MOI LIEN QUAN GIZ'A TINH TRANG KHANG METRONIDAZOLE VO HIEU QUA BIEU
TR| VA TAI NHIEM H. PYLORI CUA CAC BENH NHAN VIEM DA DAY TA TRANG

NGUYEN THI VIET j-IA - B6 mén Nhi Dai hoc Y Ha N6i
PHAN THI THANH BINH - Bénh vién da khoa Dirc Giang

TOM TAT .

Dat van dé va muyc tiéu nghién ciru: Trong phac do
3 thubc két hop gidra amoxicillin, metronidazole va
thudce trc ché bom proton, khang metronidazole dwoc
xem & c6 dnh hudng I6n dén két qua didu tri bénh ly
da day ta trang do H. pylori. Myc tiéu nghién ciru fa tim
hiéu méi lién quan gidra tinh trang khang metronidazole
VGi két qua diét va tai nhiém H. pylori sau diéu trj & tré
em.

Déi two’ng va phuong phap nghién ccru: Nghién
ctru danh gia trén 109 tré st dung phac dé 3 thube
amoxicillin két hop véi lansoprazole va metronidazole.
Tré dwoc ndi soi da day, Iay manh sinh thiét fam tiéu
ban mé bénh hoc va nudi cdy vi khudn. Tinh trang
khéng khéng sinh duoc danh gia bang Etest.

Két qua: Ty Ié diét H. pylori & bénh nhan mang
chdng vi khudn nhay cdm va khang metronidazole 14n
lwot Ia 66,7% va 60,3% (p=0,51). Hiéu qua diéu tri cao
hon & nhém st dung Iansoprazole hai l&n trong ngay
S0 vOi nhém st dung 1 Ian/ngay & cac tré mang ching
vi khudn khang thuéc (69,2% va 50% p=0,1) va nhém
mang chdng vi khuén nhay cdm (75% va 60% p=0,34)
nhung sw khac biét khéng co y nghia thong ké. Hiéu
qué diét vi khudn & tré trai cao hon so VGi tré gai
(75,5%, va 50%, p=0,0063). Khong co6 s khac biét vé
hiéu qua diéu tri diét H. pylori theo liéu lrong thubc/
trong long co thé (OR: 2,58, 95% CI: 0,8 — 8,34,
p=0,11), dia dw (OR: 2,3, 95% CI: 0,65-8,27, p=0,2),
va nhém tuédi (OR: 1,29, 95% Cl: 0,6 — 4,34, p=0,15).
Khéng c6 sw khac biét vé finh trang khang
metronidazole va tai nhiém H. pylori sau diéu tri (OR:
1,9, 95% CI: 0,7 — 6,54, p=0,078)

Két luan: Khong c6 méi lién quan gida finh trang
khang metronidazole va hiéu qua diét vi khudn va tai
nhiém H. pylori sau diéu tri khéi.

SUMMARY

Background and aims: Antibiotic resistance, in
particular to metronidazole, is considered to be a major
cause of H. pylori eradication treatment failure. We
studied the rates of metronidazole resistance in
relation to treatment outcome and reinfection rate in
Vietnamese children.

Materials and Methods: In a prospective treatment
trial in 109 children aged 3-15 years of age received
lansoprazole, a proton-pump inhibitor (PPI), with
amoxicillin and metronidazole (LAM) in two weight
classes. H.pylori was isolated from gastric biopsies
prior to treatment and the level of metronidazole
resistance was analysed by Etest.

Results: Eradication rate in metronidazole sensitive
strains was 66.7% versus 60.3% in resistant strains
(p=0.51). Once-daily dosage was not significantly less
effective for eradication of metronidazole resistant
strains (69.2% versus 50% p=0.1) and metronidazole
sensitivity (75% versus 60%, p=0.34) than twice-daily
dosage. LAM treatment was less effective in girls than
in boys, overall eradication rate being 50.0% versus

75.5% (p=0.0063) irrespective of metronidazole
susceptibility. No significant differences in eradication
rates were found in antibiotic dose per body weight
(OR: 2.58, 95% CI: 0.8 — 8.34, p=0.11), age group
(OR: 1.29, 95% CI: 0.6 — 4.34, p=0.15) and geographic
area (OR: 2.3, 95% CI: 0.65-8.27, p=0.2).

No relationship between metronidazole resistance
and H. pylori reinfection after treatment (OR: 1.9, 95%
Cl: 0.7 — 6.54, p=0.078)

Conclusion: There were no relationships between
metronidazole resistance and eradication rate of H.
pylori and reinfection after treatment

Keywords: metronidazole, resistance, H. pylori.

DAT VAN BE

Hiép hoi nghlen ctru Helicobacter pylori (H.pylori)
khuyen cao sr dung phac dd chuan ba thudc trong
didu tri nhiém H. pylori & ca trén tré em va nguoi I&n
M Hiéu qua clia cac phac dd diéu tri phuc thudc vao
tlnh trang khang khang sinh, sw tuan tha didu tri cla
bénh nhan va céac tac dung phu cta thubc Khang
clarithromycin hay metronidazole duwoc xem 1& yéu té
chinh anh hudng dén két qua diét vi khuan @. Mot
nghién ctru da phan tich trén nguoi I&n cho thay anh
hwédng cla tinh trang khang metronldazole va
clarithromycin dén két qua diéu trj . Trong phac db st
dung hai thuéc khang sinh la metronidazole va
clarithromycin, hiéu qua diéu tri giam dén 35% néu
bénh nhan mang chiing vi khudn khang clarithromycin.
Ty 1é khang metronidazole ¢ tré em cac nudc dang
phat trién cao hon so v&i cac nwéc phét trién & chau
Au va My (50-80% va 14-57%) ® 4. Ty 1& khang cao
nhat hién nay duoc thong bao & Ai Cap 1én toi 100%
Bl Khi c6 tinh trang khang metronidazole hiéu qua diéu
tri cGia cac phac do st dung sw két hop metronidazole
va clarithromycin gidam di 18% trong mét nghién ctu
da phan tich Hién nay ty & khang kép
metronidazole va clarlthromycm da duwogc xac dinh &
murc 4% dén 17% ™. Hiéu qua cua phac dd st dung
ca hai thudc chi con 13% néu co hién twong khang
kép xay ra Bl &’ Viét Nam, ty 1é khang khang sinh clia
H. pylori v&i clarithromycin, metronidazole va
amoxicillin 1an lwgt 14 50,9%, 65,3% va 0,5% . Muc
tiéu nghién ctru 1a tim hidu méi lien quan gitva tinh
trang khang metronidazole va két qua diét vi khudn va
tai nhidm H. pylori sau diéu tri & bénh nhan viém, loét
da day ta trang tai bénh vién Nhi trung vong.

DOl TUONG VA PHUONG PHAP NGHIEN cUrU

P6i twong nghién ctru

Nghién cu tién ctu thyc hién trén 109 bénh
nhan dwoc chan doan 1a viém da day ta trang co
nhiém H. pylori béng test nhanh Urease, nudi cy vi
khuén lam khang sinh db va md bénh hoc tai don vi
Noi soi tiéu hdéa Bénh vién Nhi Trung wong. Nhirng
bénh nhan nay dén kham vi dau bung tai dién, non,
kém &n, thiéu mau... M6i bénh nhan duwoc lay hai
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manh sinh thiét & hang vi va mét manh sinh thiét &
than vi sau khi dwoc an thdn bang midazolam tiém
tinh mach cham. Mét manh sinh thiét hang vi dwoc
st dung 14 test nhanh urease sau dé st dung tiép
lam giai phdu bénh dé& xac dinh mdc do viem, loét da
day. Mot manh sinh thiét tor hang vi va mét tir than v
sau khi 14y dwoc cho vao cac ong c6 dan nhan trong
chira 0.25ml dung dich lwu gilr ching bao gom
Casamino acid, Bactopeptone, yeast extract, NaCl,
Agar, L-cystein, Glucose, Elga water and Glycerole
(In-house recipe, Khoa vi sinh 1&m sang Pai hoc,
Linkaping, Thuy Dién). Cac éng dwoc dan nhan va
cho n%ay vao da kho dé dam bao nhiét d6 bao quan
la -70 C duoc van chuyén va lwu gitk trong ti lanh
am - 70°C tai Vién Vé sinh dich té Trung wong. Nubi
cdy vi khudn dwoc thuc hién tai Khoa Vi sinh hoc 1am
sang, Vién Karolinska, Stockholm, Thuy Dién. H.
pylori dwoc xac dinh la vi khudn Gram am c6 san
sinh catalase, urease and oxidase. Tinh trang khang
khang sinh clia H. pylori dwgrc danh gia bang E-test
(AB bioMérieux, Marcy [I'Etoile, France) v&i méi
truong agar (M§ller-Hinton agar + 5% horse blood, >2
tudn) & didu kiéen ky khi, nhiét do 35°C
(CampyGen™, Oxoid Ltd., Basingstoke, UK) trong
thdi gian >72h. Chang H. pylori dwgc xac dinh la
khang v&i metronidazole khi MIC >4,g/mL.

Danh gia két qua diéu tri

Két qua diéu tri duoc danh gia bai test phat hién
khang nguyén trong phan 4 tuan sau khi két thuc diéu
tri. Cac mau phan dwoc xt ly va phan tich theo hwéng
dan ctia nha san xuét (Premier Platinum HpSA PLUS,
Meridian Bioscience Inc, My). Gia tri OD ¢ 0,14 la
duwong tinh va < 0,14 1a &m tinh. D6 nhay va dd dac
hiéu ctia Premiun Platinum HpSA PLUS duoc xac
dinh 1an luot 14 96,6% va 94,9% ©. Néu bénh nhan c6
loét da day ta trang truéc do, benh nhan sé dwoc lam
néi soi da day ta trang 1&n 2 khi d6 hiéu qua didu tri
duwoc danh gia dwa vao két qua ndi soi, test nhanh
urease va xét nghiém phan.

Phwong phap nghién ciru:

Bénh nhan dwoc nhan thudc didu tri dwa trén can
nang theo cac phac dd sau: trong lwong co thé tir 13
dén 22kg sé duoc diéu tri bang lansoprazole 15mg
mot Ian/ngay két hop véi amoxicillin 500 mg, hai
l&n/ngay va metronidazol 250mg, hai lan/ngay. Bénh

nhan cé trong lwong co thé tir 23 dén 45 kg sé dwoc
nhan thubc didu tri nhw sau: lansoprazole 15mg hai
Ién/ngay két hop v&i amoxicillin 750 mg, hai l1an/ngay
va metronidazol 500mg hai l&n/ngay. Thoi gian diéu tri
I& 2 tudn. Bénh nhan khi tham giam nghién ctru phai
duoc ky cam két nghién ctru va khong duoc st dung
céc thubc antacid, khang sinh ngoai cac thuéc diéu tri
cua nghién ctru cho dén khi khdm lai sau diéu tri. Néu
bénh nhan can diéu tri mot tinh trang bénh khac trwéc
thoi han kham lai sau diéu tri, bénh nhan dwoc khuyén
nén lién hé véi nhém nghién ctru béng dién thoai hoac
tham kham truc tiép

Phwong phap théng ké: Hiéu qua didu tri va tac
dung phu cla hai phac d duoc so sanh bang test khi
binh phwong va Mann-Whitney U sum rank test hoac
the Kruskal-Wallis. Sw khac biét c6 y nghia théng ké
V@i p<0.05.

Y dirc

Nghién ctru nay da dwoc théng qua hoi déng y dirc
cta Trwong Dai hoc Y Ha Noi.

KET QUA

109 chung vi khudn H. pylori dwgc phan Jlap tor
manh sinh thlet da day cta 120 bénh nhan, tudi tir 3-
15. Trong s6 109 bénh nhan didu tri theo phac dd
lansoprazole + amoxicillin + metronidazol, chi c6 36
bénh nhadn mang chung vi khun nhay cadm va 73 bénh
nhan mang ching vi khudn khang thuéc. Ty 1& tré cé
mang chdng vi khudn khang metronidazole la 67%.
Hiéu qua dieu tri cia nhdm mang ching vi khuan nhay
cam la 66,7% trong khi d6 hiéu qua diéeu tri cia nhém
khang thuéc 1a 60,3%. Khang c6 su khac biét vé hiéu
qua diéu tri cla phac dd str dung metronidazole gitra
hai nhém nhay cam va khang thuéc (p= 0,51). Cé sw
khac biét vé ty 1& diét vi khudn & phac d6 LAM khi so
sanh theo gi&i tinh. Tré trai c6 hiéu qua diéu tri cao
hon tré gai (75,5% va 50%, p=0,0063) (bang 1). Hiéu
qua didu tri dwdng nhw cao hon & nhém s dung
thuéc hai 1an trong ngay & cac nhém mang chung vi
khuén khang thuéc (69,2% va 50% p=0,1) va nhém
mang chlng vi khuan nhay cam (75% va 60% p=0,34)
nhwng sy khac biét khéng cé y nghia théng ké (OR:
0,21, 95% CI: 0,05-1,19, p=0,08). Khong c6 sy khac
biét c6 y nghia théng ké vé& hiéu qua diéu tri diét H.
pylori theo dia dv (OR: 2,3, 95% CI: 0,65-8,27, p=0,2).

Bang 1. Méi liéen quan gitra két qua diét H. pylori theo tinh trang khang metronidazole v&i mét sb yéu td
Két qua dieu tri Nhay cdm metronidazole Khang metronidazole
N (%) 95%Cl P N (%) 95%Cl P
Lanzoprazole 1 12/20 (60) (38,5-8L5) 0,34 17/34 (50) (33,2- 66,8) 0,096
lan/ngay
Lanzoprazole 2 12716 (75) (53,8-96,2) 27/39(69,2) (54,7-83,7)
lan/ngay
NG 12722 (545) | (36,1-729) 0,057 16/34(47) (30,0-63.8) | 0,0324
Nam 12/14(85,7) | (67,4 —100) 28/39(71,8) (57,7 85.,9)
Thanh phd 18/26 (69,2) | (51,5-86.9) 06 17/40(42,5) (27,2-57,8) | 0,0007
Nong thon 6/10 (60) (29,6-90,4) 27/33(81,8) (68,6 - 95)

Y HQOC THUC HANH (878) - SO 8/2013



Bang 2. Méi liéen quan gitra tinh trang khang metronidazole v&i két qua diéu tri theo nhém tudi va liéu lwgng

thudc tinh theo can nang

Két qua didu tri Nhay cdm metronidazole Kh&ng metronidazole
: n/N (%) 95%Cl P n/N (%) 95%ClI P

13-17 kg 7/9 (77,8 50,6 —100 8/14 (57,1) 31,2-83

18-22 kg 5/11 (45,5) 16,1 -74,5 0.38 9/20 (45) 23,2-66,8 041
23-33kg 8/10 (80) 55,2 —100 ’ 19/26 (73,1) 56,1 -90,1 '
34-45 kg 4/6 (66,7) 29-100 8/13 (61,5) 34-89

3-6 tudi 11/17(64,7) 42-87,4 11/22 (50) 29,9-70,9

7-10 tudi 6/8 (75) 45-100 0,85 19/32 (59,4) 42,4-764 0,31
11-15 tubi 7/11 (63,6) 352-92 14/19 (73,6) 53,8-934

Hiéu qua didu tri c6 xu hwéng cao hon khi tré st
dung lidu lvong thudc theo trong lwong co thé cao
hon so véi nhém st dung lidu thdp & ca hai nhém tré
nhay cdm va khang khang sinh, tuy nhién sy khac biét
khoéng c6 y nghia théng ké (OR: 2,58, 95% CI: 0,8 —
8,34, p=0,11). Khong c6 sw khac biét c6 y nghia théng
ké vé két qua diét H. pylori theo tinh trang khang
metronidazole va nhém tudi (OR: 1,29, 95% Cl: 0,6 —
4,34, p=0,15) (Bang 2)

Bang 3. Méi lién quan gilra tinh trang khang
metronidazole v&i tai nhiém H. pylori sau diéu tri

Tinh tran Téai nhiem H. | Khdng tai nhiem
tai nhiémg pylori H. pylori p
n/N (%) | 95%CI | n/N (%) | 95%CI
NPaycam | 1018 | (151~ | 14550 | (0
o (55,6) | 96,1) | (28) | 57.8)
Khang 8/18 | (3,9— |36/50(7 | (42,2 - 0078
metondazo| aag) | 849 | 2 | 100

68 bénh nhén duoc diét H. pylori thanh cong tham
gla vao theo dbi doc sau diéu tri khdi mét ndm dé danh
gia tinh trang tai nhiém. 18 bénh nhan tai nhiém H.
pylori, ty 1& tai nhiém H. pylori la 26,5%. Ty |& tai nhiém
H. pylori & nhém tré mang chung vi khuan nhay cam
v&i metronidazole c6 xu hwéng cao hon so véi nhém
tré khong tai nhiém, tuy nhién sw khac biét khéng cé y
nghia thong ké (OR: 1,9, 95% CI: 0,7 — 6,54, p=0,078)
(Bang 3).

BAN LUAN

Két qUa cla thtr nghiém I&m sang cung cap mot
théng tin c6 gia tri v& mai lién quan gitra tinh hinh diét
va tai nhiém H. pylori sau diéu tri v&i tinh trang khang
metronidazole. Trong nghién ctru nay hiéu qua diét H.
pylori ctia nhém mang chting vi khudn nhay cam cé xu
hwéng cao hon so véi nhédm mang chung vi khuén
khang thudc, tuy nhién sw khac biét nay khong cé y
nghia thong ké. Cac nghién ctru khac trén tré em cling
khéng thdy sw khac biét v& hiéu qua didu tri va tinh
khang metronidazole clia vi khudn H. pylori . Trong
nghién ctru clia minh Faber va cong sw nhan thay tylé
diét H. pylori & 38 tré nhay cdm va 19 tré khang
metronidazole Ian luot 1a 90% va 40% ©. Khéng tim
thay sw khac biét co y nghia théng ké vé& hleu qua diéu
tri giha hai nhém nhay cadm va khang khang sinh cta
phéac d6 s dung metronidazole d&t ra mét cau hdi cho
cac nha lam sang liéu viéc danh gia tinh trang khang
khang sinh c6 thuc sw can thiét trwée khi didu tri? Két

qud tlr nghién clru nay cho thay viéc danh gia tinh
trang khang metronidazole khong nén lam thuwong quy
ma nén ap dung cho cac trwong hop da that bai v&i
phac d6 didu tr diét H. pylorl trwdc d6. Khang
metronidazole gidm hiéu qua didu tri 30% trong mét
nghién cru da phan tich & ngucyl I&n B Két qua nay
cling twong tw nhw ghi nhan cta mét nghlen clru trén
ngwoi Ion tai Vit Nam ® véi ty 1& khang
metronidazole 1a 76% va c6 méi lién quan gitra hiéu
qua diéu tri va mirc dd khang khang sinh cla vi khuén.

Trong nghién clu clda chang t6i, chi co
lansoprazole dwgc st dung 1 14n hodc 2 1an/ngay theo
Iva tudi cla tré, vi vay ching t6i tién hanh danh gia
hiéu qua diéu tri theo cach thirc st dung thudc trc ché
bom proton. Hiéu qua diéu tri cGia nhitng bénh nhan
str dung lansoprazole 2 Ian/ngay ¢ xu huéng cao hon
& ca hai nhom nhay cam (60% va 75%) va khang
khang sinh (50% va 69.2%), tuy nhién sy khac biét
nay khong c6 y nghia, thong ké (OR: 0,21, 95% CI:
0,05-1,19, p=0,08). Két qua nghién ctru nay cling
twong tw nhw két qua ctia mét nghién ctru da phan
tich trwéc day. St dung thude trc ché bom proton hai
I&n trong ngdy sé 1am tang hiéu qua diét H. pylori it
nhat 1a 10% "

Khi phan tich hiéu qua didu tri theo gi¢i & phac dd
st dung metronidazol ching téi nhan théy ty 1& diét vi
khudn & nhom tré trai cao hon so véi tré gai. Pay 1a
mot ghi nhan r&t dang chd y vi ty 1é khang
metronidazole cta tré trai cao hon tré gai 1 Piéu nay
c6 thé ly gidi do tré trai tuan tha diéu tri t&t hon tré gai.

Két qua tir bang 1 cling cho thay khong co sw khac
biét cé y nghia thong ké vé hiéu qua diéu tri diét H.
pylori theo dia dw (OR: 2,3, 95% CI: 0,65-8,27, p=0,2).
Khong co méi lién quan gitka két qua diét H. pylori theo
tudi (OR:1,29, 95% CI: 0,6 — 4,34, p= 015) Lieu lvong
thuéc theo trong luvong co thé cao c6 xu hwdng lam
gia tang hiéu qua didu tri & ca hai nhém tré mang vi
khudn nhay cadm va khang thuéc, tuy nhién sy khac
biét khdng cé y nghfa théng ké (OR: 2,58, 95% CI: 0,8
- 8,34, p=0,11). Mé&c du trong nghlen clru trwéc day
ching tdi thdy cé s khac biét ve ty 1& khang khang
sinh theo nhém tu0| 0 , trong nghién ctu nay chung téi
khéng thdy c6 méi I|en quan gitva tinh trang khang
khang sinh theo nhom tuoi va két qua diét H. pylori.
Lidu lwong thudc co6 thé 1a mot trong cac yéu té anh
hwéng dén hiéu qua didu tri. Cling nhw cac thubc
khéc, thubc diéu tri bénh Iy da day ta trang do H. pylori

Y HQC THUC HANH (878) - SO 8/2013



khéng sén c6 cac dang phu hop véi nhi khoa. Trong
mot thlr nghiém Iam sang da trung tadm trén 73 tré em
& Phap, két qua diét H. pylori ciia phan tich dw kién

%hlen clru la 74,2% va thye hién nghién cru la 80%
M Hieu qua didu tri thap & nghién ctru nay duoc cho
réng la do str dung thudc khang sinh chwa da liéu.

Viéc danh gia tai nhiém sau diéu tri khai 1a rat quan
trong. Trong 109 tré tham gia vao nghién ctu, 68 bénh
nhan dwoc diét H. pylori thanh cong tham gia vao theo
d&i doc sau diéu tri khdi mot nam dé& danh gia tinh
trang tai nhiém. 18 bénh nhan tai nhiém H. pylorl tylé
tai nhiém H. pylori la 26,5%. Tim thdy cac dau 4n cua
Vi khuan d& danh gia xem d6 1a tai nhiém thwe sy hay
sy sbng lai cta vi khudn do st dung thuéc chua du
lidu dwoc nhidu tac gid trén thé gidi quan tam (2
Trong nghién ctru ndy, chdng t6i tién hanh danh g|a
moi lién quan glua tinh trang tai nhiém vi khuan véi
murc d6 nhay cam khang sinh. Ty 1& tai nhiém H. pylori
& nhém tré mang ching vi khudn nhay cam véi
metronidazole c6 xu hwéng cao hon so véi nhém tré
khéng tai nhiém, tuy nhién sw khac biét khéng co y
nghia thc“')ng ké (OR: 1,9, 95% CI: 0,7 — 6,54, p=0,078).

Diém manh trong _nghién clru cla ching t6i |a
nghién ctru trén mot s6 lwong kha Ién tré em tr 3 dén
15 tudi, toan bd bénh nhan duoc nudi cay vi khuédn va
tAt c& cac bénh nhan déu tuan thd qua trinh diéu tri
cling nhw quy trinh theo doi. Hon nira, E-test va test
phat hién khang nguyén trong phan la hai xét nghiém
c6 do6 chinh xac cao cho phép danh gia hiéu qua chinh
xac. Diém yéu trong nghién ctru clia ching t6i la thiét
ké mot thir nghiém 1am sang & tré em, nhém nghién
ctru c6 do dao dong tudi ciing nhw can nang cua bénh
nhan I&n, thiéu cac dang thudc hop ly dan dén mot sé
tré dwoc didu tri thude véi lidu lwong con thép.

KET LUAN

Khéng c6 mdi lién quan gitva tinh trang khang
metronidazole va hiéu qua diét vi khuan va tai nhiém
H. pylori sau diéu tri khi.
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