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CAC GENE SINH CARBAPENEMASE VA SU’ DE KHANG KHANG SINH
CUA ACINETOBACTER BAUMANNII ' BENH NHAN VIEM PHOI
MAC PHAI CONG PONG NHAP VIEN

TOM TAT

Pat van dé: Viéc diéu tri viém phSi mic phai
cdng dong nhap vién do Acinetobacter baumannii gdp
nhiéu kho khan do su da khang khang sinh vdi ty 1€
cao, ddac biét la cac ching mang gene két hgp sinh
carbapenenase. Muc tiéu: Xac dinh gene sinh
carbapenemase va cac méi lién quan gilta cac gene
trong dé khang meropenem. Déi tugng va phueng
phap nghién ciru: Doi tugng nghlen cliu la cac
chung A. baumannu phan I3p tr dam cla bénh nhéan
viém phdi méc phai cong dong nhap vién. Phudng
phdp nghién ctu la nu0| cdy phan lap vi khuén xac
dinh MIC khang sinh va ky thudt multiplex real-time
PCR xac dinh cac gene ma hda carbapenemase. Két
qua: Ty I|é A. baumannii mang gene sinh
carbapnenemase la 91,4% trong dé gene OXA-51
chiém ty |é cao nhat la 85,7% va OXA-58 chiém ty Ié
thdp nhat véi 17,1%. C6 68,8% chlng A. baumannii
mang > 2 gene va cac chung nay cé ty Ié dé khang
khang sinh cao haon cac chung mang 1 gene véi p <
0,05. Tat ca 12 chang A. baumannii (37,5%) mang
gene két hgp OXA-51/23 déu khang 100% vdi
meropenem. Da sO cac chung A. baumannii khang >
65% VvGi cac khang sinh  nhém carbapenem,
cephalosporin thé hé 3, aminoglycoside va colistin.
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Két luan: Ty |é A. baumannii mang gene sinh
carbapenemase la 91,4% trong dé gene OXA-51
chiém 85,7% va cac chiing mang > 2 gene c0 ty Ié dé
khang khang sinh cao han cac chiing mang 1 gene (p
< 0,05). Twr khoa: Acinetobacter baumannii sinh
carbapenemase; két hgp gene, khang khang sinh.

SUMMARY
CARBAPENEMASE GENE AND MULTI-DRUG
RESISTANCE OF ACINETOBACTER
BAUMANNII ISOLATED FROM
HOSPITALIZED COMMUNITY-ACQUIRED

PNEUMONIA PATIENTS

Background: The treatment of community-
acquired pneumonia caused by Acinetobacter
baumannii is difficult due to the high rate of multi-
antibiotic resistance, especially strains carrying genes
associated with carbapenenase production. Aims: The
aims is determine the carbapenemase genes and
relationships between genes in meropenem resistance.
Methods: This study was a cross-sectional descriptive
design in prospect conducted on A. baumannii strains
isolated from sputum of hospitalized community-
acquired pneumonia patients. The research method is
traditional culturing to determine antibiotic MICs and
multiplex real-time PCR technique to identify genes
encoding carbapenemase. Results: The proportion of
A. baumannii carrying carbapnenemase genes was
91.4%, of which the OXA-51 gene accounted for the
highest proportion at 85.7% and OXA-58 gene got the
lowest proportion at 17.1%. A. baumannii strains
carrying > 2 genes reached at 68.8% and had a
statistically significant higher rate of antibiotic
resistance than strains carrying 1 gene (p < 0.05).
The proportion of 12 A. baumannii strains (37.5%)
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carrying the couple genes OXA-51/23 were 100%
resistant to meropenem. Most A. baumannii strains
were > 65% resistant to carbapenem antibiotics, 3rd
generation cephalosporins, aminoglycosides and
colistin. Conclusions: The rate of A. baumannii
carrying carbapenemase genes is 91.4%, of which the
OXA-51 gene reach at 85.7% and strains carrying > 2
genes have a statistically significant higher rate of
antibiotic resistance than strains carrying 1 gene (p <
0.05). Keywords: carbapenemase - producing
Acinetobacter baumannii; gene co - operation,
antibiotic resistance.

I. DAT VAN DE

Acinetobacter baumannii la vi khuan cé mirc
bdo ddng cao nhét trong 12 loai vi khudn khang
thu6c can dugc quan tam theo khuyén cdo cua
TG chirc y t& thé gidi ndm 2017, déng thdi cling
la vi khudn da khang thudc quan trong nhat
trong 6 loai vi khudn (ESCAPE) da khang thudc
trén thé gidi.

Trong mot thdi gian dai, carbapenem dugc
str dung nhu 13 khang sinh cudi cung dé diéu tri
cac bénh nhiém A. baumannii da khang, tuy
nhién hién nay, nhiéu nghién ctru da ghi nhan A.
baumannii khang carbapenem rat cao.?*

Tinh khang thudc cla A. baumannii lién quan
téi gene khang thuGc, ddc biét la gene sinh
carbapenemase khang nhém khang sinh
carbapenem.3 Ngoai ra, A. baumannii con khang
vdi nhiéu nhém khang sinh khac, k& ca khang
sinh mdi, phé réng.*

Acinetobacter baumannii khang khang sinh
do nhiéu cg ché nhung quan trong nhéat la co
ché sinh enzyme lam bat hoat cac tac dong cua
khang sinh, nhu B-lactamase thuy phan cac
khang sinh nhém B-lactam trong dé enzyme
carbapenemase lam bat hoat carbapenem.?4. A.
baumannii khang carbapenem thuGng mang cac
gene sinh carbapenemase nhu OXA-51, OXA-58,
OXA-23, OXA-51/23, OXA-51/NDM, OXA-51/58.

Muc tiéu nghién clru: Viéc xac dinh sém
va chinh xac cac ching A. baumannii mang cac
gene sinh carbapenemase khang carbapenem va
khang mot s6 khang sinh khac sé gop ph‘am tich
cuc trong viéc lua chon khang sinh dé diéu tri
cac bénh nhiém khudn do A. baumannii ciing
nhu dé cd bién phap kiém sodt su’ 1y truyén mét
cach hiéu qua.

Il. DPOI TUQONG VA PHU'ONG PHAP NGHIEN CU'U

- P6i tuwgng nghién ciru va tiéu chuan
lva chon: A. baumannii phan lap tir dam hay
chét c6 chlra dam clia bénh nhan viém phéi mac
phai c6ng doéng & ngudi I6n nhap vién diéu tri tai
bénh vién Dai hoc y dugc Thanh phd H6 Chi
Minh, bénh vién Nguyén Tri Phuong va bénh
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vién Nhan dan Gia binh.

- Tiéu chudn loai ra: Dam cla bénh nhén
viém ph0| c6 bénh nén ung thu phéi, lao phdi
tién trién, nh|em HIV hodc dang diéu tri bang
thudc (c ché mién dich hodc cac mau dam lay
[an sau trén cing mot bénh nhan trong clng
mot daot diéu tri.

- Thgi gian va dia diém nghién ciru: tr
thang 4/2021 dén thang 3/2023 tai Phong xét
nghiém cong ty TNHHDV & TM Nam Khoa.

- C6 mau:

. Z(217(1/2)p(1_p)
= e

VGi: Z Ia tri s6 tra tir bang phan phéi chuan,
Zi-o2) = 1,96

p la ty |1é phat hién tac nhan vi sinh gay bénh
viém phdi méc phai cdng ddng & ngudi IGn nhap
vién. Theo két qua nghién cliru REAL 2016-2017
cla Pham Hung Van va céng su ghi nhan ty |é
phat hién tdc nhan vi khuan géy viém phéi mac
phai cdng déng bang phuong phap multiplex
real-time PCR la 69%, chung t6i chon p = 0,69

d la sai s6, véi mong mudn do chinh xac (do
tin cay) la 95%, chon sai s6 5% = 0,05. Do do

(1,96)* x0,69x0,31
B (0,05)?

Vay c8 mau t6i thiéu la 329.

- Thiét ké nghién ciru: nghién cu mo ta
cat ngang

- Phuaong phap thu thap dir liéu:

e Dam hay chat c6 chira dam cua bénh nhan
viém phdi mac phai cdng déng theo chan doan
cla bac si diéu tri dugc gui dén Phong xét
nghiém c6ng ty TNHHDV & TM Nam Khoa trong
vong 2 gld

e Mau bénh pham dugc danh gia do tin cay
va chon nhitng mau > 2 diém theo thang diém
Barlett.

e Phan 1ap A. baumannii bang k¥ thuat nudi
cay truyén thong.

e Xac dinh ndng dd t6i thiéu c ché (MIC)
bang phuang phap pha lodng khang sinh lién tié€p.

ePhat hién cac gene ma hoda
carbapenemase bang ky thudt multiplex real-
time PCR.

- Phuong phap thong ké: Nhap va xir ly
s6 liéu bang phan mém SPSS 20.0, Microsoft
Excel 2020; théng ké mo6 ta tan xuat va ty 1€
phan tram cac s liéu thu thap.

- Pao dirc nghién ciru: Nghién ciu chi
thuc hién trén mau dam cla bénh nhan, ghi
nhan két qua roi ti€n hanh phan tich cac dir liéu,
khong ti€p xuc cling nhu khéng gay bat cir xam
hai nao d6i vGi nguGi bénh.

= 328,68
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e Nghién cltu da dudc HGi dong dao duc
trong nghién cru y sinh hoc cla Pai hoc y dugc
TPHCM chdp nhéan tai van ban s6 330/DHYD-
HDDD ngay 14 thang 6 ndm 2019.

e Nghién ctu cling da dugc HGi dong dao
duc trong nghién cltu y sinh hoc cla bénh vién
Nguyén Tri Phugng chdp nhan tai van ban s6
867/NTP-CDT ngay 08 thang 7 nam 2021 va cua
HGi dong dao dic trong nghién clu y sinh hoc
cla bénh vién Nhan dan Gia Pinh chap nhan tai
van ban s6 48/NDGD-HPDD ngay 24 thang 5
nam 2021.

IIl. KET QUA NGHIEN CU'U

TU 341 mau dam/chat c6 chlra dam dugc
danh gid mdc d6 tin cdy > 2 diém theo thang
diém Barlett dé tién hanh nudi cdy, phan lap
dugc 44 ching A. baumannii trong tong s6 157

OXA-58 1 1
OXA-51/58 1 1
OXA-51/NDM1 3 3
OXA-58/NDM1 1 1
OXA-51/23 12 12
OXA-51/23/NDM1 2 2
OXA-51/58/NDM1 1 1
OXA-51/23/58 2 2
Total 27 8 35

Nhéan xét: Cé 32 ching A. baumannii mang
gene sinh carbapenemase véi ty 1€ 91,4%
(32/35) trong dé gene OXA-51 chi€ém da sO vdi
ty 1€ 85,7% (30/35) va gene OXA-58 chiém ty I€
thap nhat 17,1% (6/35).

Bang 2: Moi lién quan vé ty Ié khang
meropenem giita cac chung A. baumannii
mang gene voi khéng mang gene va giiia
cdc chung mang 1 gene voi mang > 2 gene

chiung vi khudn phén 1ap dugc, chiém ty Ié meropenem Gia tri
28,3%. Trong qua trinh luu gilr cac chdng A. Khang | Nhay :
baumannii, c6 09 chuing vi khuan chét, con lai 35 n (%) | n (%) P
chung A. baumannii dugc chdng t6i tién hanh Khong gene (3) | 1(33,3) | 2 (66,6) 0.059
nghién c(u va ghi nhan nhu sau: Cogene (32) |26(81,3)|6(18,7)| '
Bang 1: Su’ hién dién cac gene ma hoa 1 gene (10) 5(50,0) |5 (50,0) 0.002
carbapenemase >2 gene 21(95,5)| 1 (4,5 !
Mer | Mer |~ Nhdn xét: C6 moi lién quan cd y nghia
Carbapenemase gene (I/R)| (S) Tong thong ké vé ty Ié khang meropenem giifa cac
Khong cé gene 1 2 3 chung A. baumannii mang 1 gene vé&i cac chlng
OXA-51 4 5 9 mang > 2 gene (p = 0,002).

Bang 3: Lién quan gene sinh carbapenemase vdi MIC cua meropenem

0,25 | 0,5 4 8 16 32 64 128 [ >128 ]| Téng
Khong cé gene 1 1 1 3
OXA-51 5 1 1 1 1 9
OXA-58 1 1
OXA-51/58 1 1
OXA-51/NDM 1 1 1 3
OXA-58/NDM 1 1
OXA-51/23 1 1 9 1 12
OXA-51/23/NDM 1 1 2
OXA-51/58/NDM 1 1
OXA-51/58/23 1 1 2
Tong 7 1 1 1 2 2 13 6 2 35
Nhdn xét: Co 6 chung mang gene khang cefotaxim 25,7 8,6 65,7
thu6c nhung nhay cadm véi meropenem trong dé caftazidime 22,8 2,8 74,4
5 chung mang gene OXA-51 va 1 ching mang |ceftazidime/avibactam| 22,8 8,6 68,6
gene OXA-58/NDM. cefepim 31,4 0,0 68,6
Bang 4: Su’ dé khang cua A. baumannii meropenem 22,8 2,8 74,4
doi voi mét sé khang sinh imipenem 34,3 2,8 62,9
. . Nhay| Trung |Khang gentamycin 34,3 0,0 65,7
Khang sinh (%) |gian (%)| (%) tobramycin 42,9 2,8 54,3
amoxicillin 26,6 7,7 65,7 colistin 25,7 8,6 65,7
amoxicillin/clavilanic trimethoprim/
ampicillin/sulbactam | 54,3 8,6 37,1 sulfamethoxazole 42,9 0,0 >/,
cefoxitin doxycycline 68,6 2,8 28,6
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ciprofloxacin 31,4 0,0 68,6
levofloxacin 31,4 2,8 65,8
tygecycline 80,0 0,0 20,0

Nhén xét: Cac chung A. baumannii khang
hau hét cac khang sinh vdi ty 1&é > 65%, chi nhay
cam vdi doxycyclin 68,6% va tygecycline 80%.

IV. BAN LUAN

Khao sat 35 chuing A. baumannii, chdng toi
ghi nhdn c6 32 ching mang gene sinh
carbapenemase, chiém ty 1€ 91,4%, tudng
duong véi két qua nghién ciru cia Wareth G®
thuc hién nam 2021 & cac nuéc Bong Nam A véi
ty 1€ 94,7% va két qua nghién cltu clia Hoang
QC’ thuc hién nam 2019 tai mién Nam Viét Nam
vGi ty 1€ 94,8%. Két qua nghién cru cla ching
t6i con ghi nhan gene OXA-51 chiém da s6 vGi ty
Ié 85,7% (30/35) (Bang 1) tudng ducng vai két
qua nghién cltu ci Hoang QC’ vGi ty |1€ 86,7%
nhung thap han két qua nghén cru cla Wareth
G Véi ty 1& 95,5%.

Vé ty Ié phat hién cac gene khac, két qua
nghién c(ru cla ching t6i va cia Wareth G® co
su' khac nhau, cu thé ching téi phat hién gene
OXA-23 Véi ty & 16/35 (45,7%), NDM 7/35
(20,0%), OXA-58 6/35 (17,1%) trong khi két
qua nghién clru cia Wareth G® co ty Ié [an lugt
la OXA-23 83%), NDM 8%, OXA-58 12%. Su khac
nhau vé ty I& phat hién gene k& trén cd I& céc
ching A. baumannii & Viét Nam mang gene VGi
ty 1é khac so vdi cac chung A. baumanniitai cac
qudc gia khac & bong Nam A.

Bén canh phat hién cac gene dan |&, nghién
cfu clia chang t6i con phat hién cac chdng A.
baumannii mang > 2 gene chiém ty 1€ 68,8%
(22/32) (Bang 1) tuong duadng véi ty 1€ 70,1%
trong két qua nghién cltu ciia Hoang QC’ thuc
hién & mién Nam Viét Nam.

Vé mai lién quan, két qua trinh bay & Bang 2
ghi nhan ty Ié dé khang meropenem giifa cac
chdng A. baumannii khong mang gene va mang
gene co su khac nhau (33,3% so vGi 81,3%)
nhung su khac nhau khéng cé y nghia thong ké
v@i p = 0,059 trong khi cac ching A. baumannii
mang 1 gene va mang > 2 gene co su khac
nhau (50% va 95,5%) va su khac nhau cé y
nghia thong ké vai p = 0,002. Diéu nay cho thay
tdm quan trong trong phat hién cac ching A.
baumannii mang > 2 gene sinh carbapenemase
d€ cb sy chon khang sinh thich hgp va phudng
phap diéu tri nhiem A. baumannii hiéu qua.

Két qua trinh bay & Bang 3 cho thay 9 ching
A. baumannii mang gene OXA-51 dan &, khong
két hgp v8i cac gene khac cd ty lé khang
meropenem thap 44,4% (4/9) trong khi két hgp
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vdi cac gene khac co ty Ié khang meropenem la
100%. Ngoai trir chiing A. baumannii mang gene
OXA-58/NDM, tat ca cac chung con lai khi mang
gene két hgp déu khang 100% meropenem.

Bén canh khang meropenem nhu trinh bay &
trén, cac ching A. baumannii con khang hau hét
cac khang sinh vgi ty 1€ > 65%, dac biét la cac
khang sinh  nhém  carbapenem, nhom
cephalosporin thé hé 3, nhdm aminoglycosid va
colistin, nhung nhay cam vdi doxycyclin 68,6%
va tygecyclin 80%. Két qua nay tucggn doi phu
hogp v@i két qua nghién cllu clta Duong THD?®
thuc hién tai cac bénh vién & Thanh ph6 HO Chi
Minh v@i ty Ié cac ching A. baumannii khang
nhom carbapenem 91%, nhdm cephalosporin
(thé hé 3) 92,9%, nhom aminoglycosid 86,9%,
ngoai trlr colistin co ty Ié khang la 6%.

V. KET LUAN

Ty |é phat hién gene sinh carbapenemase &
cac chung A. baumannii la 91,4% trong dé gene
OXA-51 chiém da sb vdi ty 1€ 85,7%); cac chiing
mang > 2 gene chiém ty 1€ 68,8% va cac ching
nay co ty 1é khang khang sinh cao hon cac ching
mang 1 gene vd@i p < 0,05. Da s6 cac ching A.
baumannii khang >65% vdi cac nhom
carbapenem, cephalosporin  th€ hé 3,
aminoglycosid va colistin nhung nhay VGi
doxycyclin 68,6% va tygecyclin 80%.
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KHAO SAT TY LE NHIEM HUMAN PAPILLOMAVIRUS (HPV)
TREN BENH NHAN UNG THU’ AMIDAL

Lé Manh Quén'?, Pai Diém Quynh2, Nguyén Kim Pong?,
Tran Tin Nghia?3, Vii Thi Ha?, Lé Ha Long Hai?

TOM TAT

Ung thu amidal la benh phat sinh do sy b|en d0|
ac tinh cla té€ bao bleu mo phd amidal hoac cac mo
lién két trong cau truc amidal. Nhiém Human
paplllomawrus (HPV) c6 mai lién quan den cac khGi u
viing dau ¢, trona dé ¢6 una thu bi€u md vay amidal.
Muc tiéu: Khao sat ty 1& nhiém HPV tren bénh nhan
una thu biéu md vay amldal tai bénh vién DPai hoc Y
Ha No6i. Poi tuong va phuadng Dhap nthen cu’u
thlen clru md ta cdt ngang trén 42 mau mo duc nen
cua bénh nhan d3 dudc chdn doan ung thu bleu mo
vay amidal, vi tri sinh thiét 13 amidal tai bénh vién Dai
hoc Y Ha NGi trong ndm 2022. St dung ky thuat Semi-
nested PCR khuéch dai viing gen L1 dé xac dinh HPV
DNA va ky thuéat q|a| trinh tu gen de xac dinh chunq
HPV. K&t qua va két luén: DS tudi truna binh cla
bénh nhan tham gia nghién ctu la 54,97 + 9,64 tudi,
dod tudi >60 chi€ém tv 1€ cao nhat (38,1%), bénh nhan
nam chi€ém da s6 (88,1%); tv I1& HPV ducng tinh trén
bénh nhén ung thu biéu md vay amidal la 23,8%,
trona d6 nhiem HPV16 chiém 90,0% va HPV18
(10,0%).

Tur khoa: Ung thu amidal, Human papillomavirus

SUMMARY
THE PREVALENCE OF HUMAN

PAPILLOMAVIRUS (HPV) INFECTION IN

TONSILLAR CARCINOMA PATIENTS

Tonsillar carcinoma arises from the malignant
transformation of the epithelial cells covering the
tonsils or the connective tissues within the tonsil
structure. Human papillomavirus (HPV) infection is
associated with head and neck tumors, including
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tonsillar squamous cell carcinoma. Objectives: the
prevalence of human papillomavirus (HPV) infection in
patients with tonsillar squamous cell carcinoma at
Hanoi Medical University Hospital. Subjects and
Methods: A cross-sectional descriptive study was
conducted on 42 paraffin-embedded tissue samples
from patients diagnosed with tonsillar squamous cell
carcinoma at Hanoi Medical University Hospital during
2022. Semi-nested PCR amplification of the L1 gene of
HPV DNA, and the sequencing method was HPV
genotyped. Results and Conclusion: The average
age of the patients in our study was 54.97+9.64
years, with those aged over 60 comprising the highest
proportion (38.1%). Male patients constituted the
majority (88.1%). The rate of HPV positivity in
tonsillar squamous cell carcinoma patients was 23.8%,
including HPV16 and HPV18 with 90% and 10.0%,
respectively. Keywords: Tonsillar carcinoma, Human
papillomavirus

I. DAT VAN DE

Ung thu ludn la van dé strc khoe dugc quan
tam hang dau trén thé gigi khi ma sd lugng
ngudi bi ung thu ngay cang tang. Theo Thong ké
Ung thu Toan cau nam 2020 Thé gidi cé 377.713
truGng hgp mdi va 177.757 trudng hgp tir vong
do khGi u miéng va hau hong.! Trong d6, amidal
la vi tri phd bién nhét cua ung thu' vom hong,
anh hu’dng dén 23,1% téng sb kh0| uactinh é
viing gidi phiu nay, véi ty Ié méc chung 13 8,4
trudng hgp trén 100.000. Diéu dang lo ngai la ty
Ié ung thu amidal va ung thu vom hong da tang
lén dang ké trong 40 ndm qua.2 Hau hét bénh
ung thu amidal 1a ung thu biéu md t& bao vay.
Ung thu amidal 13 dang &c tinh phd bién nhét
cla bénh ac tinh ving hau hong. Tai Viét Nam,
khodng 40% ung thu dau va cd xay ra & khoang
miéng va ung thu amidal chiém 1-3% tong s6
cac loai ung thu néi chung.?

C6 rat nhiéu yéu t6 nguy cd cho ung thu &
vung dau va c6 dudc hiéu biét mot cach rong rai
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