TAP CHIi NGHIEN ClPU Y HOC

MUC DO NHAY CAM KHANG SINH VA MOI LIEN QUAN
VOl MOT SO YEU TO BOC LUC
CUA CAC CHUNG HELICOBACTER PYLORI PHAN LAP
TAI BENH VIEN DAI HOC Y HA NOI TU 2019 - 2023

Tran Thi Tuyét, Vi Ngoc Hiéu va Tran Minh Chau™

Bénh vién Pai hoc Y Ha Néi

Sw gia téng ti 16 khéng khéng sinh cda H. pylori trén thé gidi ddn dén nhiéu khé khdn trong viéc tit troe
H. pylori, mét trong nhiing nguyén nhan dén t&i ung thw da day. Vi vay, viéc cdp nhét xu huéng dé khéang
khang sinh cta vi khudn H. pylori trong nhiing ndm gén déy la rét can thiét. Nghién ctru xéc dinh ti 16 dé
khéng khéang sinh cta H. pylori tai Bénh vién Dai hoc Y Ha Néi trong giai doan ttr ndm 2019 dén ndm 2023.
Trong 729 méu sinh thiét da day, sé ching H. pylori dwong tinh la 392 ching (53,7%). Céac ching phén lap
duoc lam khéng sinh dé véi Amoxicillin (AMX), Clarithromycin (CLR), Metronidazole (MTZ), Levofloxacin (LVX),
Tetracyclin (TE) sau dé lwu ching trong ti &m séu -70°C. C6 224 ching phuc héi sau cdy chuyén tir ti ém
séu -70°C, duoc tach DNA va thuc hién phan ting PCR xéac dinh cac yéu té doc luc (cagE, vacAs, vacAm,
iceA1, homB). Ti Ié dé khéng cda H. pylori v6i AMX la 67%, CLR la 96,2%, LVX la 46% va TE la 0,5%.
Toan bé céac ching nhay cdm véi MTZ. Ti 1é cac gen déc luc cagE, vacAs, vacAm, iceA1, homB lan luot
1a 71%; 93,3%; 69,2%; 21% va 34,3%. Nghién ctru dd quan sét thdy méi tuong quan cé y nghia théng ké

gitka nhém chdng khang amoxicillin va nhém ching mang gen homB (+) hodc cagE-homB (+) véi p < 0,05.

Tr khéa: Helicobacter pylori, khang khang sinh, gen déc lwc.

I. DAT VAN BE

Helicobacter pylori 1a mét trong nhirng can
nguyén nhiém khuan phd bién nhét trén thé
gi¢i. Nam 2015, da co 4,4 ti ngwdi nhiém H.
pylori trén toan chau luc.' Theo nghién ctru clia
tac gia Hooi JKY va cong sy dang trén tap chi
Gastroenterology, di liéu tr 62 quéc gia cho
thdy Chau Phi c6 ti 1& nhiém H. pylori cao nhat
(70,1%), Chau Dai Dwong c6 ti lé méc thap nhat
(24,4%)." Tai Viet Nam, nghién cru nam 2021
cla tac gid Dao Viét Hang va cong sy trén 482
hd gia dinh cho thay ti 1& nhiém H. pylori 83,5%
va cao nhat & nhom tré < 12 tudi (92,2%).2

Helicobacter pylori 1a vi khudn Gram am,
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vi hiéu khi sbéng trong I&p niém mac da day.’
Nhiém tring thwdng mac phai trong thoi tho u
va hinh thanh bénh viém da day tién trién man
tinh gép & 1 - 10% ngudi bi nhiém vi khuén,
bao gdm loét da day, loét hanh ta trang, teo da
day, loan san da day-ruét, ung thw da day, u
lympho lién quan dén mang nhay (MALT).? Tiét
triv Helicobacter pylori voi liéu phap khang sinh
va thudc giam tiét dich da day (PPIls) c6 hodc
khong két hop Bismuth dwoc chirng minh 1a
chiva lanh vét loét da day, ta trang, ngan chan
s tai phat clia ching va gidm ti 1é méc ung thw
da day.* Hién nay, v&i sy phat trién cla ky thuat
sinh hoc phan t&r da phat hién hé théng gen doc
lwe cagA, vacA, cagE, iceA, homB... va vai trd
cta chung trong sinh bénh hoc cta vi khuan
lién quan dén kiéu hinh khang thubc khang sinh
va kha nang gay cac bénh ly da day-ta trang
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clia cac ching H. pylori. Xac dinh genotype quy
dinh céac yéu tb doc luc clia Helicobacter pylori
khéng nhirng cé y nghia dy bao cac bénh ly
nhw loét da day, loét ta trang, ung thv da day
ma con co thé dw bao cac mire dd khang khang
sinh.® Trong cac khang sinh diéu tri Helicobacter
pylori, amoxicillin Ia mét khang sinh quan trong
trong phac d6 3 thudc dé tiét trir vi khuan nay,
vi vay mirc d6 nhay cdm cla Helicobacter pylori
véi amoxicillin va méi lién quan véi cac yéu td
doc lwc cta vi khuan la van dé can quan tam.
O Viéet Nam, sé lwong nghién ciru vé yéu té
doéc Iwe va tinh khang khang sinh con han ché
tai khu vwc phia Bac. Xuéat phat tr cac ly do
trén, chung tdi tién hanh nghién ctu: “Mc dod
nhay cdm khang sinh va méi lién quan v&i mot
sb yéu tb doc lwc cha cac ching Helicobacter
pylori phéan lap tai Bénh vién Dai hoc Y Ha Noi
tr 2019 - 2023”:

1) Xac dinh mure do khang khang sinh ctda
Helicobacter pylori tai Bénh vién Pai hoc Y Ha
No6i nédm 2019-2023.

2) Xac dinh kiéu gen déc luc va mé ta s lién
quan giira genotype ctia mot sé yéu té doc luc
v6i kiéu hinh khang khéng sinh amoxicillin ctia
Helicobacter pylori.

Il. POl TWVONG VA PHUONG PHAP
1. Déi twong

Cac chang Helicobacter pylori phan lap tw
ngwoi bénh dén kham & Bénh vién Pai hoc Y
Ha Noi dwoc chi dinh ndi soi ldy manh sinh thiét
theo quy trinh cla khoa Vi sinh - Ky sinh trung,
Bénh vién Dai hoc Y Ha Nbi.

Tiéu chuén Iwa chon

Cac chling phan lap cé day du thong tin vé
két qua khang sinh d6.

Tiéu chuén loai troe

Cac phan Iap lap lai trén cung mot nguwoi
bénh, ching chét khéng phuc héi dwoc tr ta
am sau.

Thoi gian nghién ciru

Tw 01/01/2019 - 30/6/2023.
2. Phwong phap

Thiét ké nghién ciru

Nghién ctru mé ta cét ngang trén toan bod
cac chung phan lap dwoc tai Khoa Vi sinh -
Ky sinh trung, Bénh vién Dai hoc Y Ha Néi tw
01/01/2019 -30/06/2023.

C& mau nghién ciru

Phwong phép ldy mau la mau thuan tién,
toan bd mau trong thoi gian nghién ciu.

Quy trinh tién hanh

Tai khoa Vi sinh - Ky sinh tring, mau bénh
pham sinh thiét da day dwoc nudi cly trén
moi trwdng thach Helicobacter pylori agar
(BioMerieux, Phap) theo quy trinh da dwoc
phé duyét tai khoa Vi sinh - Ki sinh trung,
Bénh vién Dai hoc Y Ha Noi. K&t qua nudi
cay dwong tinh sé dwoc ciy chuyén dé luu
chiing, va lam khang sinh dd. Céac ching vi
khuan H. pylori dwgc lam khang sinh db véi
5 khang sinh Amoxicillin (AMX), Levofloxacin
(LVX), Clarythromycin (CLR), Metronidazole
(MTX) va Tetracycline (TE) v&i phwong phap
dai gidy khuéch tan theo bac néng dé theo
huwéng dan cla nha sdn xuét BioMerieux
va phién giai két qua theo huwéng dan cla
EUCAST theo txng nam.

V@i 4 khang sinh AMX, LVX, CLR va TE,
sau khi pha huyén dich vi khuan véi do duc 3
McFarland (khoadng 10° CFU/ml) va dat thanh
khang sinh vao dia MHF ( Muller Hinton agar
5% + mau nguwa + 20 mg/l beta-NAD, héng
BioMerieux SA Phap), dia thach dwgc cho vao
tai vi hiéu khi (Genbag microaer, BioMerieux),
dung tui tao vi khi trwdng (10% CO,, 5% O, va
85% N,), i &m 35 + 2°C trong 72 gid. Riéng dé
xac dinh ndng dd (¢ ché téi thiéu (MIC) cta
khang sinh metronidazole, dia ciy sau khi dat
khang sinh sé U trong méi tred'ng ki khi (Genbag
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anaer, BioMerieux) 24 gi& sau dé méi cho vao
tai vi hiéu khi.

Trong giai doan 2019-2023 thu dwgc 392
mau nudi cdy dwong tinh dwoc lam khang sinh
dd va gilr chling trong ti am sau -70°C. Cac két
qua khang sinh dé dwoc thu tap hdi ctu tir di
liéu khang sinh d clia khoa Vi sinh - Ki sinh

trang. Trong 392 chlng dwoc gilr, c6 224 chlng
phuc héi sau cly chuyén t& ti am sau, dwoc
tach chiét DNA tir khuan lac béng phwong phap
tang nhiét, chay phan (rng PCR v&i 3 giai doan
(bién tinh DNA, gan mdi, kéo dai phan (rng) véi
théi gian va nhiét do thay déi tuy thudc vao cac
gen khac nhau.

Bang 1. Gen doc lwc va cac yéu té lién quan

Tén gen Tinh chét cua protein Nhiét do bat  Kich thwéc san
dwoc quy dinh béi gen moi (Tm) pham gen (bp)
cagE® Thudc dao gay bénh cagPAl, tang bai 55°C 329
tiét IL-8 trong té& bao bidu mo da day
vacAs1/s2" Gen sinh doc t6 gay doc té bao lién 55°C 259/257
quan dén genA, vung s(s1,s2)
vacAm1/m2”  Gen sinh doc td gay doc té bao lién 55°C 550/600
quan dén genA, ving m(m1,m2)
iceA1® Gen cam (rng do tiép xtc v&i biéu mo 50°C 246
da day, tédng san xuét IL-8 trong biéu
mé da day
homB?® Quy dinh protein Hom-protein mang 60°C 161

ngoai, thic day sy bam dinh cla

H.pylori vao t& bao vat cha

Xt ly s ligu

Sé liéu dwoc théng ké, phan tich bang phan
mém Excel 2016, SPSS 2020. Mdrc dd vi khuén
khang khang sinh dwoc mé ta bang ti 1&é phan
tram nhay cadm, trung gian, va khang dbi voi
ting loai khang sinh theo hwéng dan ti tai liéu
EUCAST cap nhat hang nam. Xac dinh mbi
twong quan gitva 2 nhdm béng kiém dinh Chi-
square test va Fisher test. M&i twong quan cé y
nghia théng ké v&i p < 0,05.
3. Pao dirc nghién ciru

Nghién ctru thwe hién trén chdng vi khuén
nén khéng &nh hudng dén viéc diéu tri va két
qua xét nghiém clia ngudi bénh. Thong tin cla

bénh nhan dwoc bao mét.

Ill. KET QUA

Chung t6i thu thap dwoc 392 ching
Helicobacter pylori dwong tinh (ti 1& 53,8%)
trong 729 mau nubi cly tr nam 2019 - 2023
duwoc lam khang sinh dd va lwu chang; trong dé
224 chling phuc hdi sau cdy chuyén lai tir ti am
sau, dwoc tach DNA va chay phan rng PCR.
1. Tinh hinh khang khang sinh cta H. pylori

Trong 5 nam, ti 1é khang khang sinh CLR,
MTZ, TE gan nhu khong thay dbi, LE va AMX
c6 dao dong. Vi khuan H. pylori con rat nhay véi
TE va MTZ, véi ti 1é nhay cam l1an lwot 12 99,2%
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va 100%. Phan Ién MIC do dwoc véi MTZ va
TE cta H. pylori & mirc thdp (97,4% chiing cé
MIC v&i MTZ < 0,5 pg/mL; 96,7% chlng cé
MIC v&i TE < 0,25 pg/mL) va twong ddi 6n dinh
trong cac nadm. Hau hét cac chang H. pylori
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TAP CHi NGHIEN CU’U Y HOC

trong nghién ctru clia chung téi da khang CLR
(ti 18 dé& khang 96,2%) véi ti Ié chiing c6 MIC >
8 pg/mL Ién t&i 96,1%. Ti Ié nhay cam cla cac
chiing H. pylori v&i LVX, AMX dao ddng qua cac
nam lan lwgt 1a 40 - 60%, 30 - 40%.

100% 100% 100% 100% 99% 100%

n: s& lwong chiing nhay cam khang sinh twong trng theo tivng nam

Biéu doé 1. Mirc dd nhay cam véi cac khang sinh cua cac ching H. pylori
giai doan 2019 - 2023
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Biéu doé 2. Phan b6 chiing H. pylori theo gia tri MIC ctia amoxicillin giai doan 2019 - 2023
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Nhin chung qua cac nam, xu huwéng sw
phan bd gia tri MIC khong thay dbi, cac ching
trong nhém khang (MIC > 0,125 pg/mL) cé gia
tri MIC = 0,25 - 1 pg/mL chiém phan I&n. Trong
cac nam, ghi nhan ti Ié nhoé cac chiing khang cé
nong dd MIC trong khoéng 8 ug/mL - 32 ug/mL.
Gia tri MIC50 = 0,5 pg/mL qua cac nam khoéng
thay dbi.

2. Ti lé cac gen doc lwc va méi lién quan véi
tinh khang khang sinh

Ti Ié cdc gen déc luc

Nghién ctru 224 ching (trong téng sé 392
chiing) moc lai khi cdy chang tir ti am sau giai
doan nam 2019 - 2023.

Bang 2. Ti lé cac gen doc lwc trong nhém

ching nghién cru

Gen déc lwc

$6 ching dwong tinh

n (%)
cagE 159 (71%)
vacAs 209 (93,3%)
vacAs1 192 (91,9%)
vacAs2 17 (8,1%)
vacAm 155 (69,2%)
vacAm1 76 (49,1%)
vacAm?2 79 (50,9%)
iceA1 47 (21%)
homB 77 (34,3%)

Méi lién quan gitra gen déc Iwc va tinh khang AMX

Bang 3. Méi lién quan giira gen ddc lwc va tinh khang AMX

. Amoxicillin
Yéeu to doc lwc - p
Nhay cam (%) be khang (%)
CagE
Dwong tinh 55 (71,4%) 104 (70,7%)
0,915

Am tinh 22 (28,6%) 43 (29,3%)
VacAs1

Dwong tinh 63 (81,8%) 129 (87,8%)
- 0,228
Am tinh 14 (18,2%) 18 (12,2%)
VacAm1

Dwong tinh 27 (35,1%) 49 (33,3%)
- 0,795
Am tinh 50 (64,9%) 98 (66,7%)
VacAm2

Dwong tinh 30 (39%) 49 (33,3%)
" 0,402
Am tinh 47 (61%) 98 (66,7%)

IceA1

Dwong tinh 20 (26%) 27 (18,4%)
" 0,184
Am tinh 57 (74%) 120 (81,6%)
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o Amoxicillin
Yéeu to doc lwc - o]
Nhay cam (%) be khang (%)

HomB

Dwong tinh 16 (20,8%) 61 (41,5%) 0,002
Am tinh 61 (79,2%) 86 (58,5%)

cagE+HomB

Dwong tinh 14 (18,2%) 57 (38,8%)
— 0,003
Am tinh 63 (81,8%) 90 (61,2%)

Sy khac biét gitka 2 nhém cac chung cé
gen doc lwc cagE, vacA, iceA va cac ching
khang AMX khéng c6 y nghia théng ké véi p >
0,05. Trong nhém chiing con nhay véi AMX; co
20,8% chuiing c6 gen homB. Trong nhém chiing
khang AMX; c6 41,5% chldng c6 gen homB. Sy
khac biét gitra 2 nhém cé y nghia thdng ké véi
p =0,002.

Trong nhém chiding con nhay véi AMX, co
18,2% ching c6 gen cagE+homB. Trong nhém
ching khang AMX; c6 38,8% ching c6 gen
cagE+homB. Sy khac biét gitva 2 nhém co y
nghta théng ké véi p = 0,002.

IV. BAN LUAN

Trong nghién cru cla ching t6i, ti 1& ciy
phat hién ra vi khuan H.pylori 1a 56,34%. Ty
Ié nay cao hon so v&i nghién clru cla tac gia
Mohammad va cdng sy tai Iran (46%),twong
ddng véi nghién ctru tai khu viee phia Nam cla
tac gia Nguyén Cam Tu va codng su tai Bénh
vién Nhi Bong - H6 Chi Minh (ti 1& nay 1a 49%),
thdp hon so v&i nghién clru cla tac gia Pang
Ngoc Quy Hué (ti Ié nay 1a 88%) & Bénh vién Ba
khoa Théng Nhét - Bdng Nai.*"" Sy khac biét
c6 thé do nghién clru cuta tac gid Pang Ngoc
Quy Hué thuc hién nuéi cay vi khuan H. pylori
& 176 bénh nhan chon loc da c6 chan doan xac
dinh viém da day man trén mdé bénh hoc, con
trong nghién ctru clia chung toi thyc hién trén

toan bo 729 bénh nhan gém 2 dbi twong co chi
dinh nuéi cy va kham theo yéu ciu tai Bénh
vién Dai hoc Y Ha Noi 1a bénh vién tuyén cudi
clia mién Bac.

Ti & dé& khang khang sinh lan lwot 1a CLR
(n =377; 96,2%), LVX (n = 180; 46%), MTZ (n
= 0; 0%), TE (n = 1; 0,3%). O’ Viét Nam, ti 1&
H. pylori khang CLR dwgc bao cao trong vong
10 nam trwdce la < 20%, tuy nhién trong nhirng
nam gan day ti & H. pylori khang CLR gia téng
nhanh choéng, voi ti 1€ khang & nhitng bénh
nhan chwa tirng diéu tri la 33 - 66%; ti I& khang
& nhirng bénh nhan da diéu tri that bai la 43,6 -
94,3%."° Ti lé H. pylori khang CLR trong nghién
clu cla chang téi twong déng véi nghién ctwu
cla tac gid bang Ngoc Quy Hué (i 1é nay la
94,3%)." Ti 1& H. pylori khang LVX chiém 46%;
trong nghién ctru cla chung tbi ti &€ khang LVX
cao hon nghién ctvu cla tac gia Tran Thi Nhw
Lé thwc hién tai cung bénh vién trong vong 10
nam tw 2012 - 2022 (38,4%), twong dong so
v&i nghién clru clia tac gid Bang Ngoc Quy Hué
(48,6 %)."""2 Ti |1& H. pylori khang TE la 0,3%;
khong thay ddi so v&i nghién ciu cla tac gid
Nguyén Thj Chi thwc hién tai cing bénh vién
giai doan 2017 - 2019." Trong nghién ctru cla
chung t6i, H. pylori con rat nhay v&i MTZ ti 1é
nhay cam 100%. Trong khi d6, nghién ctru cta
tac gid Phan Nam Trung tai bénh vién dai hoc
Hué (2012 - 2014; ti 1& H.pylori khadng MTZ la
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76,1%), clha tac gia Mohammad tai Iran (2019
- 2020: ti I&é H.pylori khang MTZ la 70,1%); s&
di nghién clru clia ching t6éi khac biét so voi
cac nghién ctu khac vi khi 1am khang sinh db,
riéng thanh khang sinh MTZ duwoc dé trong moi
trong ki khi treéc mét ngay sau dé méi cho va
ti vi hiéu khi." Tai Bénh vién Dai hoc Y Ha Nai,
vi khuan H. pylori rdt nhay cdm véi MTZ trong
phong thi nghiém, diéu nay phu hop véi diéu tri
trén lam sang. Khi ti 16 khang CLR > 15%, phac
dd dau tay hay dung véi nhitng bénh nhan
da that bai it nhat 1 phac d6 diéu tri la PTMB
(PPIs+TE+MTZ+Bismuth)." Bén canh do, theo
nghién cru cla tac gid Dao Viét Hang tai cling
bénh vién, ti 1& bénh nhan diéu tri thanh cbéng
v&i phac d6 PTMB [a 85%.

Amoxicillin 1a mét khang sinh quan trong
trong phac db 3 thubc dé tiét trv H. pylori. Cac
di lieu gan day tai Viét Nam cho thay ti 1é khang
amoxicillin cGa H. pylori c6 xu hwéng tang dan
theo th&i gian. Trong nghién clru cla ching
t6i, cac chiing H. pylori c6 ti 1é khang AMX cao
trén xap xi 60 - 70%, gia tri MIC50 = 0,38 pg/mL
khong thay dbi qua cac nam. Mét nghién ciru
cta tac gid Nguyé&n Thi Chi thwc hién tai cung
bénh vién giai doan 2017 - 2019 ti I&é H. pylori
khang AMX cling & murc rat cao 70,5%." Ti 1é
H. pylori khang AMX trong nghién ctru cao hon
nhiéu so v&i nghién clru cta tac gia Tran Trung
Thién va céng sw tai Bénh vién Dai hoc Y Duoc
thanh phé H6 Chi Minh nadm 2022 khoang
15%."” Theo mét nghién clru da trung tam cula
T& chire Y té Thé gidi, ti 1é khang AMX cuia cac
chiing H. pylori xap xi 10%.'¢the World Health
Organization (WHO MIC cla H. pylori cling cé
xu hwéng tang trong nhitng ndm gan day cang
cho thdy nguy co khang thubc tiép tuc gia tang.
Amoxicillin 1a mét aminopenicillin dwdng udng
trong nhém khang sinh beta-lactam. Amoxicillin
két hop v&i cac chat i ché beta-lactamase (vi
du: axit clavulanate) thwéng dwoc st dung dé
diéu tri nhiém trung dwdng hé hap dan dén ti

I& khang AMX cao & mdt s vung dia 1y." Trén
thuc té, theo nhém nghién ctvu qubc gia GARP
(Global Antibiotic Resistance Partnership) - Viét
Nam, 78% bénh nhan & nwéc ta c6 thé dé dang
mua thuéc khang sinh ma khéng can don, viéc
st dung khang sinh khéng dung cach co thé
day nhanh qua trinh chon loc cac chiing khang
thubc dan dén tang ti 1& ching khang thubc tai
cac bénh vién tuyén cudi ctia ca nuéc.?

Trong 224 ching c6 209 (93,3%) ching
mang gen vacAs1, ti I1é ching mang gen
vacAm1 va vacAm2 trong nhém vacAm (+)
chiém 1an luot 49,1%; 50,9%. Nghién ctu cla
Yamaoka va cong s trén 4 quéc gia cho thay
vacAs1 chiém wu thé & dan sb Chau A. Theo
Qiao va cbng sw, nghién ctru tai Tay An - Trung
Quéc cho thdy vacAs? phd bién hon vacAs2, ti
I& chiing mang gen vacAm1 va vacAm2 xap xi
b&ng nhau.2'22 Két qua nghién ctru cla ching
t6i kha twong doéng voi két qua cac nghién
ctu trén. Gen cagE ndm trong ddo gay bénh
cagPAl, dwgc chirng minh lién quan dén tinh
trang tang bai tiét IL-8 trong té bao biéu mé da
day, trong nghién cru clia ching t6i tim thay &
71% céc ching H. pylori. Két qua nay thap hon
nghién ctru cla Chariya Chomvarin va céng sw
tai Thai Lan.?2 Gen iceA c6 2 bién thé alen riéng
biét 1a iceA1 va iceA2, iceA1(+) lién quan loét
da day-ta trang va tinh trang tang san xuét IL-8
trong niém mac da day.?® Trong phan tich gép
50 nghién ctru, ti 1é gen iceA1 & cac nwéc Chau
A (64,4%) cao hon dang ké so v&i cac nwoc
phuwong Tay (42,1%). Nghién clru cla chuing
tdi chira ti 1& gen iceA1 la 21%. Su khac biét vé
tan suét xuét hién cha cac gen doc luc co thé
giai thich do tuy vuing dia ly khac nhau.

Protein Hom cla H. pylori la mét hg nhd
gdm bén protein mang ngoai. Cac nghién ctwu
gan day cho réng cé sw lién quan chat ché
gilba sy c6 mat clia ching mang gen homB
va sy tang bai tiét IL-8 tir t& bao biéu mod da
day, gen homB (+) dwgc chirng minh cd lién
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quan dén sw hinh thanh mang sinh hoc biofilm
- yéu tb gitp cho vi khuan tranh duoc tac dong
clia thudc khang sinh.2#25 Ngoai ra, theo Wong
va cong sw, cac ching vi khuan cé protein
mang ngoai homB va gen cagPAl (+) c6 mdi
twong quan dang ké véi sy hinh thanh mang
sinh hoc cta vi khuén va tang ti 1é méc bénh
ly PUD (Peptic ulcer disease), hai gen nay quy
dinh céc protein c6 vai tro hiép ddng trong qua
bam dinh cda vi khuén 1én té bao biéu mé da
day va hinh thanh nhiém trang H. pylori man
tinh.2°26 Bén canh cac nghién ctu vé co ché
gay bénh cua gen doc lwvc homB(+), nghién ctru
vé méi lién quan gitra gen doc luc homB(+) va
tinh khang amoxicillin trén thé gi¢i con han ché,
trong d6 nghién cru tai Iran ciia Mohammad
va cong su la nghién ctru diu tién cho thay, &
cac chang khang thudc ti 1& xuét hién homB(+)
c6 twong quan véi tinh trang khang khang sinh
metronidazole va amoxicillin (p < 0,05), khéng
thdy méi lién quan gitra cac ching mang gen
cagPAIl(+) va tinh trang khang khang sinh (p >
0,05), tuy nhién tim thay méi lién quan gitra cac
chling mang gen cagPAl /homB(+) va sy khang
amoxicillin (p < 0,05).2” Nghién ctru cla ching
toi trén cac chiing mang gen cagE va homB(+)
cho két qua twong ddng véi nghién ctru tai Iran.

Uu diém nghién ctu cta chang toi 13 thé
hién mét cach nhin tbng quan vé tinh trang
khang khang sinh va xu hwéng bién dbi gia tri
MIC cla 5 khang sinh diéu tri H. pylori tai Bénh
vién Dai hoc Y Ha N&i trong nhirng nam qua,
cho thdy mirc d6 dang lo ngai vé ti 1& khang
khang sinh clia H. pylori. Bai bao clia chung
t6i c6 han ché nhét dinh, sé lwong ching cay
dwong tinh cla chung t6i trong nam 2021 va
2022 it hon so v&i 2 ndm trwéc dé do bi anh
hwéng b&i dich COVID19. Vi vay, dé khac phuc
tinh khéng dong déu vé c& mau trong vong
5 nam tir 2019 - 2023, chung t6i da ghép sb
lwong ching nudi cay chia lam 3 giai doan:
nam 2019, nam 2020 va giai doan tw 2021 dén

6 thang dau nam 2023. Bén canh d6, nhirng
co ché dé khang khang sinh théng qua cac co
ché vé gen dwoc chi ra lién quan dén ap luc
st dung khang sinh. Hién nay, chwa cé nghién
ctu trong nwéc danh gia vé méi lien quan gitra
yéu tb doc luc va tinh khang khang sinh, ching
tdi da bwédc dau thwe hién nghién cteu tim gen
doc lwc cda cac ching H. pylori tai Bénh vién
Pai hoc Y Ha Néi va xac dinh méi lién quan
gilra gen doc lyc va tinh khang khang sinh, tir
dé lam ré co ché dé khang gitp dua ra cac gidi
phap theo déi va phong nglra hiéu qua. Khang
khang sinh la ganh nang dac biét & mién Bac
nuwéc ta, vi vay can thwc hién mang lwdi hé
thdng giam sat khang sinh dé han ché hau qua
cla nhiém H. pylori man tinh.

V. KET LUAN

Nhiém khuén H. pylori |a mét trong 20 mam
bénh nguy hiém nhat déi véi strc khde con
nguwoi theo WHO nam 2017, ty 1€ khang khang
sinh ngay cang gia tang tuy theo khu vyc dia
ly trén thé gi&i. Nghién ctvu cla ching téi thuc
hién trén 392 chiing vi khuan H. pylori trong d6
ti 16 khang khang sinh CLR, AMX, LVX, MTZ,
TE 1an luot 1a 96,2%; 67%; 46%; 0% va 0,5%.
Can lam rd co ché dé khang lién quan dén
gen khang khang sinh va yéu té doc luc cla
vi khuan, phdi hop giam sat chat ché viéc st
dung thuébc trén l1am sang clGa bénh nhan dé
tranh lam tang ti 1& khang thubc dan dén that
bai trong diéu tri v&i cac phac dd dich theo
khang sinh db.
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Summary

ANTIBIOTIC RESISTANCE AND CORRELATION
WITH VIRULENCE FACTOR OF HELICOBACTER PYLORI
AT HA NOI MEDICAL UNIVERSITY HOSPITAL 2019-2022

Antibiotics-resistance prevalence of H. pylori is increasing which results in difficulties in eradication
of H. pylori — the leading cause to the development of gastric cancer. The purpose of this study
was to evaluate the current antibiotic susceptibility of H. pylori at Hanoi Medical University Hospital
from 2019 to 2023. Susceptibility testing was conducted by the Epsilometer test (E-test) method for
ampicillin, clarithromycin, levofloxacin, metronidazole and tetracycline. Of the 729 biopsy samples,
H. pylori was successfully cultured from 392 samples (53.7%). The isolates were tested for antibiotic
susceptibility and stored at -70°C Utra-low temperature freezer. There were 224 strains recovered by
subculturing from strains that were stored at -70°C Utra-low temperature freezer. PCR was performed
on the DNA extracted from these strains for the determination of virulence factor (cagE, vacAs,
vacAm, iceA1, homB). The percentage of H. pylori resistance to AMX was 67%, to CLR was 96.2%,
to LVX and TE were 46% and 0.5%, respectively. Meanwhile, 100% of strains are sensitive to MTZ.
The positive rates for the cagE, vacAs, vacAm, iceA1, homB genes in H. pylori were 71%; 93,3%;
69.2%; 21%; and 34.3%. A significant relationship was observed between amoxicillin resistant rate
with homB(+) or cagE-homB(+) (p < 0.05).

Keywords: Helicobacter pylori, antibiotic resistance, virulence factor.
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