam 14n (thé may, loc
mau lién tuc, loc mau ngit quing) va thoi gian diéu tri kéo dai. Bénh nhan mac nhiéu
loai nhiém khuan, trong dé chu yéu 1a viém phdi. Ty 18 bénh nhan ning/xin vé va tir
vong khé cao véi 31,9%.

Nhin chung cc ching CRKP khang rat nhiéu khang sinh, ty 1& nhay cam véi cac
khang sinh du trit chi & mirc trung binh — thap. Colistin 13 khang sinh c6 ty 1& nhay cam
cao nhét véi 63,8%, voi cac khang sinh khac chi ¢ dwéi40% chung vi khuan con nhay
cam. Phan bd gid tri MIC cua cac khang sinh imipenem,, meropenem, amikacin va
colistin dich chuyén vé cac gié tri 16n, gay kho khin chowiéc lya chon khang sinh va tdi
vu liéu theo PK/PD. Kiéu gen khang thudc phure tap, trong d6 chu yéu 1a cac ching
mang gen NDM-1, OXA-48 hoic mang dong thdica 2-gen nay.

2. Phac d6 dwa trén carbapenem va phac do dira trén colistin 13 hai phac dd duoc
sir dung nhiéu nhat, véi ty 18 1an luot 13 44,4% va 48,9% & phac do kinh nghiém, 20,8%
va 69,7% & phac d6 sau khi co'két qua khang sinh do. Ty 18 sir dung cac khang sinh dy
trit nhu aminoglycosid, ceftazidim/avibactam va fosfomycin cao hon sau khi c6 két qua
vi sinh. Carbapenem va colistin 13 hai khang sinh thuong dugc phdi hop véi nhau va sir
dung dai ngay dé diéu tri nhiém khuan do CRKP.

Kién nghi

Dua trén nhitng két qua ctia nghién ciru, chung t6i xin dé xuat mot sé kién nghi
sau:

1. Xay dyung chién lugc quan 1y nhiém khuan do CRKP tai Trung tim HSTC, Bénh
vién Bach Mai. Can phan tang vai trd cta cac khang sinh quan trong trong diéu trj va ca
thé hoa diéu tri trén tung bénh nhan dua trén két qua khang sinh dd, MIC va kiéu gen
khang thudc.

2. Trién khai thém cac nghién ctru lién quan dé tim ra cac phac do khang sinh phu

hop nhét trén ting ca thé nguoi bénh.

48
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