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TOM TAT

Dat van de: Hién nay, mot van dé dang dwoc quan tam la nhiém khuan do truc khuan Gram am
sinh men B-lactamase phé rong. ESBL ¢6 kha nang ly gidi cac cephalosporins, gdy nhiéu kho
khan cho viéc chon lua khang sinh.

Muc tiéu: Nghién ciru nay dwoc thic hién nham: (1) xdc dinh ty 1é trwc khudn Gram am sinh
ESBL va ty I¢ cic ching vi khudn trong nhém truc khudn Gram am sinh ESBL, (2) khdo sat tinh
khéng thuéc ciia cdc ching nay.

Phwong phdp: Tién ciru. Chon cdc triwee khuan Gram ém phan ldp thuong quy tai Bénh vién
Bénh Vién Pa Khoa Trung Tam An Giang tir thang 01/2012 dén thang 07/2012 1am khang sinh
do. Xdc dinh vi khudn tiét ESBL  bang phwong phdp thir phdan vmg dwong tinh voi gidy thir
Nitrocefin va phirong phdp hé théng dia két hop  Augmentin- Ticarcillin, Augmentin -
Ceftriaxone.

Két qud: Nudi cdy 148 mau, c6 49 ching vi khudn sinh ESBL, chiém ty 1é 33,1%. Trong dé E.
coli va Enterobacter chiém ty Ié cao (55,4% va 33,1%). Cac vi khudén sinh men ESBL ngoai viéc
dé khang véi nhom cephalosporin ciing dé khiang véi cdic nhom khing sinh khic nhie
aminoglycosides, Cycline va fluoroquinolones ddic biét la levofloxacin, chwa ¢6 dé khdng voi
imipenem.

Két lugn: Vi khuan tiét ESBL thuc sw la gdnh ndng trong diéu tri nhiém khud@an phai cdy mdu
va lam khéng sinh do sém phat hién ching vi khudn tiét ESBL dé ¢6 hidng diéu tri thich hop
giam dwoc chi phi diéu tri.

ABSTRACT

INVESTIGATION OF EXTENDED-SPECTRUM p-LACTAMASE- PRODUCING
GRAM-NEGATIVE BACILLI ISOLATED FROM AN GIANG HOSPITAL

Background: A most important issue of bacterial infections is the actual resistance due to
ESBL-producing Gram-negative bacilli. ESBLs are able to hydrolyse all cephalosporins,

therefore choosing antibiotics for therapy is difficult.
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Obijectives: (1) to determine the rates of Gram-negative bacilli and their species produce

ESBL (2) to determine the resistance of Gram-negative bacilli to different antibiotics.

Methods: This was a prospective study, the antibiotic susceptibility testingwere performed
for all gram-negative bacilli isolated in An Giang Hospital from 01/2012 to 07/2012. ESBL-
producing strains were confirmed by positive reaction with Nitrocefin test, and with

combination disks containing Augmentin- Ticarcillin, and Augmentin - Ceftriaxone.

Results: We found 49 of 148 Gram-negative bacilli isolates (33.1%) producing ESBL. Among
them the most ESBL-producing strains were E coli, then Enterobacter (55,4% and 33,1%,
respectively). They were also resistant to aminoglycosides, Cycline, and fluoroquinolones,

but not imipenem.

Conclusion: ESBL-producing Gram-negative bacilli are actually burdensome for
chemotherapy for bacterial infections. Prompt hemoculture and antibiogram are needed to

find out the ESBL-producing bacteria and using approriate antibiotics.

Key words: ESBL (extended-spectrum beta-lactamase)

PAT VAN PE
Men beta-lactamase phd rong (ESBL) dugc tim thdy lan dau tién nim 1983 tai Pic,

thudng gip trong cac chung vi khuan dudng rudt dic biét 1a Klebsiella sp, E.coli... khi cac
chung vi khuan sinh ESBL thi d6ng nghia vdi viéc chiung khang lai rat nhiéu cac khéng sinh,
dic biét 1a nhom cephaslosporin. Pay 1a ganh ning thuc sy trong diéu tri nhiém tring truc
khuan gram (-). Nhimg vi khuan sinh ESBL c6 thé mic do lay truyén tir ngudi nay sang
nguoi khac, hoac do dugc chon lgc qua viéc dung khang sinh. Vi vay viéc phong chéng, giam
thiéu nhirng van dé do nhitng vi khuan d6 giy nén chinh 1a viéc chdng nhidm khuén tbt tai
cac trung tam cham soc dac bi¢t va su dung khang sinh hgp 1y cho nhitng bénh nhan phai
diéu tri dai ngay. Nho mang nhitng men nay ma vi khuan c6 kha ning khang lai cac khang
sinh trudc day da tung ti€u diét no.

Tai Viét nam, Theo thdng b&o caa Bo Y té nam 2003, vi khuan duong rudt sinh ESBL 1a nguyén
nhan ciia 30-50% céc truong hop nhiém khuan Bénh vién, cac ching VK dudng rudt c6 ESBL

dao dong I6n tly theo tirng khu vuc, cao nhit 12 & BV Cho ray véi 61% céc chung Klebsiella
va 52,6% cac chung E.coli c6 ESBL [2]. Ti & d6 & BV Viét Buc 1a 39,3% va 34,2%. Tai An
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Giang chua c6 nghién ciu vé VK sinh ESBL, vi vdy chiing t6i tién hanh dé tai ndy nham: (1) xac
dinh ty lé truc khuéan Gram am sinh ESBL va ty lé cac chung vi khuan trong nhom tryc khuan

Gram am sinh ESBL, (2) khdo sdt tinh khdng thudc ciia cdc ching nay.

PHUONG PHAP NGHIEN CUU

Nghién ciru md t, tién ciru, cit ngang,
1-Thu thap bénh pham

Céc mau lay vao nghién ctru 13 truc khuan Gram am duoc phan lap tai Bénh Vién Pa Khoa
Trung Tam An Giang tir thang 01/2012 dén thang 07/2012.
2-Phuong phap xac dinh VK sinh ESBL

Vi khuan duoc nudi cdy, phan lap va dinh danh theo thudng quy. Truc khuan Gram &m phan
lap dugc lam thir nghiém khang sinh d6. Xac dinh ESBL bang ba phuong phap ( 1) phan tmg véi
gidy thir Nitrocefin néu chuyén tir mau tring sang mau hong 14 duong tinh, (2) véi hé théng dia
két hgp Augmentin va Ticarcillin néu duong kinh diét khuan cta hai dia khang sinh trén trir nhau
16n hon Smm 1a dwong tinh, (3) st dung dia Augmentin va Ceftriaxon néu vong diét khuan cta
hai khang sinh ndy giap nhau c6 dang hinh c6 chai 1 dwong tinh [9].
3- Phwong phap xir Iy s6 liéu: St dung phan mém SPSS 19.0
KET QUA

Trong 148 mau truc khuan Gram am phén lap duoc, 6 49 truc khuan Gram am sinh
ESBL, chiém ty 1& 33,1% va 99 tryc khuan khong sinh ESBL chiém ti 1¢ 66,9%

Béang 1. Bac diém ctia mau Nghién ctu

Pic diém S6 lwong Ty 1é
Tubi 58,37+ 20
N /Nam 89/59 15
Nhiém khuan huyét 80 54,1%
Nhém khéc 68 45,9%

KY YEU HNKH 10/2012 BENH VIEN AN GIANG Trang 158



Bang 2. Ti I& c4c loai bénh pham

Bénh pham S6 miu Ti 1§ %
Mu 62 41,9%
Nude tiéu 39 26,4%
Méau 19 12,8%
Phan 13 8,8%
Pam 13 8,8%
Dijch khéc 2 1,4%
Tong 148 100%

Nhan xét: Bénh nhiém khuan huyét chiém hon phan nira. Bénh pham Ia mu, nuéc tiéu va mau
chiém ty Ié cao nhat.

Bang 3. Ty Ié cac chang vi khuan phan lap dugc

Loai vi khuan ESBL(+) ESBL(-) Tong
E. coli 26 (53,1%) 56 (56,6%) 82 (55,4%)
Enterobacter 18 (36,7%) 28 (28,3%) 46 (31,1%)
Pseudomonas 2 (4,1%) 8(8,1) 10 (6,8%)
Proteus 2 (4,1%) 6 (6,1%) 8 (5,4%)
Klebsiella 0 1 (1%) 1 (0,7%)
Providencia 1 (2%) 0 1 (0,7%)
Tong 49 99 148

Nhan xét: E. coli va Enterobacter chiém ty 1 cao nhat lan luot 14 55,4% va 33,1%.

Béng 4. So sénh ty 1¢ dé khang vai khang sinh giira hai nhom ESBL(+) va ESBL (-)

Khang sinh ESBL dwong(%) ESBL am(%o) p
n=49 n=96

Augmentin 57,1 34,3 <0,05
Amikacin 6,1 51 >0,05
Bactrim 36,7 53,5 <0,05
Ciprofloxacin 63,3 61,6 >0,05
Cefoperozone 49 60,6 >0,05
Cefepim 26,5 25,3 >0,05
Ceftriaxone 449 62,6 <0,05
Ceftazidim 28,6 21,2 >0,05
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Doxycyline 81,6 55,6 <0,05
Nitrofurantoin 12,2 15,2 >0,05
Gentamycine 55,1 65,7 >0,05

Kanamycine 49 50,5 >0,05
Levofloxacine 61,2 59,6 >0,05

Nalidicid 77,6 66,7 >0,05

Netimycine 16,3 15,2 >0,05
Tobramycine 34,7 27,3 <0,05

Ticarcilline 10,2 3 <0,05

Imipenem 0 0 0

Nhan xét: nhin chung VK sinh ESBL c0 ty 1€ khang véi khang sinh cao hon nhém khong sinh
ESBL. ty 1¢ dé khang cao ddi voi nhom cephalosporin (ceftriaxone 44,9% va 62,6%,
cefoperozone 49% va 60,6%, Quinolone (levofloxcine 61,2% va 59,6%), Doxycyline 81,6%
va 55,6%, Gentamycine 55,1% va 65,7%% va Kanamycine 49% va 50,5%).

Bang 5. Két qua diéu tri giita hai nhém ESBL duong va 4m

Két qua ESBL duong ESBL am p
Tir vong 4/49 (8,2%) 4/99 (4%) <0,05
S6 ngay nam vién 12,47+ 6,2 10,8+ 6,8 >0,05
Str dung KS ding KSb 60,9% 46,2%

Nhan xét: Ty 1& tir vong & nhom VK sinh ESBL cao gap déi so véi nhom VK khong sinh
ESBL. Ty I¢ sir dung khang sinh dting so vdi KSD nhin chung la 50,7%.
BAN LUAN

Trong 148 ching vi khuan phan 13p duogc, ¢6 49 tryc khuan Gram 4m sinh ESBLva 99 tryc
khuan khong sinh ESBL. Trong do, E. coli chiém ty 1& cao nhét (53,1%). Trong khao sat nay,
bénh phdm cy duong tinh chiém ty 1& cao nhit 1a mu (41,9%) ké dén nudc tiéu (26,4%) va mau
(12,8%). Ty 18 vi khuan phén 1ap duoc chiém ty 1& cao nhét trong vi khudn gram am néi chung
va gram &m sinh ESBL noi riéng 1a E. coli ké dén 1a Enterobacter.

Theo nghién ctru cua tac gia Cao Bao Van (2002) [5], ty 1¢ vi khuén sinh ESBL chung 1a

7,5%. Va ty 1¢ nay khong nging tang 1én theo thoi gian nguyén nhan dugc giai thich la do viée st
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dung khang sinh thudc nhém Cephalosporins, Fluoroquinolones khong dugc kiém soét chit ché
cung v6i ki thuat phat hién ESBL d4 duoc quan tAm nhiéu hon.

Két qua nghién ciru vi khuan gram 4m sinh ESNL ciia chung t6i 1a 33,1%, két qua nay ciing
twong ty nhu két qua ctia cac nghién ctiru khac trong khoang tir nim 2006 dén nay nhu tac gia
Mai Vin Tuan nam 2006 12 30,6% [4] , tac gia Nguyén Tuan Minh nam 2008 1a 26% [3], trong
Nghién ciru SMART ciia Bénh Vién Chg Ry nam 2007 1a 30%, tac gia Hoang Thi Phuong
Dung 2010 la 32,4% [1], Tac gia Carmen va cong su 1998 1a 40% [7].

Trong nghién ctru cta chung tdi vé cac chung vi khuan Gram am sinh ESBL, vi khuén E.
coli c6 sb luong cao nhat, chiém ty 16 55,4%. Tiép dén 1a Enterobacter. Theo nghién ctru cta tic
gia Cao Bao Van, trong 55 ching vi khuan sinh ESBL phan 1ap duoc, E. colivakK.
pneumoniae chiém ty 1¢ 1an luot 14 58,2% va 23,6% [5]. Tuong tu cac nghién ctru cua tac gia V6
Thi Chi Mai tai Bénh Vién Cho Ray [2], tac gia Nguyén Thi Yén Xuéan [6] va cla tac gia Mai
Van Tuin [4], trong nhém vi khuin sinh men ESBL, E. coli chiém da sb, ké dén 1aK.
pneumoniae. Pa s6 cac nghién ciru trong nude déu nhéan thay hai vi khuan nay thudng chiém ty 16
cao trong cac vi khuan sinh ESBL. Bén canh do, cac tac gia ciing ghi nhan Enterobacter sinh
ESBL.

Ty 1¢ dé khang Cephalosporins & nhém ESBL (+) cao vuot trdi trong cac nghién ciru cia
cac tac gia nhu Hoang Thi Phuong Dung, V& Thi Chi Mai, Mai Vin Tuan... Tuy nhién, trong
NC cuia chung t6i ty 1& dé khang véi Cephalosporin thé hé IIl cta vi khuan trong nhém ESBL
(+) va nhdm ESBL (-) khic nhau khong c¢6 ¥y nghia thong ké, didu nay c6 thé giai thich do
viéc st dung qua rdng rai nhom cefoperozone va ceftriaxone trong Bénh vién nén sy dé
khang ctia VK c6 ESBL hay khong dbi hai KS trén 1a twong dwong nhau.

Céac vi khuan sinh men ESBL ciing dé khiang v&i cic nhom khang sinh khac nhu
aminoglycoside va fluoquinolone diéu nay thay rd trong nghién ctru ctia chung t6i. Theo cac tac

gia Lautenbach va cong su [8], Livermore vaPaterson [9], ty 1& vi khuan ESBL(+) khang véi
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khang sinh thudc nhém fluoroquinolones 1a rat cao. Va tac gia ciing ghi nhan sir dung quinolones
13 mét yéu 6 nguy co quan trong dbi v6i nhiém E. coli va K. pneumoniae sinh ESBL.

Trong NC ciia chung t6i cac vi khuan con nhay cam 100% véi khang sinh thudc ho
imipenem tuong tu nhu tac gia Hoang Thi Phuong Dung [1], V& Thi Mai Chi [2]. M6t s6 KS con
nhay cam nhu Amikacine, Cefepim, Ceftazidim, Netimycine va Ticarcilline. Bén canh mét s6 KS
da bi khang trén 50% nhu Ciprofloxacin, Cefoperazone, Ceftriaxone, Doxycycline, Gentamycin,

Kanamycin, Levofloxacine, Nalidicid.

KET LUAN

Ty 1¢ vi khuan Gram am sinh ESBL 1a 33,1%. Chiing vi khuan chiém ty 1¢ cao nhat 1a E. coli
va Enterobacter. C6 sy khac nhau vé két qua giita hai nhém vi khuan sinh ESBL va nhém khong
sinh ESBL vé sy dé khang voi khang sinh ciing nhu ty 18 tir vong. Ti 1& vi khuan Gram am sinh
ESBL dé khang hon 50% véi céc khang sinh thudng ding nhu Ciprofloxacin, Cefoperazone,
Ceftriaxone, Doxycycline, Gentamycin, Kanamycin, Levofloxacine. Viéc stir dung KS dung theo
khang sinh d6 trong bénh vién con thap (51%).
Pé nghi: Nén cdy méau va lam khang sinh d6 trudc khi cho khang sinh. Phong xét nghiém can ¢6
cac bién phap cai tién sao cho c6 két qua nhanh nhat dé BS 1dm sang diéu tri ding, rat ngan thoi

gian nam vién, gidm chi phi diéu tri.

TAI LIEU THAM KHAO
1. Hoang Thi Phuong Dung, Nguyén Thanh Bao (2010), "Khéo sat tryc khuan gram 4m

sinh men beta lactamase phé rong phan 13p tai Bénh Vién Dai Hoc Y Dugc TP Hb
Chi Minh", Y Hoc Thanh Phé Ho Chi Minh, 14(phu luc s 1): pp. 486-480.

2. V& Thi Chi Mai, Ngo Thi Quynh Hoa (2010), "Truc khuan dudng rudt tiét beta
lactamase phd rong (ESBL) gdy nhiém va chiém cu duong rudt phan lap tai Bénh

vién Cho Ray", Y Hoc TP. Ho Chi Minh, 14(Phy ban cta S6 2).

KY YEU HNKH 10/2012 BENH VIEN AN GIANG Trang 162



3. Nguyén Tudn Minh (2008), "Nghién ctru vi khudn sinh men beta-lactamase phd rong
giy nhiém khuan ho hip & bénh nhan thd may", Ludn vin Thac siy khoa Hoc Vién
Qudn Y Ha N¢i.

4, Mai Vin Tuin, Nguyén Thanh Bao (2006), "Khao sat truc khudn gram 4m sinh men
beta lactamase phd rong phan lap tai Bénh vién Trung wong Hué", Y Hoc TP. Ho Chi
Minh, Vol. 12(Supplement of No 1): pp. 150 - 156.

5. Cao Bao Van (2002), "Distribution of Extended-Spectrum p-Lactamases in Clinical
Isolates ofEnterobacteriaceae in Vietnam", Antimicrobial agents and chemotherapy:
pp. 3739-3743.

6. Nguyén Thi Yén Xuan (2004), "Khao sat yéu té nguy co nhidm trung bénh vién do vi
khuén sinh men B-lactamases phé mo rong tai bénh vién Bénh nhiét doi tir thang 5
nim 2002 dén thang 2 nam 2004", Ludn van tot nghiép Bdc si néi trii,(Pai hoc Y
Dugc thanh phé H6 Chi Minh).

7. Carmen Pen, Miquel Pujol (1998), "Epidemiology and Successful Control of a Large
Outbreak Due to Klebsiella pneumoniae Producing Extended- Spectrum b-
Lactamases”, Antimicrobial agents and chemotherapy: pp. 53-58.

8. E Lautenbach (2001), "Epidemiological investigation of fluoroquinolone resistance in
infections due to extended-spectrum beta-lactamase-producing Escherichia coli and
Klebsiella pneumoniae”, Clin Infect Dis, 33: pp. 1288-1294.

9. Livermore D. M., Paterson D.L (2005), "Pocket Guide to Extended-Spectrum B-

Lactamases in Resistance", Current Medicine Group.

KY YEU HNKH 10/2012 BENH VIEN AN GIANG Trang 163



