TAP CHIi NGHIEN ClPU Y HOC

TINH HINH KHANG KHANG SINH
CUA ELIZABETHKINGIA ANOPHELIS
O BENH NHAN VIEM PHOI THO MAY
TAI BENH VIEN BENH NHIET DOl TRUNG UONG
(01/2020 — 05/2024)

Than Manh Hung'2>, Nguyén Cwéng Thach?

'Bénh vién Bénh nhiét déi Trung wong
2Trrong Pai hoc Y Duroc, Pai hoc Québc gia Ha Noi
3Bénh vién Quan y 4

Nghién ctru ndy nhdm mé ta tinh trang khéng khéng sinh cta vi khuén Elizabethkingia anophelis
& bénh nhén viém phdi thé may. Chung toi tién hanh phan tich mé ta cét ngang trén céc ching vi khudn
duwoc phén 1ap tor 73 bénh nhén duwoc chén doan va diéu tri viém phéi thé méay lién quan dén Elizabethkingia
anophelis tai Bénh vién Bénh nhiét déi Trung wong trong thoi gian tir thang 01/2020 dén thang 5/2024.
Két qua cta nghién ctru cho thdy bénh nhédn cé nhém tudi cht yéu ttr 60 tudi tré 1én (chiém 68,5%), ty 1é
nam gioi (64,4%). 75,4% bénh nhan c6 it nhét 1 bénh ly nén, trong d6 nhiéu nhét la cao huyét 4p va tim
mach (43,7%). Vi khuén Elizabethkingia anophelis khang cao véi nhiéu loai khang sinh, cu thé ceftazidime
1a 100%, meropenem la 98,2%, cefepime & 97,7% va imipenem Ia 96,8%. Vi khudn con nhay cam voi
khang sinh la trimethoprim/sulfamethoxazole (51,6%); norfloxacin (14,3%) va ciprofloxacin (14,0%)

Tir khéa: Viém phéi thé may, Elizabethkingia anophelis, khang khang sinh.

l. DAT VAN BE

Elizabethkingia anophelis 1a trwc khuén
Gram am, hiéu khi, c6 sac té6 mau vang nhat,
khong di dong, khéng sinh bao tt. Vi khuén
nay phan bb khap noi trong médi trudng tw
nhién nhw dat, nwéc, thwe vat, ca, éch nhai,
con trung, thuwc phdm va dac biét trong nguén
nwéc cla Bénh vién, gay ra bénh canh viém
phdi, nhiém khuan huyét, viém mang nao va
dang ndi [&n 1a mdt trong nhirng c&n nguyén
nhiém trung Bénh vién de doa tinh mang
nguwdi bénh."? Mot phan tich gdp cho thay
ty 1& t&¢ vong chung cua Elizabethkingia la
30,1%.3 Ty 1& nhiém Elizabethkingia & bénh
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nhan ndi tru cé xu huwdng gia tang, mot bao
céo tai Han Quéc cho thay ty 1& nhiém ting
gap 44 1an tir ndm 2009 dén nam 2017, trong
dé gia tdng chu yéu la E. anophelis va & bénh
phdm dwong ho hép.* Elizabethkingia dang
dan 1a méi lo ngai trong nhiém trung bénh
vién v&i kha nang khang cao v&i cac khang
sinh, dac biét nhém B-lactam, carbapenem,
aminoglycoside, quinolone, macrolide.®> Ty
& khang aztreonam, ceftazidime, imipenem,
meropenem, trimethoprim-sulfamethoxazole,
cefepime va tetracycline lan lwot la 100%,
99%, 99%, 99%, 99%, 95% va 90%. Tuy
nhién, cac chung phan lap cé dd nhay cam
cao nhét véi minocycline (100%), doxycycline
(96%) va rifampin (94%).2 Hon 90% cac chung
E. anophelis phan lap trong dot bung phat &
Wisconsin con nhay cam vé&i cefepim.® Cac
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nghién ctru vé& gen khang thuéc ciing cho thay
E. Anophelis xuét hién nhiéu gen khang bao
gdm cac gen khang B-lactam, aminoglycoside,
fluoroquinolones, tetracycline, macrolide,
chloramphenicol, vancomycin, trimethoprim va
kénh bom efflux khang da thuéc.” Do tinh chét
khang v&i cac loai khang sinh thwdng dung
trong diéu tri viém phdi th& may nén trong qua
trinh thwe hanh lam sang, cac bac si it nght
dén c&n nguyén E. anophelis s& gay khé khan
va tdng nguy co théat bai diéu tri. Do d6, ching
t6i tién hanh nghién clu v&i muc tiéu 1a tim
hiéu mirc dd khang véi khang sinh thwdng st
dung trong diéu tri viém phdi th& may tai Bénh
vién Bénh Nhiét déi Trung wong.

Il. DOI TWUONG VA PHUONG PHAP

1. Déi twong

Bao gbém céc chiing vi khuan Elizabethkingia
anophelis dwgc phan lap tr 73 bénh nhan dwoc
chan doan xac dinh va diéu tri viem phbi thé
may lién quan dén Elizabethkingia anophelis
tai Bénh vién Bénh nhiét d&i Trung wong trong
thoi gian tlr 01/2020 dén thang 5/2024.

Tiéu chuén Iwa chon

(1) Bénh phdm dwdng hd hap duwéi dwoc
thu thap tlr cac bénh nhan dwoc chan doan
viém phdi thé may theo huwéng dan cla Hiép
hdi Ldng nguwc Hoa Ky va Hiép hoi Bénh nhiém
trang Hoa Ky nam 2016;

(2) Bénh nhan c6 két qua nuéi cdy bénh
phdm dwdng hd hap (dich hat néi khi quan/Mé
khi quan va/hodc dich rira phé quan) duong
tinh 3+ tr& 1én v&i E. anophelis;

(3) Bénh nhan va ngw®i nha bénh nhan
ddng y tham gia nghién ctru.

Tiéu chuén loai trere

(1) B&nh nhan viém phdi thé may ti co s&'y
té khac chuyén dén;

(2) Bénh nhan xin v& ma khéng theo dbi

dwoc két cuc diéu tri;

(3) Bénh nhan/ngu®i nha khéng déng y
tham gia nghién ctru hoac khéong dong vy tiép
tuc tham gia nghién ctru (giai doan tién ctru).
2. Phwong phap

Thiét ké nghién ciru

Nghién clru mé ta cat ngang.

Cédch chon mau

Chon mau thuan tién.

Cé méu

Thu nhén toan bé bénh nhan dap wng tiéu
chuan lya chon, khéng vi pham tiéu chuan
loai trer.

Thuc té s lwgng bénh nhan chang t6i thu
thap dwoc la 73.

Cdc bién sé, chi sé nghién ctru

Péc diém chung cua dbi twong nghién ciru

- Pac diém vé tudi (ndm): Tinh tudi trung
binh, ty I& bénh nhan theo cac nhém tudi.

- Gi¢i: Nam/nir. Tinh ty I& bénh nhan theo
gidi tinh.

- Bénh nén: Bénh nén dwoc chia lam cac
nhom moét hay nhiéu bénh nén, cac bénh nén
dwoc tinh s6 lvong va ty 1€ %.

Tinh khang khang sinh cia vi khuén E.
anophelis

Tinh ty 1é theo tirng mirc d6 khang, tinh ty 1&
bénh nhan khang tirng loai khang sinh.

Quy trinh dwoc str dung trong nghién cteu

Ki thuat Iay bénh phdm

Bénh nhan sau khi dwoc d&t 6ng noi khi
quan hodc mé khi quan, c6 d4u hiéu viém phdi,
chung t6i sé tién hanh lay dodm dwong hé hap
dwéi bao gom: dich hat ndi khi quan/M& khi
quan va/hoac dich rira phé quan qua sonde hut
dom kin véi bay dodm vo khuan do khoa vi sinh
cung cap. Mot sb cé chi dinh ndi soi phé quan
thi tién hanh lay dich hat, dich bom rira khi quan

TCNCYH 183 (10) - 2024

171



TAP CHIi NGHIEN ClPU Y HOC

qua ndi soi vao bay dom vé khuan. Bénh phadm
sau doé duwoc van chuyén lén khoa vi sinh dé tién
hanh nudi ciy va phan 1ap vi khuin gay bénh.

Xét nghiém nuéi céy va dinh danh vi khuéan

Quy trinh nudi cy va dinh danh vi khuan
E. anophelis dwgc thyc hién tai khoa Vi sinh
- Sinh hoc phan tir Bénh vién Bénh Nhiét doi
Trung wong, Bénh phdm dwoc nudi cdy theo
phuwong phap ban dinh lwvgng trén moi trudng
thach mau, két qua dwoc trd theo mat dé moc
vi khuén trong méi treérng nudi cay, sau do dinh
danh vi khudn duoc thwe hién trén may dinh
danh ty déng MALDITOP Biotyper. Truwdong
hop diém két qué khong cao hodc khéng dinh
danh duwoc thi chay VITEK 2-COMPACT hoac
gia duong APl dé& khang dinh két qua. Céy
bénh phdm dwong hd hdp dwéi duwong tinh véi
E. anophelis va thod man tiéu chuan lya chon
sé dwoc thu tuyén vao nghién clru.

Ky thuat lam khéng sinh dé

Lam theo quy trinh thwdng quy clia Khoa
Xét nghiém, Bénh vién Bénh Nhiét d&i Trung
wong. Do tai B&€nh vién vi khuan Elizabethkingia
anophelis khong cé card khang sinh d6 [am trén
may tw déng nén chung téi phai lam bang Etest
va phién gidi theo CLSI 2024. Méi trwdng st
dung lam lam KSDB cho Elizabethkingia la moi
trwdng Mueller-Hinton agar (MHA), nhiét d6 u
35 £ 2°C, khi trwdng thwdng, thoi gian 16 - 24
tiéng. Sau 16 - 24 gi®» sé xuat hién vung (¢ ché
(hay vuing v6 khudn 13 viing ma vi khuan khéng

moc) hinh elip dbi x*ng v&i nhau qua thanh
E-test. Gia tri MIC (ndéng do Grc ché téi thiéu)
dwoc xac dinh trwc tiép tai diém cét cta hinh
elip v&i thanh E-test. Néu khong cé vung (¢
ché thi MIC dwoc doc = ndng do cao nhat. Néu
vung (¢ ché rong xubng ca phia duéi thanh
E-test thi MIC dwoc doc 1a < néng do thap nhét.
Néu dudi viung e ché cat hai bén cla thanh
E-test & hai vach khac nhau thi MIC dwoc xac
dinh la vach & phia trén (ndng dé cao hon).

Phan tich sé liéu

Sé liéu nghién ctru dwoc phan tich va xt ly
theo phwong phap théng ké y hoc bang phan
mém SPSS phién ban 20.0. C4c bién dinh tinh
duoc trinh bay dwéi dang tan sb (n) va ty lé
phan tram (%), bién dinh lvong dwoc trinh bay
dwdi dang trung binh + d6 léch chuén (X £ SD)
va gia tri nhd nhéat - I&n nhat (Min - Max) néu
phan bd chuan.
3. Pao dirc nghién ctru

Nghién clru dwoc Hbi déng dao dlrc cua
Bénh vién Bénh Nhiét doi Trung wong thong
qua theo quyét dinh s6 19-2023/HDDD-NDTW,
ctia Cha tich Hoi déng ki ngay 31/05/2023.

ll. KET QUA

73 bénh nhan thoa man tiéu chuan tham gia
nghién ctu trong d6 nam gi6i chiém 64,4 %
(47/73), ty 1€ nam/nir la 1,8.

1. M6t sé dic diém chung déi twong nghién
clru

Bang 1. Bic diém veé tubi va gi&i tinh caa déi twong nghién ctru (n = 73)

Dic diém S6 lwong Ty 1é %
Nhom tudi 16 - 19 2 2,7
Nhém tudi 20 - 39 7 9,6
Tubi Nhém tubi 40 - 59 14 19,2
Nhom tubi = 60 50 68,5
Tudi trung binh (X + SD) 62,9 + 18,0
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Tudi trung binh cGia nhém nghién ctu la tudi trd 1én (68,5%).
62,9 + 18,0. Nhém tudi gép nhiéu nhat |4 ti 60 Bénh Iy nén cta nhém nghién ciru

43 (58,9%)

n=73
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0 3 Y Y
Khéng c6 bénh Mot bénh Iy nén  Hai bénh ly nén  Ba bénh ly nén
ly nén
Biéu d6 1. Sé lwong bénh ly nén ctia nhém nghién ctru
Ty lé bénh nhan cé mot bénh ly nén cao nhat Chi c6 01 (1,4%) bénh nhan c6 3 bénh nén, con

chiém 58,9%, c6 hai bénh ly nén chiém 15,1%. lai 24,6% bénh nhan khéng c6 bénh Iy nén.

Bang 2. Dac diém cac bénh ly nén (n = 55)

Bénh ly nén S6 lwong %
Dai thao dwong 14 25,5
Tang huyét ap, tim mach 26 473
Suy gidm mién dich 2 3,6
Bénh phdi man tinh 3 5,4
Phau thuat 5 9,1
Cac bénh ly nén khac 8 14,5

Tang huyét &p, tim mach la bénh Iy nén hay g&p nhét chiém 47,3%, dai thao dwong gép 25,5%
Bang 3. Tinh khang khang sinh véi tirng loai khang sinh

Loai khing sinh DPé khang Trung gian Nhay cam
(%) (%) (%)
Meropenem 98,2 1,8 0,0
Imipenem 96,8 1,6 1,6
Cefepime 97,7 0,0 2,3
Ceftazidime 100,0 0,0 0,0
Cefotaxim 94,4 5,6 0,0
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Loai khang sinh Pé khang Trung gian Nhay cam
(%) (%) (%)
Piperacillin/Tazobactam 92,7 4,9 2,4
Levofloxacin 88,9 0,0 11,1
Norfloxacin 85,7 0,0 14,3
Ciprofloxacin 80,0 6,0 14,0
Gentamicin 88,6 9,1 23
Trimethoprim/Sulfamethoxazole 46,8 1,6 51,6
Amikacin 95,1 0,0 49

Vi khuan khang > 80% v&i hau hét cac
loai khang sinh, dac biét ceftazidime (100%);
meropenem (98,2%), cefepime (97,7%) va
imipenem (96,8%). Khang sinh con nhay cam
& trimethoprim/sulfamethoxazole (51,6%);
norfloxacin (14,3%) va ciprofloxacin (14,0%).

IV. BAN LUAN

Do tudi trung binh clGa cac bénh nhan trong
nghién clru cla chung t6i la 63 tudi, két qua
nay twong tw v&i nghién clru Singh va cong sw
(2020) khi nhém bénh nhan nghién clru clia ho
c6 tudi trung binh 12 58 va 67." Két qua nay thap
hon mot chit so véi nghién clru clia Seong va
coéng sw nam 20208 va thdp hon kha nhiéu so
véi sé tudi trung binh 73 trong nghién ctru clia
Lee va cong su (2022).° Dd tudi gap nhiéu nhat
trong nghién cru nay |a trén 60 tudi. Cac bénh
nhan & do tudi nay khi vao khoa cép ctru hay
hédi stre tich cwe phan I&n cé kém theo cac bénh
man tinh nhw: tang huyét ap, suy tim, dai thao
dwdng, bénh phdi man tinh... 1am gidm strc dé
khang ctia co thé, d& méc cac bénh nhiém tring
bénh vién. Lee va cdng sw (2022) bao cdo ring
kha nang méac viém phdi thé may tang hon 1,15
lan khi tudi tang thém 1 tudi. Nguyén nhan c6
thé do sw suy gidm chirc ndng sinh ly ho hép,
teo dan co hd hap, gidm dan tinh dan hdi cta
mo phdi, phan xa ho bao vé suy yéu rd rét va
gidm chirc ndng mién dich & ngudi cao tudi.®

Trong nghién ctru cua chung t6i, ty 16 nam
gidi la 64,4% cao hon so véi s6 liéu ctia Singh
va cong sy (2020)." Nghién clru cla chung toi
twong déng két qua nghién clru vé gidi cla Lau
va cfng sw v&i nam la 64,7% va nir l1a 35,3%.1°
Cac tac gid cung chung quan diém cho ring
chinh cac yéu t6 bénh man tinh, hat thubc va
udng rwou gdp hau hét & bénh nhan nam nén
dé mac viém phdi hon cac bénh nhan ni.

C6 75,4% bénh nhan trong nghién clru nay
c6 bénh nén di kem. Trong d6, 58,9% bénh
nhan c6 1 bénh nén, 16,5% bénh nhan cé
2 bénh Iy nén tré 1&n. K&t qua nay thap hon
nhiéu so v&i nghién clru ciia Singh va cong sw
(2020) khi nhan thdy 90,5% bénh nhan nghién
clru c6 bénh Iy nén trwéc dé bénh ly nén gap
nhiéu nhat trong nghién cru cia ching toi la
tang huyét ap, tim mach chiém 47,3%, tiép dén
la dai thao dwong 25,5%, ngoai ra cling gap
mot s6 bénh nhan cé bénh phdi tdc nghén man
tinh va suy gidm mién dich." Két qua nay ciing
twong déng véi ngién cru cha Jiun-Nong Lin va
cong sw (2019), bénh nhan nhiém E. anophelis
thwérng trén 60 tudi, trén 85% bénh nhan co cac
bénh ly di kém nhw dai thao duwdng, bénh ly ac
tinh, bénh th&n man tinh, bénh than giai doan
cudi phai loc mau, xo gan, nghién rwou, réi loan
mién dich va dwoc diéu tri ¢ ché mién dich.”
Bénh ly nén dwoc cho la sé& lam tang kha nang
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di&n bién nang cta cac bénh nhan khi nhiém
cac can nguyén vi khuan ciing nhuw virus.

Trong nghién clu chung t6i nhan thay
Elizabethkingia anophelis khang ceftazidime
(100%); meropenem (98,2%), cefepime
(97,7%) va imipenem (96,8%). Két qua nay
cling twong déng véi nghién clru clia Cheng
va cdng su tai Dai Loan (2019), tac giad nay
thdy vi khudn khang 100% v&i ceftazidime,
meropenem, imipenem va ertapenem, khang
96% vo&i cefepime, 84% véi levofloxacin, va
99% va&i ciprofloxacin.' Tuy nhién véi mot sé
khang sinh thi nghién clru cla chung toi lai
cho thay c6 sy khac biét v&i nghién clru nay vi
du nhu piperacicllin-tazobactam khang 92,7%
trong khi nghién ctru clia Cheng la nhay cadm
v&i piperacicllin-tazobactam la 73%, khang sinh
con nhay cdm clia chung toi la trimethoprim/
sulfamethoxazole (51,6%); trong khi cila Cheng
khang vé&i trimethoprim/sulfamethoxazole Ia
96%. Lin va cong sy (2018) trong mot nghién
clru v&i 72 bénh nhan dwoc xac dinh nhiém E.
anophelis thi ty 1é nhay cdm v&i cac khang sinh
la: piperacillin/ftazobactam 30,6%; ciprofloxacin
9,7%; va levofloxacin la 58,3%." Két qua nay
c6 s khac biét v&i nghién clru clia chung toi
khi ty 1& nhay cdm cua ba loai khang sinh trén
lan lwot la 2,4%, 14,0% va 11,1%. Sw khac biét
nay cho thay tinh trang khang khang sinh cla
vi khuan c6 su khac biét rat Ién gitra cac ving
mién hay cac qudc gia trén thé gi&i.

Theo Singh va céng sw (2020) thi tat ca
cac ching phan lap cla Elizabethkingia déu
cho thdy kha nang khang gan nhu 100% voi
levofloxacin va ciprofloxacin. Két qué nay khac
biét v&i nghién clru clia chung toi khi ty 1& khang
v&i hai loai khang sinh nay I1an lwot 1a 88,9% va
80,8%. Mot nghién clru méi day dwoc thyre hién
tai Bénh vién Trung wong Quan ddi 108 thang 3
nam 2024 dé kiém tra d6 nhay cadm cla 4 chiing
vi khuan phan 1ap cla Viét Nam (EAV_NVB490,

EAV_NNN508, EAV_VTKC53 va EAV_NVH72)
v&i 43 loai khang sinh ho&c td hop khang sinh.®
Két qua cho thay bén chiing E. anophelis phan
lap c6 kha nang khang da thubc, vi ching biéu
hién kiéu hinh khang véi it nhat mot loai thudc
trong ba ho khang sinh tr& 1én. Cac ching phan
lap c6 kha néng khang gan nhw tat ca cac loai
khang sinh dwoc thir nghiém: tat ca cac beta-
lactam (bao gbém penicillin, cephalosporin,
carbapenem vamonobactam), fluoroquinolones,
aminoglycoside va polymyxin. Ngoai & duy
nhat 1& ching phan lap EAV_NVB490 cho
thdy kha ndng khang trung gian vé&i sw két hop
trimethoprim-sulfamethoxazole. Diéu nay cling
c6 su twong ddng véi nghién ciru cla ching toi
vi trimethoprim-sulfamethoxazole la khang sinh
c6 ty & nhay cdm cao nhét (51,6%). C&n nguyén
trong viém phdi bénh vién thuwéong gap la cac vi
khuan gram am da khang nhw: K. pneumoniae,
A. baumanni, P. aeruginosa... nhirng vi khuan
nay thwong dwoc st dung cac phac dé c6 chira
nhém carbapenem, quinolon, aminoglycosis...
tuy nhién nhirng khang sinh nay lai it cé tac
dung v&i Elizabethkingia. B&i vay, viéc bd sung
thém cac nhém khang sinh nhw trimethoprim-
sulfamethoxazole la rat can thiét.

V. KET LUAN

Vi khuan Elizabethkingia anophelis trong
nghién ctru cé tinh d& khang cao v&i ceftazidime
(100%); meropenem (98,2%), cefepime (97,7%)
va imipenem (96,8%). Vi khuan con nhay cam
v&i  trimethoprim/sulfamethoxazole (51,6%);
norfloxacin (14,3%) va ciprofloxacin (14,0%).
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TAP CHI NGHIEN ClPU Y HOC

Summary

ANTIBIOTICS RESISTANCE OF ELIZABETHKINGIA ANOPHELIS
IN PATIENTS WITH VENTILATOR-ASSOCIATED PNEUMONIA
AT THE NATIONAL HOSPITAL FOR TROPICAL DISEASES
(01/2020 — 05/2024)

The study aimed to describe the antibiotic resistance of Elizabethkingia anophelis in patients
with ventilator-associated pneumonia. We conducted a cross-sectional descriptive analysis of
bacterial strains isolated from 73 patients diagnosed and treated for ventilator-associated pneumonia
associated with Elizabethkingia anophelis at the National Hospital for Tropical Diseases from January
2020 to May 2024. The results showed that 68.5% of patients were 60 years old and older, with a
male proportion of 64.4%. 75.4% of patients had at least 1 underlying disease, of which the most
common were hypertension and cardiovascular disease (43.7%). Elizabethkingia anophelis bacteria
are highly resistant to many antibiotics, specifically ceftazidime is 100%, meropenem is 98.2%,
cefepime is 97.7% and imipenem is 96.8%. Bacteria were still sensitive with antibiotics included
trimethoprim/sulfamethoxazole (51.6%); norfloxacin (14.3%) and ciprofloxacin (14.0%).

Keywords: Ventilator-associated pneumonia, Elizabethkingia anophelis, antibiotic resistance.
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