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TOM TAT

Muc tiéu: Khdo sdt su' dé khdng khdng sinh nguyén phdt cta Helicobacter pylori(H. pylori) &
bénh nhiviém loét da day - td trang tai Bénh vién Nhi Déng 2 tir 7/2014 dén 6/2015.

Phuong phdp nghién citu: Nghién ciu cdt ngang. C6 67 bénh nhi tir 2 dén 15 tuéi duoc chdn
dodn viém loét da day - td trang qua néi soi, va mau sinh thiét tir hang vi va thén da day duoc
lam clotest va nuéi cdy H. pylori. Sau d6 nhiing ching H. pylori cdy thanh céng duoc test nhay
cam véi cdc khdng sinh amoxicillin, clarithromycin, metronidazole, tetracyclin, levofloxacine va
thuc hién realtime PCR.

Két qua chinh: Ti 1é khdng khdng sinh nguyén phdt cta H. pylori véi amoxicillin, clarithromycin
(Cla), metronidazole (Met), tetracycline va levofloxacine theo thir tu' la 20.9, 73.13, 25.37, 7.46,
16.42%. Ti Ié khdng két hop Cla va Met la 20.9%. Ti Ié nudi cdy thanh céng la 87 %. Ti Ié kiéu gen
déc luc cagA, vacA, két hop cagA vacAs1lan luot la 85.07, 100, 85.07%. Ti Ié khdng Cla c6 lién quan
véi noi cu'ngu va cao & nhém bénh nhi dén tir cdc tinh [ p= 0,011, OR=0,19, KTC (0,03-0,82)].

Ban luédn: Do tilé khdng nguyén phdt cia H. pylori cao, nén cdn khdo sdt su nhay cam khdng
sinh trudc diéu tri va nén tdm sodt kiéu gen dé diéu tri sém cho nhiing tré chua c6 chi dinh tiét
trur H. pylori.

Turkhéa: Helicobacter, nguyén phdt, dé khdng - khdng sinh, tré em.

ABSTRACT
PRIMARY ANTIBIOTIC RESISTANCE OF CHILDREN WITH HELICOBATER
PYLORI INFECTIOUS PEPTIC ULCER

Objectives: This study aims to evaluate the primary antibiotic resistance of children with H.
pyloriinfectious peptic ulcer at Children’s Hospital 2 from July 2014 to June 2015.

Methods: Cross-sectional study design was used.A total 67 childrens aged 2- 15 years, H.pylori- positive
peptic ulcer was diagnosed by upper endoscopy and was biopsied from antrum and body of the stomach
were tested by urease test and culture. Then, H. pyloristrains were tested for antibiotic susceptibility to
Amoxicillin, Clarithromycin, Metronidazole, Tetracycline, Levofloxacine and realtime PCR.

Mainresults: Primary resistance of H. pylorirates to Amoxicillin, Clarithromycin (Cla), Metronidazole
(Met), Tetracycline, Levofloxacine were 20.9, 73.13, 25.37, 7.46, 16.42%, respectively.Associated
resistance of Cla and Met was 20.9%. Positive culture was found in 87% cases. Virulence genotypes
of H. pylorirates with cagA, vacA, cagA + vacA s1 were 85.07, 100.00, 85.07%,respectively. Resistance
to Clarithromycine was associated with local residence and was higher in patients who came from
province [ p=0.011, OR=0.19, Cl (0.03-0.82)].

Conclusion: As primary antibio-resistance of H. pylorirates were high, survey of antibiotic sensitivity
before treatment and genotypes test were needed for early treatment in children without indication
for H. pylorieradication.

Keywords: Helicobacter, primary, antibio-resistance, children.
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1. DAT VAN BE

Hon 50% dan s trén thé giGi nhiém
Helicobacter pylori (H. pylori), ti I1é cao hon &
nhiing nuéc dang phat trién. H.pylori con la
nguyén nhan gay viém da day, viém teo niém mac
da day, thi€u mau man, thiéu sat, thiéu vitamin
B12, loét da day, loét ta trang, ung thu da day, va
u lympho niém mac da day.

Ti 1é that bai véi diéu tri tiét trir H.pylori ngay
cang tang, nguyén nhan dugc cho la do gia tang
tinh dé khang khang sinh cta H. pylori . Nam
2014 khao sat tré loét ta trang tai Bénh vién Nhi
déng 1, tilé thanh céng clia phac d6 OAC 1a 45%!"3,

Cho dén nay phuang phap nudi cy van la tiéu
chuan vang dé chan doan nhiém H.pylori véi dé
dac hiéu 100%", dua trén két qua nuéi cay thuc
hién danh gia nhay cdm khang sinh rat cé y nghia
cho viéc dinh ra phac dé diéu tri thich hop, va két
qua PCR phan tich kiéu gen doc luc chinh cta
H. pylori ciing gép phan cho viéc xem xét diéu
tri, tuy nhién dat tién va khéng duoc thuc hién
thuong quy tai Viét Nam.

Péng thuan Maastricht 1V, ESPGHAN va
NASPGHAN hudéng dan lua chon phac d6 dau tién
phu thuéc vao tinh hinh dé khang khang sinh
tai ting dia phuong, danh gia su nhay cam cla
khang sinh trudc diéu tri nén thuc hién & nhiing
vung co ti 1é khang clarithromycin >20% hoac
vung chua biét ti I1é dé khang”.. Mu&i nam gan
day Viét Nam chua ¢é nghién ctiu khang thuéc
nguyén phat trén tré em, viéc diéu tri dua vao
khuyén cdo nuéc ngoai. Xuat phat tir tinh hinh va
nhu cau thuc té ching t6i tién hanh nghién ctu
khao sat nham tim hiéu ti & khang thuéc nguyén
phat ctia H. pylori d6i véi 5 loai khang sinh.

Muc tiéu nghién ctiu:

Muc tiéu téng quat

Khao sat su dé khang khang sinh nguyén phat
cta Helicobacter pylori & tré em viém loét da
day - ta trang tai Bénh vién Nhi Déng 2 tir thang
7/2014 dén thang 6/ 2015.

Muc tiéu chuyén biét
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- Xac dinh ti Ié dé khang khang sinh nguyén
phat cta H. pylori d6i véi khang sinh hién dang
dung: amoxicillin, clarithromycin, metronidazole,
tetracyclin, levofloxacine trén nhitng bénh nhi
viém loét da day - ta trang nhiém H. pylori.

- Khao sat cac yéu t6 lién quan giira ti 1é khang
khang sinh véi cac dac diém dich té va sang
thuong qua ndi soi da day.

- Xac dinh ti 1& cac ki€u gen déc luic ctia H. pylori.

- Khéo sat cac yéu té lién quan gitia kiéu gen
ddc luc chaH. pylori véi cac dac diém dich té hoc
va sang thuong ndi soi da day.

- Khao sat yéu té lién quan gitia kiéu gen doc
Iuc chia H. pylori véi dé khang 5 loai khang sinh.

2.96ITUQNG VA PHUONG PHAP NGHIEN CUU

Thiét ké nghién ctu

Citngang mé ta

Dén sé chon mau

Nghién ciu duoc tién hanh trén cac bénh
nhan dugc chan doan viém loét da day ta trang
qua ndi soi chua diéu tri tiét trlr, clotest duong va
cdy c6 vi khuan H. pylori tai Bénh vién Nhi Dong
2tu 7/2014 dén 6/2015.

Phuong phap chon mau

Lay mau lién tiép theo thir tu.

Tiéu chudn chon méu

Tré 2- 15 tudi, dugc chan doan viém loét da
day - ta trang qua ndi soi c6 clotest duong va cay
moc H. pylori.

Tiéu chudn loai trir

Pa dung khang sinh dé diéu tri viém loét da
day - ta trang.

Trong vong 2 tuadn c6 dung Gic ché toan hoac
Bismusth!”!

Than nhan khéng d6ng y thuc hién noéi soi
hoac l1dy mau nuéi cdy H.pylori

Pinh nghia mét sé bién sé chinh

Viém loét da day - td trang qua ndéi soi theo
tiéu chuan Sydney™
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Tiéu chuan dé khang khang sinh (phong xét
nghiém Nam Khoa)":

Amoxicillin: MIC > 8 pg/ mL; Clarithromycine:
MIC >1 pg/ mL Metronidazole: MIC > 8 pg/ mL;
Tetracycline: MIC > 2 pg/ mL; Levofloxacine: MIC
>1 pg/ mL.

Realtime PCR phat hién kiéu gen cagA, vacA
s1/m1/s2/m22,

Phuong phap tién hanh

Bénh nhi c6 viém loét da day - ta trang trén
ndi soi dugc sinh thiét 3 mau (clotest, mé hoc,
ch& trong moi truong chuyén chd). Néu clotest
duong sé gli cdy (mau chd trong méi trudng

chuyén chd), mau nao cdy thanh cong sé thuc
hién khang sinh d6 va realtime PCR.

Thu thap va xtrly sé liéu

Nhap, phan tich sé liéu bang Epidata 3.01 va
Stata 12.0, phép kiém 2 va Fisher.

3. KET QUA

Trong thdgi gian tir 7/2014 dén 6/2015 tai khoa
Tiéu héa Bénh vién Nhi Péng 2 chon dugc 67
bénh nhi viém loét da day - ta trang qua ndi soi
6 clotest duong va cdy moc dua vao nghién ctiu

¢6 nhiing dic diém sau:

Bang 1. Dac diém dich té hoc

Pic diém Két qua
Gigi tinh Nam/nir: 29 (43,28%) / 38 (56,72%)
Tuéi TB 7,9313 (3-15 tudi) ’ 1
<6 tuoi (25,37%); 6-11 tudi (67,16%); >11 tudi (7,46%)
Noi cu ngu TP HCM 41,79%; Tinh 58,21%
Hoc van cha/me Cap 1(6%); cap 2 (22,4%); cap 3 (43,3%); = dai hoc (28,3%)
Tién can cha/ me c6 viém da day 11,94%

Bang 2. Dac diém lam sang va can lam sang

Pic diém Két qua
Triéu ching Pau bung 100%; chan an 47,76%; 6i 47,76%; budn 6i 46,27%; ¢ hai 40,3%; tao bén 29,85%; sut
lam sang can 19,4%; tiéu chdy man 8,96%; tiéu phan den 7,46%; tang can 5,97%

Thai gian dau bung TB 7+6 thang (1-36 thang)

Thiéu mau 3%

Sang thuong ndi soi o o
loét hanh ta trang 4,48%

Da day sung huyét 7,46%; hang vi nét 59,7%; hang vi va ta trang nét 28,36%; hang vi nét va

K&t qua nudi cdy duong | 87%

,, A . . levofloxacin 16,42%.
Két qua khang sinh do

Khong khéang 13,43%

Khang: amoxicillin 20,9%; clarithromycin 73,13%; metronidazole 25,37%; tetracyclin 7,46%;

Khang két hgp: Cva M 20,9%; A va C 16,42%; A va M 2,99%; A+C+M 1,49%.

Kiéu gen doc luc

cagA 85,07%; vacAs1/m161,19%; vacAs1/m2 38,81%; cagA két hgp vacAs1 85,07%
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Bang 3. Cac méi lién quan

Khao sat maéi lién quan P
Gilta khang amoxicillin, metronidazole, tetracyclin, levofloxacin va tudi, gigi tinh, noi cu ngu > 0,05
p=0,011
Gitta khang clarithromycin va noi cu ngu OR=0,19
KTC (0,03-0,82)
Gitta khang thuéc va sang thuang ndi soi > 0,05
Gilta cagA vacAs1 va tudi, gidi tinh > 0,05
Gilia cagA va sang thuong ndi soi > 0,05
Gilta cagA + vacAs1 va sang thuong ndi soi > 0,05
Giira cagA + vacAs1 va khang thuéc >0,05

4.BAN LUAN

Ti I& nudi cdy thanh céng cua ching t6i 87%
kha cao, Hojsak | ti 1&é cdy thanh cong 65,4%'°,
Nguyén Buic Toan 65,9%!'%, Nguyén Phtc Thinh
92,5%"3,

Pé khang nguyén phat amoxicillin 20,9%
tuong duong khang tha phat tré em cia Nguyén
PhucThinh 21,6%!""3. Hién nay ti 1é khang nguyén
phat trén thé gigi con thap dudi 1% (Hojsak 1,
Oleastro M), Rafeey M ctia tré em Iran la 59%!"¢\.

Pé khang nguyén phat clarithromycin la
73,13% cao diing hang thu hai trén thé giéi sau
Trung Qudc 84,9%", cac nghién ctru trén thé gigi
khang khoang 10-40%. Tuy nhién cac nghién
cttu ciing cho thay rang ti 1é khang nguyén phat
clarithromycin cling dang tang dan lén. Thuc té
tai cac bénh vién clarithromycin ngay cang duoc
st rdng rong rai trong diéu tri viém dudng ho
hap, va viéc mua ban thuéc khéng don trong
cédng déng ciing gép phan gia tang khang thuéc
trong tuong lai.

Tré séng tai thanh phé ¢6 ti 1&é khang cao hon
tré song tai cac tinh ((p=0,011, OR 0,19, KTC=
0,03-0,82), cac nghién cttu tai nudc ngoai ciing
thay ti 1& khang clarithromycin cao hon & cac
thanh phé I6n, day la noi c6 diéu kién séng chat
chéi déng duc va st dung thuéc nhiéu®.,

Pé khang nguyén phat metronidazole 25,37%
thdp so véi cac nghién ciu truéc day nhu:
Nguyén Thi Viét Ha khang nguyén phat 65%!",
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Liu G 62%", Hojsak | 64%!'°, dac biét cao & chau
Phi, chau A, Nam My (Rafeey M 95%"'%, Stasi R
2009 100%""”), tuy nhién ti Ié nay cao hon véi
cac nghién clu clla mét s6 nudc da phat trién
nhu: Boyanova 14%!", Oleastro M 14%!"°.. Nam
2014 ti 1é khang thu phat trén tré loét ta trang
tai Bénh vién Nhi Déng 1 cia Nguyén Phtc Thinh
la 59,5%"*! thap hon 2 nghién citu tré em mién
Bac. Ti 1é khang cuia chiing téi thap so véi mién
Bic c6 thé do théi quen dung metronidazole
cla mién Bac nhiéu han mién Nam trong diéu tri
cac bénh tiéu héa, bénh phu khoa, bénh ly rang
miéng... thudc ré tién, dé mua, dé tim. Khao sat
cla chang téi khdng thay lién quan gilta khang
Mmetronidazole va tudi, giéi tinh, noi séng;
mot s6 tac gia thdy cé lién quan nhu Nguyén Thi
Viét Ha'"¥ (tudi, noi cu ngu), Liu G® (gidi tinh),
Boyanova'" (tudi).

Khang nguyén phat véi tetracyclin la 7,5%,
tuy ti 1& nay c6 vé thap nhung hién nay khang
nguyén phat cta tetracyclin thé giéi hau nhu
khéng khang hoac khang thap < 5% nhu: Trung
Quéc, Ao, B6 Pao Nha, Brazilian, Bulgaria 3,3%,
Iran 5%. Theo Boyanova nam 2010 cac nudc vung
chau A va Nam My cé ti lé khang khoang 9-27%!"",
Nguyén Phic Thinh khang thi phat 27%. Ti 1é
khang nguyén phat thap c6 thé do phac dé cé
tetracyclin it dugc bac si dung va théi quen trong
dan gian sg uéng tetracyclin hu rang tré em.

Ti I1é khang nguyén phat cta levofloxacine la
16,42%, so sanh vGi cac sé liéu da cong bé hién
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nay trén thé gidi thi ti & khang ctia chiing téi cao
nhat thé gidi, chua cé sé liéu vé khang nguyén
phat levofloxacin tré em Viét Nam. Cac nuéc ving
chau Au hau nhu khéng khang hoac khang rat it.
Ti Ié khang thur phat levofloxacin tré em Viét Nam
cling tang dan theo thoi gian diéu nay cho thay
levofloxacine da va dang dugc duing rdng rdi hon
trong cac bénh nhiém trung tiéu héa, niéu sinh
duc, hé hap, tai mii hong, cho du da dugc khuyén
cao khéng nén dung cho tré <13 tuéi.

Pé khang bé déi, bé ba khang sinh c6 ti lé cao
nhat la clarithromycin va metronidazole 20,9%,
cac khang két hop khac cé ti 1é it han. Cac nudc
chau Au va nuéc da phat trién c6 ti 1&é khang
két hop thap hon (Bulgaria 4,7%'", B6 Dao Nha
4,9%""%, chau Au 5,3%®). Nhiing nudc cé ti lé
khang két hgp cao ciing thudc nhiing nudc dang
phat trién, cham phat trién, nuéc nghéo do dé
cang gay kho khan cho diéu tri tiét trur.

Trong 67 ca cdy moc thuc hién PCR thi cagA
(+) chiém ti 1é 85,07% , vacA (+) trong tat ca cac
truong hgp, trong dé vacA s1m1 la 61,19%, vacA
sTm2 la 38,81%, gen vacA s2, m2 déc luc yéu
hoac khéng doc luc khéng tim thiy trong nghién
cltu cia chung t6i. Trén thé gidi ti lé cagA (+) dao
ddng tir 50% & vung Trung déng dén 100% &
vung chau A, va gen vacA s2m2 ciing it gap hon
dao ddng tir 0-57%. Ti Ié gen cagA & tré em lItaly
ctia nghién ctiu cia De Francesco V c6 gen cagA
69%“'thap hon chung téi, tac gid Nguyén Phuic
Thinh trén tré loét ta trang nam 2014 ti I1é cagA
100%!"3. Tac gia Day AS tré loét da day - ta trang
92% co cagA, tré viém da day chi 31% c6 cagA
(p< 0,01)B. Nghién cttu cia Tran Thién Trung trén
ngudi I6n thdy rang ti I1é cagA & bénh nhan ung
thu da day 100% cao hon so véi bénh nhan chi
viém da day 92%, va vacAs1m1 & bénh nhan ung
thu da day la 64%, & bénh nhan viém da day la
42%, ngoai ra ki€éu gen vacAs2m2 dugc xem la
khong cé doc tinh thi khong cé & bénh nhan ung
thu da day'"®. Da s6 cac nghién ciu gan day déu
cho rdng 2 gen quyét dinh déc luc chinh cda H.
pylori la cagA va vacA, va su két hgp giita cagA

vacAs1 trén bénh nhan sé lam tang nguy co bénh
da day - ta trang ndng, dan dén viém loét da day
- ta trang nang gay ung thu sau nay.

Nghién ctu cta ching t6i khong thay c6 lién
quan gilia cagA vacAs1 véi tudi, gi6i tinh va sang
thuong ndi soi. Cac nghién cttu c6 su lién quan
gilta cagA vacAs1 va do nang sang thuong ndi soi
thudng gap & nguoi lon hoac tré em cé loét (Miernyk
K p=0,003""", Tran Thién Trung p<0,001""#)). Thuéng
nhiém H. pylori vai nam mdi tién trién dén bénh
nang, mau chung téi bénh mdéi, sang thuong chu
yéu nét, chi cé 3 trudng hop loét hanh ta trang, do
dé6 khong du dé thé hién mai lién quan nay.

Chung t6i khéng thdy c6 lién quan gilia ki€u
gen cagA vacAs1 va khang thuéc, ciing nhu De
Francesco V khao sat trén tré em Italy™. Mét sé
nghién ciu thay cé lién quan gilta kiéu gen va
hiéu qua tiét tris, tuy nhién nghién ctu cia chiing
t6i khong khao sat hiéu qua tiét tru.

5. KET LUAN

Ti 1é khang khang sinh nguyén phat cta H.
pylori véi: amoxicillin 20,9%, clarithromycin
73,13%, metronidazole 25,37%, tetracyclin
7,46%, levofloxacine 16,42%. Ti I& khang két hop
clarithromycin va metronidazole Ia 20,9%. Ti Ié
nudi cdy thanh cong 87%. Ti |é kiéu gen déc luc
cagA 85,07%, vacA 100%, két hgp cagA vacA s1 la
85,07%. C6 lién quan giira khang clarithromycin
va ngi cu ngu
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