NGHIEN CUU KHOA HOC

TY LE KHANG KHANG SINH CUA CAC CHUNG STENOTROPHOMONAS
MALTOPHILIA PHAN LAP TREN BENH NHAN DIEU TRI
TAI BENH VIEN DA KHOA TiNH BAC GIANG

Nguyeén Thi Hue', Po Quoc Tuan'

Muc tiéu: Xac dinh ty 1€ khang khang sinh cua cac ching Stenotrophomonas maltophilia (S. maltophilia)
phan 1ap trén bénh nhan diéu tri tai Bénh vién da khoa (BVDK) tinh Bic Giang.

DPoi twong va phirong phdp: Nghién ciru mo ta cit ngang, hdi ctru 111 bénh 4n ctia bénh nhan c6 két qua
nudi cay phén 1ap dwoc S. maltophilia diéu tri tai BVDK tinh Bic Giang trong thoi gian tir ngay 01/6/2018
dén ngay 31/5/2022.

Két qua: Ty 1& S. maltophilia khang khang sinh c6 trong hudng dan thir nghiém va phién giai theo CLSI:
nhom A: 18,9% khang minocyclin, 7,2% khang levofloxacin, 25,2% khang trimethoprim/sulfamethoxazol
(SXT), nhom B: 72,1% khang ceftazidim, nhom C: 74,8% khang chloramphenicol, nhom O: 29,7%
khang ticarcillin/clavulanat. S. maltophilia, dé khang ty nhién véi nhidu khang sinh nhém aminoglycozid,
cephalosporin, carbapenem, mdt s6 khang sinh nhém quinolon... C6 99,1% chung S. maltophilia c6 MIC
vai piperacyllin/tazobactam > 126/4 pg/mL; 84,7% c6 MIC véi ciprofloxacin > 2 pg/mL; 22,5% c6 MIC véi
colistin > 4 pg/mL; 43,2% c6 MIC vdi tigecyclin > 8 pg/mL; 45,9% chung S. maltophilia da khang tro 1én.

Két Iugn: Cac ching S. maltophilia 3 khang v&i nhidu khéac sinh thir nghiém véi mire do khang khac
nhau. Ty 1€ S. maltophilia khang cac khang sinh: 18.9% khang minocyclin; 27,9% khang levofloxacin;
25,2% khang cotrimoxazol; 72,1% khang ceftazidim, 4,5% trung gian. V& cAu hinh khang, c6 45,9% chung
S. maltophilia da khang tr¢ [én, trong d6 27,0% da khang, 13,5% khang dién rong, 5,4% toan khang.

Tir khéa: S. maltophilia, & khang khang sinh.

DAT VAN BE

Ty 1& cac tac nhan tryc khun gram 4m ngoai ho vi
khuan dudng rudt (non-Enterobacteriaceae) giy nhiém
khuén bénh vién ngdy cang ting. Stenotrophomonas
maltophilia (S. maltophilia) hién nay la tac nhan co
ty 18 gay nhim khuén bénh vién ngay cang duoc chu
v dén. S. maltophilia 3 khang ty nhién hau hét cac
khang sinh thé hé méi ding cho diéu tri bénh nhan
ning nhu: cic carbapenem, cephalosporin thé hé 3,
fluoroquinolon (trr levofloxacin), aminoglycozid,
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vancomycin... Do vay, ding trudc bénh nhan nhiém
khuan do S. maltophilia, viéc lya chon khang sinh cho
diéu trj gap rat nhidu kho khan'.

Tai BVDK tinh Bic Giang, cac nhiém khuédn do
S. maltophilia gap chu yéu tai Khoa Hoi stic tich cuc
- Chéng ddc va cac khoa co diéu tri bénh nhan nang
va nam vién kéo dai, do vay, néu ¢6 nhim Kkhuin
S. maltophilia s& gay khé khan hon trong diéu tri do vi
khuan da khang khang sinh.

Hién nay, trén thé gii c6 nhidu bao cac vé khang
khang sinh cta S. maltophilia, tuy nhién, trén nhiéu
bénh vién tai Viét Nam cling nhu tai tinh Bic Giang,
chua 6 nhiéu bao cao vé ty 1¢ khang khang sinh ctia vi
khuén nay. Vi vdy, ching toi tién hanh nghién ctru nay
nham khéo sat ty 1¢ khang khang sinh clia cc ching
S. maltophilia.
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POl TUONG VA PHUONG PHAP

Poi twgng nghién ciru: Bénh an ctia bénh nhan
c6 két qua nudi cay phan lap duoc S. maltophilia
diéu tri tai BVDK tinh Bic Giang tir thang 6/2018
dén thang 5/2022.

Tiéu chudn lwa c{zgn: Bénh nh:&n diéu trj noi
tri tai BVDK tinh Bac Giang c6 day du bénh an
co ket qua nudi cay phan 1ap duoc S. maltophilia.
Céc két qua dinh danh va khang sinh d6 dya trén hé
théng dinh danh ty dong Phoenix M50.

Tiéu chuén logi trie: Céac bénh an cua bénh
nhan c6 phan 1ap dugc S. maltophilia nhung khong
c6 du cac thong tin khac theo yéu cau.

Phwong phap nghién ctru

T hiét ké nghién ciru: Nghién ciru mo ta loat ca
bénh, hoi ctru.

Co méu trong nghién ciru: Phuong phap chon
m;iu thuan tién, lay rpéu thuan tién tur thang 6/2018
dén thang 5/2022, gom cac bénh nhan c6 bénh an
du tiéu chudn nghién ctru.

Ty 1€ khang khang sinh cia S. maltophilia
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Phwong phap thu thdp théong tin: Khai thac
théng tin bénh an, dién vao phiéu thu tap thong tin
va nhap vao phan mém SPSS 16.0.

Phwong phap phan tich va xir Iy s liéu: Nhap
va xtr Iy s6 liéu bang phin mém SPSS 16.0. Két qua
khéng sinh d6 cta S. maltophilia da dugc hé thong
khéang sinh d6 tyr dong Phoenix M50 phién giai theo
khuyén céo ctia TS chirc chuan hoa Labo 1am sang
(CLSI) c6 cap nhat hang niam. Mot s6 khang sinh
chua co6 huéng dan phién giai v6i S. maltophilia
duoc so sanh két qua véi MIC phién giai cho
P aeruginosa va Enterobacterales.

KET QUA

Tir thang 6/2018 dén thang 5/2022 chung toi ghi
nhan duoc 111 bénh nhan nhiém S. maltophilia tir
céc bénh én cua bénh nhan diéu tri tai BVDK tinh
Béic Giang du tiéu chudn lya chon dua vao nghién
ctru. Chung t6i thdy mot s6 két qua nhu sau.

Bang 1. Ty |é khang khang sinh cla S. maltophilia

Nhém khzrlig;ls)mh (theo Khang sinh Nhay cam (S) Trung gian (l) Khang (R)
n % n % n %
Minocylin 83 74,8 7 6,3 21 18,9
Nhém A Levofloxacin 72 64,9 8 7,2 31 27,9
SXT 83 74,8 0 0,0 28 25,2
Nhém B Ceftazidim 26 23,4 5 4,5 80 72,1
Nhém C Chloramphenicol 12 10,6 16 14,4 83 74,8
Nhom O Ticarcillin/ clavulanat 50 45,0 27 24,3 34 19,7

Nhdn xét: Khang sinh nhom A: Co6 27,9% chung S. maltophilia khang levofloxacin va 7,2% trung
gian; 18,9% khang, 6,3% trung gian v4i minocyclin; 25,2% khang SXT. Nhom B: 72,1% ching khang
ceftazidim, 4,5% trung gian; Nhom C: 74,8% chung khang chloramphenicol, 14,4% trung gian; Nhém O:
29,7% chung khang ticarcillin/ clavulanat, 24,3% trung gian.

Ty 1& phan b MIC ciia cac chiing S. maltophilia v6i mt s6 khang sinh

Bang 2. Ty |& phan bd MIC clia cac chiing S. maltophilia véi mét sé khang sinh chwa cé trong hwéng dan
phién gidi ctia CLSI

MIC véi cac VK khac (ug/mL) Két qua
Tén khang sinh (G Seh Trén MIC,,, Dwéi MIC,_,
n % n %
Amikacin <16 2 64 111 100,0 0 0,0
Amoxicillin/clavulanat? < 8/4 > 32/16 111 100,0 0 0,0
Ampicillin? <8 =32 111 100,0 0 0,0
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MIC véi cac VK khac (pg/mL) Két qua

Ten khang sinh ST ) G Trén MIC,, Dwéi MIC__

n % n %

Aztreonam’ <4 >16 111 100,0 0 0,0
Cefazolin? <2 28 111 100,0 0 0,0
Cefepim? <2 216 111 100,0 0 0,0
Cefoxitin? <8 =32 111 100,0 0 0,0
Ceftriaxon? <8 =64 111 10,.0 0 0,0
Ciprofloxacin® <05 22 94 84,7 15 15,3
Colistin’ <2 24 25 22,5 86 77,5
Ertapenem? <05 =2 111 100,0 0 0,0
Fosfomycin? <64 > 256 111 100,0 0 0,0
Gentamycin® <4 =16 111 100,0 0 0,0
Imipenem’ <2 =8 111 100,0 0 0,0
Meropenem® <2 >8 111 100,0 0 0,0
Norfloxacin? <4 216 111 100,0 0 0,0
Piperacillin/tazobactam® <16/4 >126/4 110 99,1 1 0,9
Tetracyclin? <4 >16 111 100,0 0 0,0
Tigecyclin? <2 =8 48 43,2 63 56,8

Ghi chii: '"MIC cho phién giai véi P. aeruginosa; *MIC cho phién giai v&i Enterobacterales theo hudng
dan cia CLSI; MIC__ : MIC cao nhét con phién giai nhay cam; MIC . : MIC thap nhat phién giai dé khang.
Nhan xeét: Co 84,7% MIC > 2 ng/mL véi ciprofloxacin; 22,5% MIC >4 pg/mL véi colistin; 43,2% MIC
> 8 ug/mL véi tigecylin; 99,1% MIC > 126/4 ng/mL véi piperacylin/ tazobactam. Tt ca cac khang sinh
khac, S. maltophilia déu khong bi trc ché boi cac ndong do thir nghiém thong thudng cho cac vi khuan khac.

Ty 1€ cac ching S. maltophilia da khang
Bang 3. Ty |é cac chlng S. maltophilia da khang

S6 lwong/Ty Ié (%) S6 lwong | Ty lé (%)

Cdc hinh thire khéng thube

Khéng da khang 60 54,1
Da khang tr& 1én 51 45,9

- Da khang 30 27,0

- Khang dién réng 15 13,5

- Toan khang 6 54
Téng sb 111 100,0

Nhan xét: Trong 111 chung S. maltophilia, c6
45,9% da khang tr 1én, trong d6 da khang chiém
27,0%; khang dién rong 13,5%; toan khang 5,4%.
4,1% khong da khang.

BAN LUAN

Theo huéng din ctia CLSI vé uu tién lya chon
va bao cao két qua thir nghiém khang sinh cho .
maltophilia c6 chia cac nhom khang sinh dya trén
thtr tu uvu tién®. Ty 1¢ khang véi cac khang sinh
nhém A cua S. maltophilia tai bang 1 cho thiy:
18,9% khang va 6,3% trung gian vdi minocyclin,
cao hon nghién ctru cua Duan® va Insuwanno*, chua

phat hién khang véi minocyclin. Tuy nhién, méc du
ty 1& d& khang thip voi 18,9% va 6,3% trung gian,
khi lwa chon minocyclin cho diéu tri S. maltophilia
can dya vao két qua khang sinh dd véi timg truong
hop cu thé.

Levofloxacin 1a khang sinh da dugc st dung
nhiéu trén 1am sang do phé tac dung rong, duoc su
dung cho diéu tri cac truong hop nhiém khuén do
S. maltophilia tir nhitng ndm 19801. Két qua nghién
clru clia chuing t6i tai bang 1 thiy c6 27,9% céc chiing
S. maltophilia d& khang va 7,2% trung gian. D¢ lya
chon khang sinh nay cho diéu tri nhiém khuén do
S. maltophilia can c6 két qua khang sinh d. Ty 1&
khang levofloxacin trong nghién ctru ctia chung toi
cao hon bao céo ctia Nguyén Vinh Nghi véi 5,9%°.

Khang sinh thtt ba thudc nhom A trong huéng din
lya chon cho thir nghiém véi S. maltophilia 1a SXT,
két qua tai bang 1 thay, ty 18 S. maltophilia & khang
SXT la 25,2%, ty 1& d& khang nay chi twong dwong
va ¢6 phan thip hon so v&i cac khang sinh méi nhu
minocycline va levofloxacin. Do SXT it chiu anh
huéng cia cac co ché dé khang phd bién hién nay
clia cac vi khuan (B-latamase, ESBL - Extended
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Spectrum B-lactamase, carbapenemese...), do vay, ty
1é dé khang cua cac chung S. maltophilia v&i khang
sinh nay chua cao, hon nira, viéc su dung khang
sinh nay tai bénh vién hién nay khong con nhiéu, do
vay, it xay ra hi¢n tuong chon loc vi khuin khéng
thudc. Theo Mendes, chi ¢6 13,2% S. maltophilia
mang gene sull va 0,94% mang gene sul2 1a cac
gene mang cac quyét dinh dé khang SXT6. Tuy
nhién, v6i ty 18 d& khang 25,2%, khi Iya chon SXT
cho diéu tri bénh nhan nhiém S. maltophilia cin dua
vao két qua thir nghiém khang sinh d6. S liéu trong
nghién ctru ciia ching toi thdp hon nhidu so véi
béo céo cua Nguyén Vinh Nghi 1a 77,8% dé khang
voi SXTS, nhung cao hon cac bao cdo khang SXT
cua Sattler v6i 4,8%°; Mario voi 8,99%’; Duan v6i
9,7%; Insuwanno v6i 9,0% 3; Samonis véi 14,7%,
Mendes voi 21,6%°.

C6 t4i 72,1% céc ching S. maltophilia d& khang
ceftazidim, 4,5% trung gian. ceftazidim khong
duogc khuyén céo didu tri S. maltophilia ngay ca khi
chung con nhay cam, do S. maltophilia chira cac gen
B-lactamase ndi tai bét hoat ceftazidim. Thuc té két
qua cia ching toi tai bang 1 thiy ceftazidim cho
diéu tri S. maltophilia con rét it gia tri vai ty 1¢ khang
t6i 72,1%, cao hon bdo céo ciia Nguyén Vinh Nghi
v6i 57,9%S5. So véi cac céc tac gid nude ngoai, ty 1€
dé khang ceftazidim cta S. maltophilia cao hon rit
nhiéu: Gozel va CS (54,9%) [8]; Samonis (66,7%)’.

Co 74,8% cac chung S. maltophilia khang
chloramphenicol va 14,4% trung gian. Nhu vay,
chloramphenicol khéng st dung duoc cho diéu
tri nhiém khuan do S. maltophilia, trix mot sb it
truong hop con nhay cam nhung phai duwa trén két
qua khang sinh dd. Ty 1é nay cao hon bdo cdo cua
Mendes 68,9% khang chloramphenicol®.

Trong nghién ctru, chung t6i sir dung cac MIC
phién giai cho P. aeruginosa va Enterobacterales’
dé so sanh voi MIC cua S. maltophilia v6i céc
khang sinh khong c6 huéng dan phién giai. Cac
khang sinh ¢6 100,0% s chung S. maltophilia ¢6
MIC cao hon néng do MIC phién gii 1a dé khang
cho cac vi khuin khac tai bang 3 gdm: phan nhém
penicillin  (amoxicillin/clavulanat,  ampicillin,
aztreonam); cepholosporin cac thé hé (cefazolin,
cefepim, cefoxitin, ceftriaxon), tror ceftazidim;
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céc (amikacin, gentamycin);
carbapenem (ertapenem, imipenem, meropenem);
norfloxacin; fosfomycin; tetracyllin. C6 84,7%
chung c6 MIC véi ciprofloxacin > 2 pg/mL, thip
hon bao cao cua Gozel (97,2%)8, cao hon bao cao
Nguyén Vinh Nghi (10,0%)°, Samonis (10,2%)°,
va tuong tu bdo cao cua Mendes (85,8%)°. Co
22,5% chung S. maltophilia c6 MIC > 4 ng/mL véi
colistin, thép hon bao cao cua Sattler véi ¢6 50,0%3,
Samonis v&i48,0%. Colistin c6 thuc sy tac dung voi
S. maltophilia ¢6 MIC < 2 pg/mL hay khong can co
nhiéu ngién ctru danh gia sau hon vé ca 1am sang va
in vitro. Tigecyclin c¢6 trong goi ¥ lya chon diéu tri
S. maltophilia theo IDSA2,10. C6 43,2% chung S.
maltophilia ¢c6 MIC > 8 pug/mL, thip hon bao cao
ctia Mario vai 58,7%’, cao hon bao cdo cia Mendes
v6i 8,4%¢. Tuy nhién, dé danh gia tigecylin c6 tac
dung v&i S. maltophilia hay khong can c6 nhiéu
nghién ciru in vitro va in vivo ddy du hon nira.

aminoglycozid

Chung t6i sir dung tiéu chuén phén loai da khang
theo dong thuan phan loai da khang cua Trung tim
Kiém soat bénh tat chau Au (ECDC) va Trung tdm
Kiém soat bénh tat Hoa Ky (CDC)", bang 3 cho
thiy ty 1¢ da khang cta S. maltophilia 13 dang bao
dong vai 45,9% da khang trd 1€n, trong do ¢6 13,5%
khang dién rong, chi con mot loai khang sinh trong
thtr nghiém theo huéng dan ciia CLSI 14 con nhay
cam va 5,4% céac chung da toan khang, khéng con
nhay cam in vitro véi cac khang sinh trong danh
sach huéng dan thir nghiém tai bang 2B-4 ciia CLSI.
Trong cac bao céo ctia cac tac gia khac, chua thay co
béo cdo vé ty 18 cac chung S. maltophilia da khang
khéang sinh, v6i ty 1€ cac chung S. maltophilia da
khang t6i 45,9%, cac bac si diéu tri can luu ¥ khi lya
chon khang sinh diéu tri dich véi vi khuan nay.

KET LUAN

Céc ching S. maltophilia d3 khang voi nhiéu
khéac sinh thur nghiém véi mac do khang khac
nhau. Ty 1€ S. maltophilia khang cac khang sinh:
nhom A: 18,9% khang minocyclin; 27,9% khang
levofloxacin; 25,2% khang cotrimoxazol. Nhém B:
72,1% khéng ceftazidim, 4,5% trung gian. Vé ciu
hinh khang, c6 45,9% ching S. maltophilia dakhang
tro 1€n, trong d6 27,0% da khang, 13,5% khang dién
rong, 5,4% toan khang.
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PREVALENCE OF ANTIBIOTIC RESISTANCE OF STENOTROPHOMONAS
MALTOPHILIA ISOLATED IN PATIENTS AT BAC GIANG PROVINCIAL
GENERAL HOSPITAL

Objectives: To determine the resistance rate of Stenotrophomonas maltophilia (S. maltophilia) strains to
antibiotics that isolated in patients treated at Bac Giang Provincial General Hospital.

Subjects and methods: A cross-sectional, retrospective descriptive study of 111 medical records of
patients whose infected with S. maltophilia treated at Bac Giang Provincial General Hospital from June 1,
2018 to May 31, 2022.

Results: The rate of S. maltophilia resistant to antibiotics included in the CLSI testing and interpretation
guidelines: Group A: 18.9% resistant to minocyclin, 7.2% resistant to levofloxacin, 25.2% resistant to
trimethoprim/sulfamethoxazole (SXT), Group B: 72.1% resistant to ceftazidime, Group C: 74.8% resistant
to Chloramphenicol, Group O: 29.7% resistant to ticarcillin/clavulanate. S. maltophilia, instrinsict resistant
to many antibiotics of aminoglycoside, cephalosporin, carbapenem, some quinolone antibiotics... 99.1% of
S. maltophilia strains had MIC with piperacyllin/ tazobactam > 126/4 pg/mlL. ; 84.7% had MIC with ciprofloxacin
> 2 pg/mL; 22.5% had MIC with colistin > 4 ng/mL; 43.2% had MIC with tigecyclin > 8 pg/mL; 45.9% strains
of S. maltophilia had multi drug resistance, of which 27.0% were multi drug resistant, 13.5% were expensive
drug resistant, and 5.4% were pan drug resistent.

Conclusions: S. maltophilia were resistant to many antibiotics with many different degrees of resistant.
Rate of S. maltophilia resistant to antibiotics: 18.9% resistant to minocyclin; 27.9% resistant to levofloxacin;
25.2% resistant to SXT. 72.1% resistant to ceftazidime, 4.5% intermediate. Regarding the resistance profile,
there were 45.9% multi drug resistant strains of S. maltophilia.

Key words: S. maltophilia, antibiotic resistance.
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