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DANH MUC CAC TU VIET TAT:

MIC: minimal inhibited concentration
A.B: acinetobacter baumannii

P.A: Pneudomanas aeruginosa

PCT: Procalcitonin

CRP: C reactive Proteine

TM - tinh mach

NKQ: Noi khi quan

BN: bénh nhan

MRSA: methicillin resistant S.aureus
VPBV:Viém phdi bénh vién

VPTM: Viém phdi két hgp thd may
VPCSYT:  viém phgi lién quan dén cham soc y té

BN: bénh nhan




Tém tat: Xac dinh Nong dd uc ché téi thi€u MICs, clla meropenem,
impenem va vancomycin trén vi khudn gay viém phoi tai bénh vién Cho
Ray

Pai cuong:dé khang khang sinh trong viém phai, dac biét viem phi bénh vién
va viém pha6i thd may dang gia tdng nhanh chong lam ting ti 1é t& vong va thoi
gian nam vién ciing nhu ting gia thanh diéu tri. Xac dinh MIC c6 vai tro quan
trong trong danh gia su nhay cam khang sinh cla céac tac nhan nay ciing nhu
tién doan hiéu qua cua khang sinh dugc s dung trén lam sang.

Muc tiéu nghién ctru:

- Xac  dinh MICsy cla meropenem va imipenem  trén

A.baumannii,K.pneumoniae va P.aeruginosa.

- Xac dinh MICgy cla vancomycin va teicoplanin trén MRSA gay VPBV va
VPTM

- X&c dinh ti 1& dé khang clia A.B, P.Ava MRSA gay VPBV va VPTM tai BV
Chg ray

Phuong phap nghién cttu: do MICg bang que E test trén 200 chlng vi khuén
cla nhiing bénh nhan VPBV va VPTM (mi tdc nhan 50 ching A.B, P.A va K.P
va MRSA) tai BV Chg ray. Biém cat MICy clia CLSI 2013 dung dé tham chiéu

K&t qua nghién cutu: Acinetobacter baumannii dé khang cao nhat véi impenem
(100%) va meropenem(98%). Pseudomonas aeruginosa ciing co ti 1& dé khang cao
vGi hai khang sinh trén (imipenem 72 % va meropenem 74%). C6 su gia tang dé
khang nhanh chong imipenem va meropenem, lan lugt 68% va 62% cla
K.pneumoniae.100% MRSA van con nhay cam véi vancomycin va teicoplanin.

Pa s6 MICy clla meropenem va imipenem doi véi A.baumannii, P.aeruginosa va
K.pneumoniae la > 32 mg/l.

MICg clla MRSA d6i vGi vancomycin > 1 mg/L 1a 50%, < 1 mg/l 1a 50%, MIC o cUa
Teicoplanin = 1 mg/l la 22%, < 1 mg/l la 78%.

K&t ludn: Tai bénh vién Cho Ray, nhimng vi khuan gram am gay viém ph&i bénh
vién va viém phéi thd may co ti 1é khang cao vdi imipenem va meropenem véi MIC
> 32 mgl/l trong da s6 trudng hgp. Mac du con nhay cdm 100% véi vancomycin va
teicoplanin, MICg cUa vancomycin > 1mg/l 1én t&i 50% truong hgp so véi MICg cla
teicoplanin >1mg/l la 22%.

Abstract: Determine the MICy of meropenem, imipenem and vancomycin
for pathogens causing pneumonia at Choray hospital



Background: Antimicrobial resistance in hospital-acquired pneumonia (HAP) and

ventilator-associated pneumonia (VAP) is rising rapidly, with increased morbidity and

mortality and higher healthcare costs. Determination of MIC has an important role in

evaluating the antibiotic susceptibility of these pathogens as well as predicting

antibiotics’ clinical efficiency.

Objectives:

- To determine the MICy of meropenem and imipenem for A.baumannii,
P.aeruginosa and K.pneumoniae causing HAP and VAP

- To determine the MICy of vancomycin and teicoplanin for MRSA which caused
HAP and VAP

- To determine resistant rates of A.B, P.A, K.P and MRSA causing HAP or VAP in
Cho Ray hospital.

Methods:MICy by Etest were performed for 200 isolates of HAP or VAP patients

(including 50 isolates each of Acinetobacterbaumani, Pseudomonas aeruginosa,

k.pneumoniae and methicillin resistant Staphylococcus aureus - MRSA) at Cho Ray

hospital. MIC breakpoints of CLSI 2012 were used.

Results: Most Acinetobacter baumannii isolates had high resistant to imipenem

(100%) and meropenem (98%). It was the bacteria with the highest antibiotic

resistant rates. Pseudomonas aeruginosa also had increase resistant rates to

imipenem (72%) and meropenem (74%). The rapidly increasing Resistance of

K.pneumoniae to imipenem 68% and meropenem 62% was recorded in this year.

100% MRSA isolates were susceptible to vancomycin and teicoplanin.

MICgy of meropenem and imipenem for A.B and P.A was > 32mg/l, two times higher

than CLSI 2012 criteria. For MRSA, MICgy of vancomycin= 1 mg/L was in 50% cases

and < 1 mg/l was 50%, MICq of Teicoplanin > 1 was 22% and < 1mg/l was 78%.

Conclusions: At Cho Ray hospital, Gram negative bacteria such as A.baumannii

and P.aeruginosa and K.pneumoniae causing HAP/VAP had extremely high antibiotic

resistant rates to imipenem and meropenem. Although MRSA was still high

susceptible to vancomycin and teicoplanin but MICgy of vancomycin > 1mg/l was in

50% cases and MICy teicoplanin > 1mg/l was 22% cases.

TU khoa: nong db Uc ché t6i thi€u, viem phdi mac phai trong bénh vién, viém phoi

két hgp thd may
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I. Pat van dé va muc tiéu nghién ctu:

Viém ph&i mac phai trong bénh vién (VPBV), Viém phdi lién quan thd may (VPTM)
do vi khuan khang thuéc ngay cang gia ting nhanh chéng gay kho khan trong diéu
tri khang sinh ban dau lam tang ti 1& t& vong, kéo dai thdi gian nam vién va tang chi
phi diéu trj 2

Pé khang khang sinh, dac biét viém phGi bénh vién ngay cang gia tang nhanh
chong tai cac BV trong cd nudc gay kho khan trong chon lua khang sinh ban dau
do nhiing tac nhan gram am sinh ESBL, MRSA va nh{mg vi khuan khong Ién men.

Hién nay trén thé gidi, d€ xac dinh chinh xac tinh trang khang khang sinh, can phai
xac dinh nong d6 Uc ché toi thi€u cla khang sinh  d6i véi vi khudn gay bénh.Tai
VN, vi khong c6 diéu kién nén nhiéu trung tdm chua trién khai k¥ thuat do MIC cla
vi khuan. Do d6 can thiét ti€n hanh do MIC cUla vi khuan vi do6 la cong cu chinh xac
danh gia tinh hinh dé khang va tién lugng hiéu qua cua khang sinh trén l1am sang
dac biét nhiing vi khudn da khang nhu Pseudomonas aeruginosa, Acinebacter
baumannii, K.pneumoniae sinh ESBL hay carbapenemase va tu cau khang
methicillin (MRSA)

Viéc xéac dinh MIC ciing gilp tranh dung khang sinh c6 MIC cao nham giam that bai
diéu tri va t& vong do dung khang sinh khong thich hop.

D6i v6i nhiém tring do tu cau khang methicilline (MRSA), mac du ti 1& nhdy cam
van 1a 100%, nhung trén 1am sang co ti 1€ that bai do dung vancomycine vi MIC cUa
vancomycin doi véi vi khuan hién nay dang gia tang. Diéu nay gidi thich r6 tai sao
van that bai khi diéu trj tu cau bang vancomycin mac di test nhdy cdm van con rat
cao.

Muc tiéu nghién cutu:

- X&c dinh ti 1& dé khang cua VK phan Iap trong VPBV, VPTM vdéi cac khang sinh
imipenem, meropenem, vancomycin va teicoplanin.

- Xac dinh MICy cla cac khang sinh meropenem, imipenem, d6i véi cac vi khuan
A.baumannii, P.aeruginosa va K.pneumoniae gay viém phd&i bénh vién, viém phai
thd may.

Xac dinh MIC4 cua vancomycin va teicoplanin trén S.aureus khang methicillin
(MRSA) va dé khang cuda chung.



2. Téng quan tai liéu trong va ngoai nudc:
2.1. Tinh hinh dé khang khang sinh ctia vi khuan gay VPBV hién nay:

Pé khang khang sinh ngay cang gia ting nhanh chéng tai cac BV trong ca nudc gay
khé khan trong chon lua khang sinh trong bénh nhiém tring, nhéat la VPBV va
VPTM.

Tinh hinh dé khang cua cac vi khuan khong 1én men nhu A. baumannii va
P.aeruginosa dugc danh gia la cuc ky nghiém trong trén thé gidi va Viét Nam. Trong
chuang trinh nghién cu da trung tam, da quéc gia INICC trong d6 c6 Viét nam tur
2003-2008, A.baumannii khang imipenem va meropenem la 55,1%, P.aeruginosa
khang véi 2 khang sinh nay la 38,6%. Nhiéu nghién cu trong nudc cho thay
P.aeruginosa va dac biét Acinetobacter baumannii gay khang cao véi hau hét khang
sinh k€ ca khang sinh nhém carbapenem ngoai trir colistin 2829, A baumannii |a
tac nhan thudng gap nhat trong viém phdi thd may (61%) va khang cao vdi
carbapenem (81-8 3%), cephalosporin thé hé 3 va 4 (94%), ciprofloxacin (92%),
piperacillin/tazobactam (89%); khang muc d6 trung binh véi
cefoperazone/sulbactam (49%) va khang thap vai colistin (2%) 2529

Trong mOt thap nién qua, toc do sinh ESBL cla céac vi khuan gram am tang rat
nhanh chéng va cac khang sinh cephalosporin thé hé 3, 4, cac quinolones.
Carbapenem la thudc chon luya diéu tri vi khuan sinh ESBL nén cé hién tugng cac
ching dé khang carbapenem do két hgp nhiéu co ché thay d6i tinh thdm mang
ngoai vi khudn va bom ngugc hay san xuat carbapenemases (A, B, C, D) trong dé
K. pneumoniae carbapenemases (KPC) la men c6 y nghia lam sang va dich té hoc
nhé’t. [1,10,13,15]

DPé khang khang sinh cla S.aureus khang methicillin (MRSA) hién nay tur 70-80% %
gay khang cao vdi betalactam bao gém cephalosporin cac thé hé va carbapenem.
Mac du nhay cam cla MRSA véi vancomycin con rat cao trén khdo séat qua test
nhday cam nhung MIC cuUa S.aureus doéi véi vancomycin gia tang lam cho diéu tri
vancomycin trén Iam lang dat két qua khéng cao va can thay thé vancomycin bang
khang sinh khac hiéu qua hon 56141630 Tai Viét nam, nghién c(u trén 100 chung
S.aureus nam 2008, Tran thi thanh Nga nhan thdy 100% cac ching S.aureus co
MIC >1,5 mg/l va 51% c6 MIC = 2mg/l. Nghién c(u ndy chua danh gia tuong quan
gilta MIC cao va két qua diéu tri vancomycin trén lam sang®!. Tuy nhién tai VN



chua c6 nhiéu nghién cru do MIC cUa cac vi khuan doéi véi cac khang sinh st dung
trong 1am sang ma chi dua vao test nhay cam trén dia thach khong dugc chinh xac
nhat la nhimng vi khuén sinh ESBL hay MRSA.

3.Phuong phap nghién ctu:
3.1. Poi tugng nghién cltu:

Tat cd BN Viém phdi BV, VPTM tu6i tir 16 trd 1én va dong y tham gia nghién cGu
Chang t6i chon mo6i nhém 50 chlng A.baumanii, P.aeruginosa. K.pneumoniae va
MRSA do kinh phi nghién clu gidi han.

3.2. phuong tién nghién cuu:

Dung cu va cac budc ti€n hanh E test:
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Que Etest dugc st dung va bao quan tai Khoa vi sinh bénh vién Chg Ray
Quy dinh dugc tién hanh 3 budc:

- Cday vi khuén l1én dia thach

- Bat que E test vao dia thach

- Poc két qua MIC clia VK

3.3. phuong phap nghién ctu: ti€n c(u, mo ta, cat ngang



BN du tiéu chuan dugc chon vao nghién clu sé dugc:

- Lam bénh an nghién clu theo mau thu thap bénh an nghién clu théng
nhat

- Cay dinh lugng dam khac, qua ndi soi PQ, hat dich khi quan (cdy mau,
dich co thé

_ MAau bénh cay (+) [] test dé khang va lam thir nghiém E test va do MICq

- Thu thap d{r liéu nghién c(u va xt ly théng ké

4. K&t qua nghién ctu:

Quaé trinh nghién cGu dugc tién hanh tir 12/2013-12/2014 ching toi thu dugc két
gud nhu sau

Tong s6 bénh nhan Viém phdéi bénh vién va viém phéi thd may dugc dua vao
nghién c(u 1a 200 tuong Ung véi 200 chlng vi khuan dugc phan 1ap.

Nhiing tac nhan dugc nghién cGu la nhimg vi khuadn hang dau gay bénh vdéi ti 1é
mac va khang thudc cao nhu Acinetobacter baumannii, Pseudomonas aeruginosa,
K.pneumoniae va Staphyllococcus aureus khang methicillin (MRSA). Nhiing khang
sinh dugc lam th nghiém MICg bao gdm nhiing khang sinh thudng dugc chi dinh
phai bién tai bénh vién.

nhu nhom carbapenem nhom hai (imipenem va meropenem) danh cho hai vi khuan
gram am khéng Ién men va vancomycin va teicoplanin danh cho MRSA.

1. Két qua nghién ctru MICy, va dé khang cta Acinetobacter baumanii

50 bénh nhan dugc cdy bénh pham duong tinh véi A.baumannii, tubi trung binh
65,1 £19,2 (15-89) chu yéu tai Khoa H6 hap la 24 ca (48%) va ICU 22 ca (44%).
Khoa bénh nhiét déi 4 ca (8%)

1.1.Ké&t qua MICy cuia cac khang sinh trén chung A.baumannii:

Bang 1. Két qua MICy clia cac khang sinh trén chliing A.baumannii

Khang sinh MIC90 > 16 mgl/I MIC90 > 32mgll
Meropenem 1 (2%) 49 (98%)
Imipenem 0 (0%) 50(100%)

1.2. Két qua dé khang khang sinh cta A.baumannii



Bang 2. bé khang khang sinh cta A.baumannii

Khéng sinh Nhay Trung gian Khéang
Imipenem 0 (0%) 50 (100%)
Meropenem 1 (2%) 49 (98%)

2. Két qua nghién ctru MICy va dé khang cua Pseudomonas aeruginosa

50 bénh nhan viém ph&i bénh vién va viém phéi thd may duong tinh véi
P.aeruginosa dugc thu nhan.

TuGi trung binh 55,5 +21,1 (12-86). B&nh nhan tai Khoa H6 hap cé 18 ca (36%),ICU
cd 21 ca (42%), va Khoa bénh Nhiét Béi c6 11 ca (22%).

2.1. K&t qua MICy cuia cac khang sinh trén chiing P.aeruginosa:

Bang 3. K&t qua MICy, ctia cac khang sinh trén chliing P.aeruginosa:

Khéng sinh MICq > 16 mgll MICy, > 32mgll
Meropenem 13 (26%) 37 (74%)
Imipenem 14 (28%) 36 (72%)

2.2. Két qua dé khang khang sinh cuia P.aeruginosa

Bang 4. K&t qua dé khang khang sinh cua P.aeruginosa

Khang sinh Nhay Trung gian Khang
Imipenem 12 (24%) 2 (4%) 36 (72%)
Meropenem 13 (26%) 37 (74%)

3. K&t qua nghién ctu MICy, va dé khang cta Klebsiella pneumonia:



50 bénh nhan c6 mau dam duong tinh véi K.pneumoniae dugc thu nhan,tudi
trung binh 61,5 +19,3 (18-93), Khoa H0 hap 24 ca (48%), ICU 22 (44%), Khoa
Bénh Nhiét DGi 4 (8%)

3.1. MICy clia meropenem va imipenem doi véi K.pneumoniae

Bang 5. MIC, clla meropenem va imipenem déi véi K.pneumoniae

MICy (MGIL) Meropenem n(%) Imipenem n(%)
24 19 (38 %) 16 (32 %)

4-12 05 (10 %) 6 (12 %)

>32 26 (52 %) 28 (56 %)
Téng 50 (100%) 50 (100%)

3.2. Két qua dé khang khang sinh ctuia K.pneumoniae

Bang 6. Két qua dé khang meropenem va imipenem cuia K.pneumoniae

Khang sinh Nhay Khang
Imipenem 16 (32%) 34 (68%)
Meropenem 19 (38%) 31 (62%)

4. Két qud MIC,, va dé khang khang sinh cua Staphylococcus aureus khang
methicillin
4.1. Két qua MIC,, cuia vancomycin va teicoplanin trén MRSA
50 bé&nh nhan c6 mau dam duang tinh vGi S.aureus,tudi trung binh 59,1 +22,7 (17-
87), gobm Khoa H0 hap 13 ca (26%), ICU 17 ca (34%), Khoa Bénh nhiét déi 9 ca
(18%) va khoa khac 11 ca (22%)

Bang 7. Két qua MICy, cUa cac khang sinh trén ching S.aureus khang
methicillin

MICy (mg/l) | Vancomycin | % cdng | Teicoplanin | % cdng doén
(n/%) dén (n/%)

<05 1 (2%) 2% 2 (4%) 4%




0,5 17(34%) 36% 22(44%) 48%
0,75 7 (14%) 50% 15(30%) 78%
1 20(40%) 90% 10(20%) 98%
15 5 (10%) 100% 1 (2%) 100%
Tong 50 50
MICgy vancomycin = 1 mg/l la 50%,va < 1mg/l la 50%.
MICq Teicoplanin = 1 mg/mlla 22%, va <1 mg/l 1a 78%
4.2. Két qua dé khang vancomycin va teicoplanin cia MRSA

Bang 8. K&t qua dé khang cua S.aureus khang Methicillin (MRSA)

Khéang sinh Nhay Trung gian Khang
Vancomycine 50 (100%) 0 (0%) 0 (0%)
Teicoplanin 50 (100%) 0(0%) 0(0%)

5. Ban luan:

5.1. Két qua chung:

Tudi trung binh cdia nhdm bénh nhan VPBV va VPTM do Acinetobacter baumanii
65,1 £19,2 cao hon cac tac nhan khac (Pseudomonas aeruginosa: 55,5 £21,1
K.pneumoniae7: 61,5 +19,3 va MRSA: 59,1 +22).Su khéac biét cé y nghia théng ké
(p< 0,05).

5.2. Tinh hinh dé khang khang sinh ctia Acinetobacter baumannii :

Hién nay, qua nhi€u nghién c(u trong va ngoai nudc cho thay A.baumannii dé
khang v&i hau hét cac khang sinh k& ca khang sinh phd rong ngoai trir colistin
gay rat nhiéu kho khan cho cac nha lam sang trong chon lua khang sinh diéu tri

Trong nghién clu ndy, 50 bénh nhan dugc chan doan VPBV, VPTM do
A.baumannii dugc dua vao nghién cltu MICg cUa cac khang sinh dugc st dung
phé bién hién nay, cho thay tinh hinh dé khang rat cao k&€ ca nhém carbapenem
nhom 2 nhu imipenem va meropem.So véi nhimg nghién cGu tién hanh trén
bénh nhan VPTM do A.baumannii trong va ngoai nudc, ti 1€ khang carbapenem
|a 60_80% [21,22,23,24,25,26],

Chung t6i nhan thay, su gia tang dé khang hién nay cla A.baumannii véi nhiéu
khang sinh ph6 rdng nhu imipenem va meropenem |a rat dang lo ngai, hau nhu



khéng cé khang sinh don ddc nao cé thé s dung dat hiéu qud cao khi nhiém
tring do tac nhan nay vi MICg, thudng > 32 mcg/ml, gap 2 1an chuan CLSI.

Theo chudn CLSI 2013, MICy cla cac khang sinh imipenem va meropenem trén
chiing A.baumannii da vuogt qua ngudng dé khang tir 2 1an, gay khé khan thuc
su khi str dung liéu luong dugc khuyén cao

Bang 9. K&t qua tham chi€u CLSI 2013 cua A.baumannii

KHANG SINH S | R
Imipenem <4 8 >16
Meropenem <4 8 > 16

Viéc st dung liéu cao, tang thoi gian truyén dé t6i uu hoa diéu tri va phéi hop
khang sinh c6 tinh hiép dong thuc su rat can thiét dé dat dugc hiéu qua diéu tri
theo PK/PD cUa khang sinh hoac dua vao s dung nhimg khang sinh méi con
nhay cdm véi MIC thap la rat can thiét. Nhan dinh nay ciing pht hgp véi nhiéu
tac gid nghién cu trén chling nay trén thé gidi va Viét Nam. 34892832

5.3. Tinh hinh dé khang khang sinh cla Pseudomonas aeruginosa:

50 chung P.aeruginosa gay VPBV va VPTM dugc thu nhan vao nghién ctu MIC
cho thay kha nang khang thubc cla tac nhan nay kha cao dac biét carbapenem
nhom 1 va 2 theo chudn CLSI 2013. Xu hudng dé khang gia tdng & nhom
carbapenem c6 1€ do viéc sir dung gia ting carbapenem nhém 2 nham diéu trj
nhiém trang bénh vién do vi khudn da khang nhat 1a A.baumannii trong thoi
gian vUua qua.

Nh{ing khang sinh bi dé khang c6 MICy cao hon 2 1an chuan CLSI cho thay can
phai phoi hgp hay thay déi cach ding nhung tang thdi gian truyén nhu khuyén
céo hodc tang liéu dé€ dat hiéu qud diéu trj trén 1am sang

P.aeruginosa la vi khudn gay bénh thudng xuyén trong méi trudng bénh vién chi
sau A.baumannii va kha nang khang thudc cao véi nhiéu loai khang sinh va cé ti
|é t&r vong cao.

Trong cdng trinh nghién cGu vé ti 1é t& vong cla 314 bénh nhan nhiém trang
huyét do S.aureus hay P.aeruginosa, Osmon va cs nhan thay tlr vong do nhiém
tring huyét do P.aeruginosa cao hon S.aureus nhay methicillin hay khang
methicillin mac du diéu tri khang sinh dau da ™

Trong nghién cQu nay, ching t6i khéng lam MIC cla aminoglycosides d6i vdi



P.aeruginosa. Trén |am sang ciing chua cé cdng trinh nao so sanh hiéu qua cua
aminoglycoside v&i quinolones trong phdi hgp vdi beta lactam trong diéu tri
nhiém tring do P.aeruginosa. Aminoglycoside ph6i hgp carbapenem khéng t6t
hon mot minh carbapenem trong di€u tri hay phat trién khang thudc trong khi
diéu tri W. Quinolone la thu6c thuong hay ding dé thay thé aminoglycoside do
tham t6t vao dudng hd hap nhung ciing chua cé nghién clu so sanh nao vé
hiéu qua phoi hgp quinolone va betalactam véi betalactam m&t minh &

Bang 10.Két qua tham chiéu CLSI 2013 cua P.aeruginosa

KHANG SINH S | R
Imipenem <2 4 >8
Meropenem <2 4 >8

5.4. Tinh hinh dé khang cta K.pneumoniae.

Vi khuan thudc ho Enterobacteriacae c6 kha ning gay nhiém tring bénh vién cao,
dac biét viem phGi bénh vién ngoai ICU. Vi khuédn nay sinh beta lactamase phd
rong (ESBL) ngay cang gia tang gay dé khang hau hét khang sinh cephalosporines
th€ hé 3 va 4, mac du xét nghiém dé khang trén dia thach van con nhay cam. Do
dé, khong nén st dung cephalosporin thé hé 3 va ca thé hé 4 trong diéu tri VPBV
do nhom tac nhan nay. 1528

Trong nghién c(u cla ching t6i, K.pneumoniae dé khang tang cao vdi tat cd cac
khang sinh st dung, k€& ca khang sinh phé rong nhu carbapenem (imipenem 68 %
va meropenem 62%), theo chudn MICg cla CLSI 2013. Su gia tdng dé khang so
véi nhiing nghién clu trong nudc cac nam qua la moét bdo dong that sy vi la vi
khudn gay nhiém tring bénh vién rat phd bién va kha nang sinh carbapenamase
dang gia tang trén thé gidi va tai Vién Nam 121331321

Thuoc uu tién st dung hang dau la carbapenem va betalactam két hgp chét Uc ché
beta lactamase (cefoperazone + sulbactam, piperacillin + tazobactam). Tuy nhién
nhitng vi khuan nhu Klebsiella hay Enterobacter c6 thé phat tri€n dé khang
carbapenem trong qué trinh diéu tri, lam that bai diéu tri knéng mong muon ké ca
khi két qud con nhay cdm in vitro. [ 19

Enterobacteriacae(chl yéu la K. pneumoniae) san xuat KPC gay tang ti Ié t&r vong
va chua c6 su diéu tri tot nhat cho nhimng tac nhan nay. Két hop diéu tri tigecyclin
vdi colistin va meropenem hay fosfomycin, thuéc cé tac dung Uc ché sinh téng hop
thanh t€ bao vi khudn va cé hoat tinh chéng lai Enterobacteriacae sinh ESBL in



vitro bao gobm K. pneumoniae khang carbapenem va cé tac dung hiép dong vdi

nhiéu khang sinh chong lai P. aeruginosa, Acinetobacter va Enterobacteriacae.**
9,11,12,13,17]

Bang 11.Két qua tham chi€u CLSI 2013 cta K.pneumoniae.

VT | KHANG SINH S | R
IP Imipenem <1 2 >4
MP | Meropenem <1 2 >4

5.5. Tinh hinh dé khang cua Staphylococcus aureus khang methicillin
(MRSA) :

La tac nhan gram duong thuong gap trong nhiém tring bénh vién hay viém phdi
bénh vién dac biét S.aureus khang methicillin (MRSA) chiém 70% nhiém triing
S.aureus trong bénh vién va cé ti [é t& vong cao #2%873% Chdlng toi thu thap 50
chiing MRSA va do luong MICg cla 2 khang sinh théng dung la Vancomycin va
Teicoplanin. Vi khuan déu con nhay ca 2 khang sinh 100%, Tuy nhién, MICg cla
vancomycin cao hon teicoplanin (MIC vancomycin = 1 mg/l la 50%,va < 1mg/l la
50%.MIC Teicoplanin 21 mg/l la 22%, va <1 mg/l la 78%).

Andrew Deryke va cs tién hanh nghién c(u vé dich té hoc, diéu tri va t&r vong do
viém ph&i bénh vién c6 nhiém tring huyét do S. aureus trén 206 bénh nhan trong 5
nam tir 1999-2004 nhén thdy rang viém phai do S.aureus phat tri€én cham trén bénh
nhan thé may tai ICU va t& vong 55,5% so véi tir vong chung va khdng co su khac
nhau vé t(r vong va thoi gian nam vién gira diéu trj thich hgp sém va diéu tri thich
hop tré, gita VPBV do S.aureus nhay methicillin va khang methicillin khi diéu tri
vancomycin. K&t qua tir nghién c(u nay ciing phu hop véi nghién clu clia Osmon
va cs . Piéu nay cho thay nhu cdu mot thuéc mdéi ngoai vancomycin trong diéu tri
tac nhan nay.

Bang 12.két qua tham chi€u CLSI 2013 ctia S.aureus khang methicillin

KHANG SINH S I R
Vancomycin <2 4-8 >16
Teicoplanin <8 16 > 32

Vancomycine dugc xem la tiéu chudn vang diéu tri MRSA trudc day. Trong vong 2
thap nién qua MIC gia tdng lam gidm nhay cam véi vancomycin (MIC trung gian



(vancomycin intermediate susceptibility S. aureus [VISA]) véi MICs 4-8 mg/l hay
khang hoan toan (vancomycin-resistant S. aureus [VRSA]) vGi MICs = 16 mgl/l.
Ngoai ra, mot s6 ching MRSA c6 hién tugng gidm nhdy cam vdi vancomycin.
Nhi{mg vi khudn ndy van con nhdy bang test nhdy cdm nhung can noéng dé cao
vancomycin gan muc trung gian dé€ Uc ché vi khuan (MIC # 2 mg/l). Lodise va cs
nhan thay rang bénh nhan cé MICs >1.5 mg/l sé that bai diéu tri gap 2,4 lan so Vi
bénh nhan c6 MICs <1.0 mg/l (36.4 vs 15.4%, p = 0.049).P

Nhu vay, theo ching t6i, viéc thay thé vancomycin bang teicoplanin sé l1a mét lua
chon hgp ly trong tinh hinh hién nay dua trén két qua dat dugc trong nghién clu in
vi tro va in vivo.

6. K&t luan:

Qua nghién clu néng do Uc ché tbi thi€u MICg cla imipenem va meropenem doi
vGi A.baumannii va P.aeruginosa va MICg cla vancomycin doi véi MRSA cho thay
tinh hinh dé khang carbapenem nhém hai la rat cao, cling nhu MICg cla
vancomycin > 1mg/l chi€m da sé trudng hop.

1. Dé khang khang sinh ctia cac vi khuan gay VPBV - VPTM:

bé khang khang sinh cia A.baumannii: A.baumannii dé khang rat cao véi nhém
carbapenem nhém 2 nhu imipenem (100%) va meropem (98%)

Pé khang khang sinh ctia Pseudomonas aeruginosa: khang imipenem (72%),
meropenem (74%).

Pbé khang khang sinh cua K.pneumoniae: khang imipenem la 68 % va
meropenem la 62%

Pbé khang khang sinh cia MRSA: MRSA con nhay ca 2 khang sinh vancomycin va
teicoplanin la 100%

2. MICq clUia cac vi khuan gay VPBV-VPTM:

MICg cUa imipenem va meropenem > 32 mg/l d6i véi A.baumannii lan lugt la
100% va 98%.

MICg cUa imipenem va meropenem > 32 mg/l déi véi Paeruginosa lan lugt la 72%
va 74%.

MICg cUa imipenem va meropenem > 32 mg/l d6i véi K.pneumoniae 1an lugt |a 56
% va 52 %, vuot 4 lan chudn dé khang theo CLSI 2013.

MICg clia vancomycin doi véi MRSA = 1mg/l la 50%,va < 1mg/l |a 50%.



MICyo teicoplanin = 1mg/l la 22%, va < 1mg/l la 78%).
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PHU LUC

Phu luc 1. Danh sach BN va K&t qua MICg cua cac khang sinh trén ching
A.baumannii

STT | Ho Tén Nim | 56 Nhap e
. Sinh | Vien P MP | CIP |LE |TZ TZP CPS

1 Nguyén T.T 1936 | 13-53613 | >32 | >32 | >32 | >32 | 64 >256 >256
2 NguyénL.S | 1946 | 13-53053 | >32 | >32 | >32 | >32 | >256 | >256 >256
3 Pinh T G 1955 | 13-53757 | >32 | >32 |>32 | 16 | >256 | >256 96

4 Nguyén TH | 1928 | 13-42899 | >32 | >32 | >32 | >32 | >256 | >256 >256
5 Bui T.T 1950 | 13-53682 | >32 | >32 | >32 | >32 | >256 | >256 >256
6 NguyénT.B | 1945 | 13-49260 | >32 | >32 | >32 | >32 | >256 | >256 >256
7 ViQ.N 1943 | 13-34196 | >32 | >32 | >32 | >32 | >256 | >256 >256
8 Nguyén T.A | 1936 | 13-45782 | >32 | >32 | >32 | >32 | >256 | >256 >256
9 Ong D 1938 | 13-35854 | >32 | >32 | >32 | >32 | >256 | >256 >256
10 Nguyén T.L 1996 | 13-54280 | >32 | >32 | >32 | >32 | >256 | >256 32

11 Nguyén V.T | 1954 | 13-51515 | >32 | >32 | >32 | >32 | >256 | >256 48
12 Nguyén VL | 1943 | 13-58490 | >32 | >32 | >32 | >32 | >256 | >256 >256




13 | bangD 1933 | 13-54919 | >32 | >32 | >32 | >32 | >256 | >256 >256
14 | LeV.T 1937 | 13-59197 | >32 | >32 | >32 | >32 | >256 | >256 >256
15 |V6T.T.M 1953 | 13-55631 | >32 | >32 | >32 | >32 | >256 | >256 >256
16 | LuB.C 1936 | 13-50872 | >32 | >32 | >32 |16 | >256 | >256 64
17 | NguyénT.S | 1948 | 13-52629 |5 3 >32 | 8 >256 | >256 3

18 | H@aV.P 1948 | 13-62039 | >32 | >32 | >32 | >32 | >256 | >256 >256
19 | DangT.B.L | 1982 | 13-57003 | >32 | >32 |>32 |>32 | >256 | >256 >256
20 | NguyénT.S | 1934 | 13-58763 | >32 | >32 | >32 | >32 | >256 | >256 >256
21 | NguydnTKL | 1950 | 13-53338 | >32 | >32 | >32 | >32 | >256 | >256 >256
22 |HOT.N.D 1981 | 13-35705 | >32 | >32 | >32 | >32 | >256 | >256 >256
23 | Truong TT | 1929 | 13-57951 | >32 | >32 | >32 | >32 | >256 | >256 >256
24 |LeT.T 1944 | 13-62675 | >32 | >32 | >32 | >32 | >256 | >256 >256
25 | PhamN.T 1930 | 13-64327 | >32 | >32 |>32 | >32 | >256 | >256 >256
26 | POK.A 1998 | 13-57152 | >32 | >32 | >32 | >32 | >256 | >256 >256
27 | NguydnTB | 1934 | 13-17049 | >32 | >32 | >32 | >32 | >256 | >256 >256
28 | NguydnT.N | 1924 | 13-2520 | >32 | >32 | >32 | >32 | >256 | >256 >256
29 | NguyénP.T | 1940 | 13-28854 | >32 |>32 |>32 | >32 | >256 | >256 >256
30 | Tr&nTL.T 1928 | 13-26988 | >32 | >32 | >32 | >32 | >256 | >256 48
31 | NguydnT.TD | 1976 | 13-27982 | >32 | >32 | >32 | >32 | >256 | >256 >256
32 | NguydnT.N | 1960 | 13-21394 | >32 |>32 | >32 | >32 | >256 | >256 >256
33 | PdB.C 1988 | 13-27875 | >32 | >32 |>32 | >32 | >256 | >256 >256
34 | TranT.M 1930 | 13-37083 | >32 | >32 | >32 | >32 | >256 | >256 >256




35 Tran V.A 1938 13-28418 >32 >32 | >32 | »32 | >256 >256 >256
36 Trdn VM 1942 13-27980 >32 >32 | >32 | >32 | >256 >256 >256
37 LEN.P 1951 13-30511 >32 >32 | >32 | >32 | >256 >256 >256
38 NguyénT. S 1957 13-30175 >32 >32 | >32 | »32 | >256 >256 >256
39 Le V.K 1932 13-31279 >32 >32 | >32 | 6 6 >256 48

40 Tran V. N 1985 13-25778 >32 >32 | >32 | »32 | >256 >256 >256
41 Mai T.T 1986 13-32241 >32 >32 | >32 | »32 | 192 >256 >256
42 Pheng M 1937 13-36398 >32 >32 | >32 | »32 | >256 >256 48

43 bang V. T 1931 13-30977 >32 >32 | >32 | »32 | >256 >256 >256
44 Pham H.P 1927 13-30576 >32 >32 | >32 | >32 | 96 >256 >256
45 VoT X 1935 13-29209 >32 >32 | >32 | >32 | >256 >256 >256
46 Nguyén V.T 1933 13-108230 | >32 >32 | >32 | »32 | >256 >256 >256
47 Tran V. B 1955 13-31348 >32 >32 | >32 | »32 | >256 >256 >256
48 Poan H.N 1943 13-31654 >32 >32 | >32 | »32 | >256 >256 >256
49 Nguyén T.M 1948 13-34510 >32 >32 | >32 | 8 >256 >256 48

50 Trinh T.N 1942 13-33738 >32 >32 | >32 | 12 >256 >256 64

Phu luc 2. Danh sach bé&nh nhan va Két qua MICy cla cac khang sinh trén
chuing P.aeruginosa:

Sé MIC
Nhap
Vién IP |MP |CIP |LE |TZ |TZP |CPS

Nam

STT | Ho Tén Sinh




Nguyén T. 13-
1 H 1934 | oo, >32 [ >32 | >32 | >32 | >256 | >256 | >256
. 13-
2 H6 Q.V 1953 | g >32 | >32 | >32 |>32 | >256 | 32 >256
g 13-
3 Bui V.H 1945 | oo o >32 | >32 | >32 |>32 | >256 | 24 >256
4 gguye“ Vol 1043 ég_lz 4 >32 [ >32 | >32 | >32 | >256 |32 >256
5 Pham L 1991 | 13 >32 [>32 |05 |15 |4 16 96
- 43564 : :
6 NguyénTL | 1996 | 13 24 [>32 |05 |1 6 16 16
suyen L. 54280 :
7 NguyénT | 1928 | 13 >32 [>32 |075 |15 |6 24 192
suy 52997 : :
Nguyén 13-
8 s 1957 | cocac >32 | >32 |05 |2 >256 | 16 12
. 13-
9 VongNM | 1931 | oo - >32 | >32 |32 |>32 | >256 | 32 >256
10 LeV.T 1937 | 13 >32 | >32 |05 |1 4 12 96
: 59197 :
11 Nguyén V.T | 1969 | 12 24 >32 0.75 | 1.5 8 24 12
guyen V. 62984 : :
12 LéV.H 1953 | 1% >32 [>32 |05 |1 4 12 12
: 56680 :
Nguyén 13-
13 v 1938 | [07n0g | 732 | >32 | >32 | >32 | >256 |48 >256
14 Pham M.P | 1939 ;g'l " >32 | >32 | =32 |>32 | >256 | >256 | >256
15 V6T.N 1944 | 13 >32 [ >32 | >32 | >32 | >256 |32 >256
: 91626
16 TranN.K | 1937 | 14 075 | 025 | >32 |>32 |4 >256 | 192
: 13913 : :
Nguyén T. 13-
17 T 1927 | 2 >32 [>32 |05 |3 4 24 12
18 | ManhT 1967 | 1% >32 | =32 |o075 |3 6 24 |9
58783 :
5 14-
19 Trén V.B 1982 | {0240 >32 | >32 |32 |32 |96 >256 | >256
Nguyén V. 13-
20 H 1983 | (3o >32 [ >32 | 075 |3 6 32 >256
21 PhanV S 1955 | 13 >32 [>32 |05 |2 4 24 64
64969 :
22 Hean S 1972 | 1+ >32 [ >32 | >32 | >32 | >256 |32 >256

35665




14-

23 Thai TM.V | 1954 | o0 >32 [ >32 | >32 | >32 | >256 | 32 >256
24 | Tranv.D | 2001 | 1 32 | 16 038 | 075 |3 8 24
: 65132 : :
Nguyén V. 13-
25 B 1934 | oo >32 | >32 | 075 |3 6 32 96
26 ?“ynh TP 1905 | 138761 | >32 |32 |>32 |32 |>256 | 32 >256
Nguyén 13-
27 B 1989 | 10706 >32 [>32 |05 |1 6 24 64
Nguyén D. 13-
28 L 1980 | 1700 1 0.125 | 025 | 038 |2 4 24
29 Ngo T. H 1960 | 13 15 | 025 |038 |1 4 8 24
g0 L. 21447 : : :
Nguyén T. 13-
30 T 1991 | 100s >32 | >32 | =32 |>32 | >256 | 32 >256
31 LeV.L 1957 | 13 15 | 0125 | 075 | 4 6 16 128
: 24301 : : :
32 Pinh V.B 1969 | 13 1 038 |038 |1 3 8 16
: 17123 : :
) 14-
33 LYT.G 1983 | ) 1u6s >32 | >32 | =32 |>32 | >256 | 32 >256
34 LéV.H 1956 12'9 " >32 [>32 | >32 [>32 |6 >256 | >256
Nguyén 13-
35 NT 1963 | )30 2 038 |05 |15 |4 16 192
36 PhamH.D | 1986 | 13- 2 0125 | 025 |05 |3 8 32
am . 34502 : : :
37 HOT. S 1950 13- 2 0.19 0.25 | 0.5 3 6 48
: 38534 : : :
Nguyén 13-
38 TR 1955 | gouie >32 [ >32 | >32 | >32 | >256 | >256 | >256
39 PhamVM | 1958 ‘112'309 >32 [ >32 | >32 | >32 | 256 |>256 | 256
40 | PhamL 1991 | 13 3 12 532 | >32 |>256 |16 | >256
- 43564
. 13-
41 Hugnh V.M | 1951 | .o - >32 [ >32 =32 | =32 |192 |32 >256
42 HO Q.V 1953 13- >32 | >32 >32 | >32 >256 | 48 256
: 87780
43 gfé’;ye“ 1943 ég;ws >32 | >32 | >32 | >32 | >256 | >256 | >256
44 LéD.P 1964 | 1+ 2 0.094 | 025 | 038 |15 |6 24

31628




X 13-

45 | NguydnPT | 1940 | [15 |038 |>32 |>32 |6 256 | >256

46 | BuiD.D 1940 53_127 >32 | >32 |32 |32 | >256 | >256 | >256

47 | DuongV.A | 1938 | 1 2 1 2 6 8 48 | >256
g V. 32560

48 | SokCR 1983 | & 1 |0094 |019 |05 |2 8 24

28771 ' : :

49 | HoangTH | 1938 | 13- 3 |os |o025 |05 |3 4 24
&% 36116 : . :

50 | PhanT.H | 1985 ;‘5‘;53 532 | >32 | >32 | >256 | >256 |48 | 256

Phu luc 3. Danh sach bénh nhan va két qua MIC90 cua vancomycin va
teicoplanin trén chung S.aureuskhang methicillin(MRSA)

STT | Ho va Tén Nam Sinh | SNV \ltgl(zz)omycin MICy, teicoplanin
1 NGUYENT. B 1928 13-42899 | 1 0.5
2 TRAN T.L 1937 13-60727 | 1 0.5
3 PHAM T. D 1995 13-59903 | 1.5 0.75
4 TRUONGT.T 1929 13-57951 | 1 0.5
5 NGUYENK. P 1939 13-21324 | 1 0.5
6 NGUYEN T.B 1934 13-17049 | 0.5 0.38
7 pOB.C 1988 13-27875 | 1 0.5
8 TRAN V. A 1938 13-28418 | 0.5 0.5
9 NGUYEN V. B 1929 13-32965 | 0.75 1

10 LETH 1965 13-35713 0.5 0.75
11 | TRANV.K 1931 13-112400 | 0.5 0.5
12 | PHAMN.T 1984 13-74514 | 0.75 1

13 | NGOV.T 1949 13-79413 | 1 0.5
14 | TRANTT 1983 13-92563 | 1.5 0.75
15 | NGUYENT.K.L | 1990 13-99208 | 1 0.75
16 | NGUYENH.T 1948 13-82946 | 1.5 0.75
17 | vbQvVv 1977 13-101566 | 0.5 0.5
18 LEC 1927 13-102666 | 0.5 0.5
19 | NGUYENTL 1929 13-105635 | 1 1




20 | NGUYENN.S 1933 13-105071 | 1 0.5
21 | PHANV.B 1948 13-105717 | 0.5 0.5
22 | NGUYENT.C 1932 13-110201 | 0.5 0.5
23 | ELH 1991 13-110982 | 0.5 0.5
24 | PANGT.N 1928 13-107560 | 0.5 0.5
25 | NGUYENV.0 1939 13-101444 | 0.5 0.05
26 | VOT.A 1938 14-530 0.5 0.5
27 | NGUYENT.H 1944 13-103776 | 0.5 0.5
28 | PIEUT.K 1992 14-1028 1 0.75
29 HUYNHN. M 1951 14-350 0.5 0.5
30 | TRANTN 1942 13-72476 | 0.5 0.75
31 | BUITN 1950 13-70156 | 0.75 0.5
32 | NGUYEN X.V 1945 13-74651 | 0.75 0.75
33 | TRANTS 1996 13-69202 1 0.5
34 | NGUYEN M.T 1938 14-853 1 0.75
35 | HUYNHV.N.H 1989 14-7482 1 1

36 | HAT.K.C 1944 14-9134 1 1

37 | PANGV.Q 1944 14-6827 0.5 0.75
38 | NGUYENT.G 1927 14-11653 | 0.75 0.75
39 |LETM 1951 14-11602 1 0.75
40 | TRANT.L 1948 14-13451 | 0.75 0.5
41 | PHAMT.V 1976 14-13915 | 0.38 0.5
42 | MOY.L 1962 14-9866 1 1

43 | PANGH.R 1947 14-16730 | 1.5 0.75
44 | TRINHV.T 1932 14-15530 | 1.5 0.75
45 | NGUYENT.T 1972 14-18470 | 0.75 1.5
46 | HUYNHN.T 1990 14-19158 | 0.5 0.75
47 | NGUYENT.L 1967 14-28478 | 1 1

48 | BUIH.P 1966 14-38180 | 1 1

49 PHUV.T 1989 14-37679 1 1

50 | BUIM.L 1944 14-35872 | 1 1




