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0 BENH NHI NHIEM HEL/COBACTER PYLORI SAU BIEU TRI THAT BAI

NGUYEN THI UT, LE THANH HAI, NGUYEN GIA KHANH

TOM TAT:

Helicobacter pylori (H.pylori) la nguyén chinh géy
viém loét da day ta trang & tré em, tinh nhay cam khang
sinh ctia H.pylori ¢6 y nghia trong viéc quyét dinh phéac
dé diéu tri diét vi khudn & nhiing bénh nhan nhiém
H.pylori nhung diéu tri thét bai. Muc tiéu: Bénh gia tinh
nhay cam khéng sinh cta H.pylori qua két qua khang
sinh dé cta chdng vi khudn phan I4p trén bénh nhi
nhiém H.pylori d& diéu tri that bai. D6i twong va
phuwong phép: 50 bénh nhi da diéu trj dén kham va diéu
tri nhiém H.pylori tai vién Nhi trung wong ttr thang 2-
4/2010. Bénh nhan duoc sinh thiét dé nuéi cdy va lam
khéng sinh dé bang phuong phép dung dia thach
khuyéch tan. Két qua:Ti Ié khang khéng sinh cia H.
pylori véi Amoxicillin chiém 74%. T 1é nhay cdm cia H.
pylori véi Clarithromycin, Metronidazole, Ciprofioxacin,
Azithromycin, Tetracycline tuong (ng la 184%, 20%,
64%, 46% va 50%.Trong do, ti 1é khang ca 2 loai khang
sinh Amoxicilline + Metronidazole la 38%, Amoxicillin +
Clarithromycin  21,05% va khang Clarithromycin+
Metronidazol chiém 18,4%. Ti Ié khang Amoxicillin +
Ciprofloxacin chiém 4% va ti 1é khang nhém Amoxicillin
+Azithromycin chiém 24%. Nhém H.pylori khang 3 loai
Amoxicillin + Clarithromycin+ Tetracycline chiém 7,9%.
Hon nira, 7,9% chudng H.pylori khang cé 4 loai khang
sinh Amoxicillin -+ Clarithromycin+ Tetracycline+
Azithromycin duwoc tim thay trong nghién ctu nay. Két
lugn: Tinh khang khang sinh cda H.pylori rat can chu
trong trong theo déi va quyet dinh phac do diéu tr, dac
biét dbi véi bénh nhi da that bai sau diéu tri.

Ttr khda: Helicobacter pylori, loét da day ta trang, tré
em

SUMMARY

Helicobacter pylori (H.pylori) is a major cause of
gastritis and peptic ulcer diseases in children. Antibiotic
susceptibility testing plays an important role in H.pylori
eradication children who had failure therapy.Object: to
assess the susceptibility of H. pylori isolates in H.pylori
infection children had failure eradication.

Materials and Methods: 50 children failure
eradication H.pylori were cultured and performed
antibiotic susceptibility testing by using disk diffusion
methods between Feb.-Apr./2010 in National hospital of
pediatrics. Results: secondary resistance to amoxicillin
was 74%, susceptibilities to clarithromycin,
metronidazole, ciprofloxacin, azithromycin, tetracycline
were 18,4%, 20%, 64%, 46% and 50% respectively.
Among these strains, resistance to the therapy including
amoxicilline + metronidazole was 38%, amoxicillin +
clarithromycin was 21,05%, clarithromycin+
metronidazol was 18,4%, amoxicillin + ciprofloxacin was
4% and amoxicillin +azithromycin was 24%; resistance

Bénh vién Nhi Trung wong
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Vién Vé sinh dich té Trung wong

to triple therapy including amoxicillin + clarithromycin+
tetracycline were 7,9 %; and resistance to quadruple
therapy including amoxicillin ~ +  clarithromycin+
tetracycline+ azithromycin was 7,9%. Conclusion:
Resistance of H.pylori to antibiotics is important to
consider in the management of the infection, especially
in H.pylori infection children had faillure eradication.

Keywords: Helicobacter pylori, gastritis and peptic
ulcer, children

DAT VAN BE

Helicobacter pylori (H.pylori) 1a vi khudn gay bénh
cho hon nira dan sb thé gi¢i déc biét & cac nwéc dang
phat trién (dao déng t&r 33-72% tuy trng nwéc. Nam
2005, Nguyén Van Bang va cong sw da chira ti 1& nhiém
H.pylori & tré& em Viét nam chiém khoang 34% [3].
H.pylori la nguyén nhan chinh gay viém loét da day ta
trang & tré em, v&i trén 70 % bénh nhan viém da day, 90
% loét hanh ta trang [4]. Nghién ctru cla Nguyén Thj
Viét Ha, nam 2006, trén tré em viém loét da day ta trang
tai Vién Nhi Trung wong cho thay fi I& khang thuéc cla
H.pylori vé&i clarithromycin & 50,9%, metronidazole 1a
65,3 % va amoxicillin 0,5 %. Ti l& sach vi khuan H.pylori
ctia phac d6 3 thubc véi clarithromyxin va metronidazole
1 62.1% va 54.7%

Viéc khang khang sinh ngay cang téng cta H.pylori
dwa dén ty 1& that bai clia phac do diéu tri lan dau dbi
vGi viém loét da day mén tinh do H.pylori & tré em rét
cao [6]. Diéu nay, khong nhirng gay nhiéu khé khan, tén
kém cho viéc diéu tri, ma con anh hwéng dén strc khde
cla tré em. Bénh nhi phai lam tham do xét nghiém chan
doan nhiéu 1an, phai diéu tri phac dd khang thubc voi
lidu cao va kéo dai.

Cho dé&n nay, phwong phap nuéi cay, van dwoc coi
la tiéu chudn vang @& xac dinh sw c6 mat clia H.pylori
trén mau bénh phdm. Dwa trén két qua nuéi cly, viéc
danh gia tinh nhay cdm khang sinh cla ching H.pylori
phén lap dwoc rat cé gia tri trong viéc dinh ra phac dé
digu tri phu hop cho bénh nhén, dac biét dbi v&i bénh
nhan sau khi diéu trj that bai [2] .

Sw khang thubc ngay cang gia tang, dong nghia vé&i
ti 1& bénh nhan diéu tri that bai sau 1an 1, 1an 2, tham chi
lan 3 ngay cang nhiéu. Xuat phat t tinh hinh thuc té d6
chung téi tién hanh dé tai nghién cru nhdm tim hiéu ti 1&
khang thubc clia H.pylori trén nhivng bénh nhi diéu tri
that bai nhw thé nao?

Muc tiéu nghién ctru:

Danh gia tinh nhay cdm khang sinh cda H.pylori qua
két qua khang sinh d6 & bénh nhi nhiém H.pylori diéu tri
that bai

POI TUONG VA PHUONG PHAP

1. Dia diém va th&i gian nghién ciru

Nghién ctru dwoc tién hanh tai phong kham Tiéu hda,
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phong néi soi da day, Khoa Tiéu hda, Vién Nhi trung
wong va phong thi nghiém vi khuan thuéc Vién Vé sinh
dich t& trung wong tir thang 2 dén thang 4 nam 2010.

2. Thiét ké nghién ciru

Day la nghién ctru cat ngang mé ta. Téng s6 mau
thu thap 1a 50 bénh nhan nhiém da dwoc didu tri soi lai
néu clotest dwong tinh sé& dwoc tién hanh nuoi cay lam
khang sinh d6 c6 két qua nudi cdy dwong tinh duwoc lay
vao nghién ctru.

3.Déi twong nghién ciru

Chon bénh nhan: TAt ca bénh nhi ttr 2-15 tudi dwoc
chan doan viém da day ta trang béng noi soi, clo-test
dwong tinh va cé tién sir da dwoc didu tri khang sinh (it
nhat 01 1&n). Bénh nhan (va cha me bénh nhan) duoc
giai thich va déng y tham gia nghién ctru.

Loai khéi nghién ciru nhitng bénh nhan diéu trj that
bai nhwng nudi cAy vi khuin khéng moc.

4. Tién hanh nghién ctru

4.1. L4y mau bénh pham

50 bénh nhi theo dung tiéu chuan da dwoc tién hanh
ndi soi, lay 2 manh sinh thiét & viing hang vi va than vi.

Manh sinh thiét dwoc cho vao trong typ 2ml ¢ chira
moi trudrng van chuyén H.pylori [9]. Typ dwng manh sinh
thiét dwoc chuyén ngay dén phong xét nghiém Vién Vé
sinh dich té Trung ucm% & didu kién lanh - 4°C, trong 2 —
4 gidv, va cat & tt am 80 C cho dén khi tién hanh nubi cay.

4.2. Nuéi cdy va phan lap vi khuan

Manh sinh thiét dwoc nuéi cay trén méi trudng gidu
dinh duwé'ng H. pylori va thach mau ctru 10% [1]. Bia
thach nudi cdy dwoc G & 37°C, trong didu kién vi hiéu
khi (5% Oz, 10% CO,, 85% Ny), theo dbi trong th&i gian
tw 3 — 7 ngay.

Cac khuan lac dién hinh moc trén méi trwdng nudi
cly, dwoc nhudém soi, xac dinh tinh chat san sinh nhw
oxidase, catalase, urease va lam khang sinh dé.

4.3. Phwong phép khéang sinh dé

St dung phuwong phap khang sinh khuyéch tan trén
thach cla Kirby-Bauer va phan tich dé nhay cta khang
sinh theo tiéu chudn NCCLS va NCBI [1].

Dung méi trwdng Muller-Hinton ¢6 10% mau ctru va
khoanh gidy khang sinh Amoxicillin 25ug, Clarithromycin
15ug, Metronidazol 5ug, Ciprofloxacin 5ug, Azithromycin
15ug, Tetracycline 30ug cla hang Bio-Rad, Oxoid. Céac
dia thach co khoanh gidy khang sinh dwoc 0 & 37°C,
trong diéu kién vi hiéu khi (5% O, 10% CO2, 85% N),
theo déi trong 3 ngay.

5. Phan tich div liéu

Céc dir lieu dwoc phan tich bang phan mém Epi Info
6.0

KET QUA NGHIEN cUrU

1. Dic diém chung:

Tubdi: tudi trung binh 6,57+ 2,09 tudi, tudi nhd nhat 27
thang, tudi I&n nhat 11 tudi

Gi6i: trong sb 50 bénh nhan dwoc nuéi cay co 24
bénh nhan nam chiém 48% va 26 bénh nhan ni chiém
52%.

Bang 1: Tdn thwong da day trén ndi soi

T6n thuong Sébénhnhan | %
Viém hang vi 32 64
Viém hang vi hanh ta trang 15 30
Viém hang vi loét hanh ta trang 2 4
Viém hang vi,viém thwc quan 1 2
Tdng 50 100

Nhan xét: 64% bénh nhan trong nghién ctru cé tén
thwong viém hang vi trén ndi soi, 30% viém hang vi
hanh ta trang va loét hanh ta trang chiém 4%.

2. Tinh nhay cam cua H.pylori theo két qua khang
sinh d6

Bang 2: Tinh nhay cdm cuda ching H.pylori da phan
18p theo trng loai khang sinh

Khang sinh Nhay cdm | Trung gian Khang
n % n % n %
Amoxicillin 2 4 11 22 37 74

Clarithromycin 7 18,4 11 29 20 52,6

Metronidazole 10 20 9 18 31 62

Ciprofloxacin 32 64 14 28 4 8

Azithromycin 23 46 10 20 17 34

Tetracycline 21 50 3 7.1 18 429

Nhan xét: ti 1é khang Amoxicillin va Clarithromycin
twong ng la 74% va 52,6%, ti 1&é nhay cam voi
Metronidazole, Ciprofloxacin, Azithromycin, Tetracycline
twong &ng la 20%, 64%, 46% va 50%.

Bang 3: Sw khang da khang sinh clia ching H.pylori
phan lap duoc

Loai khang sinh Sbching| Tdéngsd | Tile
khang | chang nudi | (%)
cay (n=)
Amoxicillin + Clarithromycin 8 38 21,05
Amoxicillin + Clarithromycin+ 4 38 79
Tetracycline
Amoxicillin + Clarithromycin+ 4 38 79
Tetracycline+ Azithromycin
Clarithromycin+ Tetracycline 6 38 15,8
Clarithromycin+ 7 38 18,4
Metronidazole
Amoxicillin + Metronidazole 19 50 38
Amoxicillin + ciproflxacin 2 50 4
Amoxicillin +Azithromycin 12 50 24
Azithromycin + 3 50 6
Metronidazole
Amoxicillin + Ciprofloxacin+ 1 42 2,4
Tetracycline

Ti 1& khang ca 2 loai Amoxicillin + Metronidazole
chiém ti I& cao nhét 38% va ti 1& khang 4 loai khang sinh
chiém 7,9%.

Bang 4: Ti Ié khang khang sinh cla ching H.pylori
theo nhom tudi

Loai khang | Nhém <5 | Nhom 6-11 Tilé khang
sinh tudi tudi chung
sé Ti Sé6 | Ti Sé T| p

khang | 1&é | khang | 1& | khang | 1&

/tdbng | % | /tdng | % | /téng | %

chiing chiing chiing
Amoxicilin | 13/16 |81,3| 24/34 |70,6| 24/50 | 74 [>0.05
Clarithromycin | 7/12 58,3 | 13/26 | 50 | 20/38 |52,6 [>0.05
Metronidazole | 11/16 |68,8| 20/34 |58,8| 31/50 | 62 |>0.05
Ciprofloxacin | 2/16 |125| 2/34 |59 | 4/50 8 |>0.05
Azithromycin | 3/16 | 18,8 | 14/34 [47,1| 17/50 | 34 |>0.05
Tetracycline | 7/14 | 50 | 11/28 [39,3| 18/42 |42,9|>0.05

Nhan xét: khong co sy khac biét vé ti 1é khang khang
sinh theo nhém tudi (p>0,05)

BAN LUAN

1. Pac diém chung: trong 50 bénh nhan nghién
ctru, tudi trung binh la 6,57+ 2,09 tudi (tlr 27 thang dén
11 tudi) trong dé ti I&é nam nir gan twong dwong.
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Tén thuong trén ndi soi chd yéu la viém hang vi
(64%), viém hang vi hanh ta trang chiém 30 %, loét hanh
ta trang g&p 4%, nghién clru cla chung téi thap hon so
v&i nghién ctru da trung tm chau Au voi ti 1& loét da
day ta trang la 6,8% [8]. Diéu nay c6 thé do sbé lvgng
bénh nhan cla ching t6i khong nhiéu.

2. Tinh nhay cam khang sinh cua H.pylori:

Dva trén két qua thu dwoc ching téi danh gia tinh
nhay cdm cla cac ching H.pylori phan lap trén bénh
nhan.

2.1.Amoxicillin: Theo nghién ctru clia Mégraud tilé
khang amoxicillin dao déng tir 0,6-59% [8]. Nghién ctru
cla chung toi voi ti 1& khang amoxicillin 74%- ti 1& rét
cao, giai thich cho s that bai cia phac db két hop véi
amoxicillin hién nay, Mat khac, bénh nhan trong nghién
ctru nay da duoc diéu tri khong chi mét 1an ma 1a 2 tham
chi 3 lan. Vi vay khé cé thé so sanh v&i nghién ciru cla
Nguyén Thj Viet Ha v&i ti 18 khang tién phat cha
amoxicillin rat thap 13 0,5%.

2.2. Clarithromycin: Trong nghién clu cla chuing
toi ti 16 nhay cdm véi khang sinh Clarithromycin la
18 4/0, khang 52,6% va trung gian 29%. Vi ti 1€ vi
khudn nhay cam véi khang sinh thap va ti 1 khang cao
chirng t6 nguy co diéu tri that bai véi phac dd dung
clarithromycin rét cao. Theo Nguyén Viét Ha va cong su,
ti 1& khang tién phat clarithromycin ctia H.pylori la 50,9%,
gan twong dwong véi két qua cla chung ti. So v&i
nghién ctru da trung tdm Nhi khoa chau Au ti 1& khang
cla clarithromycin thir phat la 42% [8], két qua cla
chung t6i cao hon. Tuy nhién, néu ching t6i st dung
Epsilometer test (E-test) d& danh gia thi ti I& khang co
thé cao hon do xac dinh rd duwoc mirc do khang hay
nhay clia nhém fi 1é trung glan déi véi khang sinh nay.
Viéc dung Clarlthromycm rong réi trong diéu tri nhiém
trung hé hap trén & tré em cang lam t&ng nguy co khang
thudc cta H.pylori.

2.3. Metronidazole: ti |&é khang Metronidazole trong
nghlen clru cla ching toi la 62% thap hon khong dang
ké so v&i 65,3% ti 1é khang thubc tién phat cla Nguyen
Thi Viét Ha va coéng sw. Mac du, ti & nhdm nhay cadm
ching téi thu duoc thap hon (20%) so véi cac tac gia
trwéc nhung nguy co khang thube clia ching t6i van rét
cao vi cb t&i 18% ching vi khuan dwoc xac dinh tinh
khang sinh & mc d6 trung gian. So sanh v&i nghién
ctru da trung tdm chau Au va nghién clru trén tré Téy
Ban Nha fi I khang Metronidazole the» phat twong (rng
la 35%, 41,2% thi két qua clia ching t6i cao hon nhiéu
[8], [5]. Diéu nay ciing phu hgp tinh hinh tang s dung
metronidazole trong diéu tri cac bénh nhiém trung khac
tai Viét Nam.

2.4. Ciprofloxacin: V&i ti 1& nhay cam la 64%, khang
8%, nghién clru cla chung t6i ciing tuong dwong két
qua nghién ctru trén tré em Iran (65% va 20% khang) vé
s nhay cdm nhwng i 1& khang clia ching t6i thap hon.
Chung t6i can dinh lwgng lai nhém ti1é trung gian (chiém
28%) bang E-test d& xac dinh chinh x&c ti 1& khang véi
ciprofloxacin ctda ching H.pylori phan lap dwgc. Tuy
nhién, két qua cla chung téi phu hop v&i nghién ctru
cta De Angelis va cong s tai ltalia véi ti 1&é khang tién
phat ctia Ciprofloxacin & tré em chiém 6% [7].

2.5. Azithromycin: ti 1é nhay cdm v¢&i azithromycin la
46%, trung gian 1a 20% va 34% khang. So sanh voi
nghién ctru trén tré Bungari ndm 2001 thay ti 1& khang

cla Azithromycin la 14,6% va trung gian la 21,9%, ti &
cla chung téi cao hon. Azithromycin la khang sinh hién
nay dwoc dung rét nhidu cho tré em trong digu tri nhiém
trung dwérng hé hdp nén tao nén tinh trang khang cla
H.pylori cao.

2.6. Tetracycline: ti 1& khang cda Tetracyclin trong
nghién ctru cla ching t6i la 42,9% cao hon nhiéu so voi
nghién clru & tré em lIran va ltalia c6 ti 1& khang
tetracycline twong trng la 20%, 3% [7] mac du ngay nay
tré em rat hiém dung Tetracycline trong diéu tri bénh.
Diéu nay co thé nght dén kha ning tré em lay nhiém cac
chiing H.pylori nay ti¥ b6 me hodc ngu i Ion trong gia
dinh. Day cung la huong dé& chang téi tién hanh thém
nghién ctru v& yéu t6 nguy co lay nhiém trong gia dinh.

2.7. Sw khang da khang sinh

Ti 1é khang Amoxiciline két hop véi Metronidazole
trong nghién ctru cta ching t6i la 38%. Khang ca 2 loai
Amoxicillin + Clarithromycin chiém 21,05% va khang
Clarithromycin+ Metronidazol chiém 18,4%. Theo két
qué nghién clru clia Nguyén Thi Viét Ha, tilé khang ca
hai nhém Clarithromycin+ Metronidazol tién phat chiém
28,8% la cao hon so voi két qua chung téi thu dwoc.
Tuy nhién, do khac v& k§ thuat khang sinh db, ti [& nhém
trung gian cla chung t6i chiém sé lwgng khong nhd nén
anh hwéng dén ti 1é khang cta chang vi khuan. Néu so
sanh v&i nghién ctru tai ltalia, Tay Ban Nha, Bulgari cé ti
Ié khang ca Metronidazole va clarithromycin twong trng
la 3% [7], 9% [5] va 4,5% thi két qua nghién cru cla
chung téi lai cao hon rét nhiéu.

Ti 1& khang Amoxicillin + Ciprofloxacin chiém 4%, két
qua clia chung t6i twong dwong v&i nghién ctru trén tré
Bulgari chiém 4%.

Ti 1& khang nhém Amoxicillin +Azithromycin chiém
24%

Nhom khang 3 loai Amoxicillin + Clarithromycin+
Tetracycline chiéem 7,9% két qua nghién ctru cta ching
t6i cling twong dwong voi két qua nghién clru trén tré
em Iran.

7,9 % ching H.pylori khang ca 4 loai khang sinh
Amoxicillin + Clarithromycin+ Tetracycline+ Azithromycin

2. 8. Sw khdng khéng sinh theo nhém tudi

Ti 1& khang tu’ng loai khang sinh & nhém <5 tudi so
v&i nhém 6-11 tudi trong nghién clru cla chung toi
khong cé sw khac biét co y nghia théng ké (p>0.05).
Theo Nguy&n Thi Viét Ha va cong sy, ti 1é khang
CIarlthromycm gidm dan so v&i tudi, nhung két qua
nghién ctru cla chuing toi cé ti 1é khang cdia nhém 6-11
tudi thdp hon so véi nhém < 5 tudi. Tuy nhién, sé chiing
H.pylori trong nghién ciru clia ching téi con it nén can
mot nghién ctru véi sb ching vi khuan nhigu hon dé co
két qua chinh xac.

KET LUAN

Qua két qua nudi cly va lam khang sinh d6 cla 50
bénh nhan didu tri nhiém H.pylori th4t bai ching téi
nhan thay:

Ti 1& khang khang sinh clia H. pylori v&i Amoxicillin
chiém 74%. Ti & nhay cadm cua H. pylori v&i
Clarithromycin, Metronidazole, Ciprofloxacin,
Azithromycin, Tetracycline twong &ng la 18,4%, 20%,
64%, 46% va 50%.

Trong do, ti & khang
amoxicilline + Metronidazole
Clarithromycin  21,05%

cd 2 loai khang sinh
la 38%, Amoxicillin +
va khang Clarithromycin+
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Metronidazol chiém 18,4%. Ti 1& khang Amoxicillin +
Ciprofloxacin chiém 4% va ti 1& khang nhém Amoxicillin
+Azithromycin chiém 24%.

Nhém H.pylori khang 3 loai Amoxicillin +
Clarithromycin+ Tetracycline chiém 7,9%. Hon nira,
7,9% chiang H.pylori khang cd 4 loai khang sinh
Amoxicillin + Clarithromycin+ Tetracycline+ Azithromycin
dwoc tim thay trong nghién ctru nay.

Chlng t6i khong tim thdy cé sw khac bigt vé ti 1&
khang thudc theo Ira tudi.

Tuy nhién, do ching t6i st dung k§y thuat khoanh
gidy khang sinh khuyech tan trén thach, cé tinh chét
dinh tinh nén sé liéu vé tinh khang thuéc clia cac chiing
H.pylori co thé thap. Hwéng nghién clru tiép theo, ching
tdi sé tiép tuc phan tich cac chang H.pylori c6 mirc d6
nhay cam trung gian v&i khang sinh bing k§ thuat xac
dinh néng d6 (rc ché tdi thidu (MIC) hoac Etest d& danh
gia chinh xac tinh nhay cdm khang sinh cla céac chiing
vi khuan phan lap duoec.

KIEN NGH]|

- Nghién ctu danh gig hiéu qua didu tri cia bénh
nhan H.pylori khang thudc bang cac phwong phap sinh
hoc phan ti.

- DBanh gia sy lay nhiém H.pylori trong gia dinh, d&c
biét cac chlng cé gien khang thuéc.
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