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Toém tat

Pit van dé: Ty 1é d& khang khang sinh ctia H.pylori ngdy cang gia ting va 1a nguyén nhan chinh gy that
bai diéu tri. Phan lap H.pylori va thuc hién khang sinh dd dong vai tro rat quan trong nhim dua ra phac
d6 diéu tri hiéu qua o bénh nhan nhidém H.pylori. Mue tiéu: Xac dinh ty 1¢ dé khang khang sinh ctia cic
chiing phan 1ap dugc d6i véi khang sinh clarithromycin (CH) va levofloxacin (LE) tai khu vic mién Trung
Viét Nam, so sanh hai phuong phap khang sinh d6 E-test va dia khuéch tan dé xac dinh tinh dé khang
cia H.pylori. Phwong phap: 56 chiing dugc phan lap tir cdc bénh nhan nhiém H.pylori tai bénh vién
Trudng Pai hoc Y Duoc Hué tir thang 7/2012 dén thang 8/2013, trong d6 c¢6 13 chung phan lap tir nhiing
bénh nhan trudc d6 di diéu tri triét tiéu H.pylori nhung that bai. E-test dugc st dung 1am khang sinh db
xac dinh ndng do trc ché t6i thiéu (MIC) dong thoi lam dia khuéch tan d6i véi khang sinh CH va LE dé tim
mdi trong quan giita dudng kinh ving e ché va MIC. Két qua: Ty 1é dé khang khang sinh chung ciia 56
chiing phan 1ap voi khang sinh CH va LE 1a 42,9% va 44,6%. Ty 1é dé khang th phat cao hon d& khang
tién phat, d6i v6i khang sinh CH 1a 84,6% so véi 30,2%, khang sinh LE 14 61,5% so v&i 39,5% (p<0.05).
Ty 1é dé khang LE cua nit gii cao hon so v6i nam gi6i (p<0,05). Vi dudng kinh ving tre ché dia khuéch
tan ciia CH > 24mm thi x4c dinh duoc tat ca cac chung nhay cam va < 18mm thi xac dinh duoc tat ca cac
chiing d¢ khang qua E-test (MIC > 1pug/ml). D6i voi khéng sinh LE, duong kinh ving trc ché dia khuéch
tan > 30mm xac dinh duoc tit ca cac chung nhay cam va < 26mm thi xac dinh dugc tat ca cac chung dé
khéng qua E-test (MIC > 1pg/ml). Két ludn: Ty 1é dé khang nguyén phat va thi phat ciia H.pylori d6i véi
CH va LE cao, cho théy phéc dd diéu tri chuén véi 3 thube c6 CH khong con hi€u qua nhu 1a Iya chon didu
tri du tién & khu vuc mién Trung Viét Nam, dac biét ngay ca phac dd ctru van sir dung LE trong phac dd
b6 ba ciing s& khong hiéu qua. Co thé ap dung ky thuat dia khuéch tan dé x4c dinh ching H.pylori nhay
cam hay dé khang thay thé cho phuong phap E-test giup tiét kiém dang ké chi phi xét nghiém.

Tir khéa: Helicobacter pylori, levofloxacin, clarithromycin, E-test, dé khang khdng sinh, dia khuéch tdn.
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Background: The rate of antibiotic resistance in H. pylori is increasing and has become a main cause
for failure of treatment. Antibiogram is very important to provide optimal regimens for eradication
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of H.pylori infected patients. Objective: To determine the resistance prevalence to clarithromycin,
levofloxacin of H.pylori strains from patients in Central Vietnam by E-test and disk diffusion isolated,
assess the relationship between two diffusion methods. Methods: 56 H.pylori strains were isolated
from gastric biopsies of H.pylori infected patients from 7/2012 to 8/2013, of which 13 strains originated
from patients in whom eradication of the infection failed after treatment. E-test was used to determine
the minimum inhibitory concentrations of clarithromycin (CH) and levofloxacin (LE). Disk diffusion
was evaluated as an alternative method to determine susceptibility and compared with the E-test results.
Results: In total, the resistant strains (regardless of previous eradication history) to CH, LE were 42,9%
and 44,6%, respectively. The ratio of strains with secondary resistance was significantly greater than that of
the strains with primary resistance, CH: 84.6% vs. 30.2%, LE: 61.5% vs 39,5% (p < 0.05). The resistance
rate to LE in female was significantly higher than in male (p < 0.05). All CH-sensitive strains by E-test had
the inhibition diameters of CH was > 24mm and all CH-resistant strains had the inhibition diameters was <
18mm (breakpoint for MIC: 1ug/ml). To LE, the inhibition diameters was > 30mm can determine all LE-
sensitive strains and the inhibition diameters was <26mm can determine all LE-resistant strains by E-test
(breakpoint for MIC: 1pg/ml). Conclusions: High resistance rate to CH and LE, suggests that standard
CH-based triple therapie may not be useful as the first-line treatment and LE-based triple therapy should
not use as an alternative therapy in Central Vietnam. The disk diffusion can use as alternative phenotypic
method to determine the susceptbility of H.pylori, which is more practical and inexpensive.

Keywords: Helicobacter pylori, levofloxacin, clarithromycin, E-test antibiotic resistance, disk diffusion.

1. PAT VAN PE

Nhiém Helicobacter pylori 1a nguyén nhan
chinh gay bénh ly viém da day man, loét da day
ta trang, ung thu va lymphoma da day [7], [18].
Phac dd diéu tri tiéu chuan gdm PPI (Proton pump
inhibitor) va hai trong ba khang sinh (amoxicillin,
metronidazole, clarithromycin) duoc st dung phd
bién trong thuc hanh 1am sang dé triét tiéu H.pylori
[12]. Méc du clarithromycin la khang sinh chinh
trong phac do diéu tri tuy nhién, hiu qua diéu tri
s& giam 1d 1ét (66%-70%) khi c6 su dé khang ciia
H.pylori [16]. O cac nudc dang phat trién, ty 16 dé
khang d6i voi metronidazole 1a rat cao va dé khang
clarithromycin ngay cang gia tang [4]. Do do, phac
dd diéu tri bd ba st dung levofloxacin (PPI va
amoxicillin) dugc dé xuat nhu 1a phac db thay thé
dé diéu tri cho nhimng bénh nhan da that bai diéu tri
trude do [12]. Chinh vi vdy, thong tin vé& d& khang
ctia H.pylori dbi voi clarithromycin va levofloxacin
tai mot khu vuec, quéc gia la rat quan trong dé lya
chon phéc db diéu tri phu hop va hiéu qua.

Trong cic phuong phap lam khang sinh d6 véi
cac chung H.pylori phan lap duoc, phuong phép
pha loang thach (agar dilution) la phuong phap tiéu
chuan ding dé x4c dinh ndng do trc ché tdi thiéu ciia
mdt khang sinh (MIC) da dugc Vién tiéu chuan xét
nghiém lam sang Hoa Ky (CLSI) xac 1ap [13]. Tuy
nhién, phuong phap nay doi hoi nhiéu cong sirc va
mét nhiéu thoi gian thuc hién, kho ap dung trong
thyc té 1am sang. Hién nay, phuong phap khuéch tan

qua thanh khang sinh c6 phan nong d6 (Epsilometer
test) duoc xem la phuong phép don gidn, cho két qua
twong duong, thay thé cho phuong phéap pha loing
thach dé xac dinh MIC [13, 14] nhung gia thanh lai
rét cao kho ap dung rong rdi trén 1am sang. Phuong
phép dia khuéch tan (disc diffusion) 1a phuong phap
phd bién thuong duoc sir dung lam khang sinh d6
trong thuc té vi dé tién hanh va c6 gia thanh thap,
tuy nhién d6i v6i H.pylori, 1a vi khuan rat khé moc,
doi hoi phai nudi cay dai ngay cho nén hién nay van
chua c6 tiéu chuin thdng nhét ddi véi phuong phap
dia khuéch tan dé xac dinh tinh nhay cim khang sinh
ctia vi khuan.

Viét Nam 1a nu6c dang phat trién, c6 ty 16 nhidm
H.pylori cao (65-90%) [2], thong tin vé tinh hinh
dé khang khang sinh ctia H.pylori trong nhiing
nam gﬁn day van chua nhiéu, vi vay viéc phan lap
H.pylori, xac 1ap quy trinh va diém gay (breakpoint)
ctia phuong phéap dia khuéch tan dé xac dinh tinh
nhay cam khang sinh 1 nhu cau buc thiét trong diéu
kién Viét Nam. Chinh vi vay, ching t6i tién hanh
nghién ciru nady nham muc tiéu:

- Xdc dinh ty 1 dé khang véi clarithromycin
(CH) va levofloxacin (LE) cua cac chung H.pylori
duwoc phdn lap tai bénh vién Pai hoc Y Duoc Hué.

- So sanh, danh gia giita hai phwong phap
khang sinh do E-test va dia khuéch tan, tim tri
gid diém gay (breakpoint) ciia phwong phdp dia
khuéch tan d@é xdc dinh tinh nhay cam cia H.pylori
doi véi clarithromycin va levofloxacin.
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2.POITUQNG VA PHUONG PHAP NGHIEN
cUu

2.1. Poi twgng nghién ciru

- Tiéu chuan chon bénh: Céc bénh nhan c6 hoi
chung da day (dau thuong vi, kho tiéu, ¢ hoi, ¢
chua) dén kham tai bénh vién Truong Pai hoc Y
Dugc Hué duoc chi dinh noi soi da day tr thang
7/2012 dén thang 8/2013. Tit cic bénh nhan
duogc chi dinh ndi soi chan doan, tim H.pylori
dugc giai thich va dong ¥ thuc hién thu thuat, da
duoc hoi déng khoa hoc Truong Pai hoc Y Duoc
Hué thong qua.

- Tiéu chuén loai trir: cdc bénh nhéan dung
khang sinh va PPI trugc d6 trong vong 4 tudn.

2.2. Thiét ké nghién ciru: Nghién ctiru mo ta
cit ngang, véi cac théng sd chinh trong nghién
ctru: ty 1& d& khang khang sinh nguyén phat, thir
phat cia CH va LE, chi ) n(‘Sng d6 tre ché t6i thiéu
ctia khang sinh (MIC) bang phuong phép E-test,
mdi tuong quan quan giira chi s6 MIC véi duong
kinh viing trc ché cua dia khuéch tan.

Dé khang tién phat: La nhitng bénh nhan c6
chung phan 1ap dé khang khang sinh nhung trudc
d6 chua diéu tri diét H.pylori. Dé khang thir phat:
1a nhitng bénh nhan c6 ching phan 1ap dé khang
khang sinh nhung trude dé da timg duoc didu tri
di¢t H.pylori [14].

2.3. Phwong phap tién hanh

- Céc thong tin ca nhan can thiét, tién sir bénh
ly va tién str diéu tri H.pylori cia bénh nhan dugc
ghi nhan vao phiéu thu thap sb liéu. Bénh nhan
dugc giai thich va huéng dan trude khi tién hanh
ndi soi da day, sinh thiét léy mau.

- Mdi bénh nhan duge ndi soi va sinh thiét 3
mau & hang vi, mot mau lam CLO-test, mot mau
nudi ciy H.pylori va mot mau duge luu gitr & 4m
70°C. Van chuyén miu dé nuéi ciy trong dung
dich nu6c mudbi sinh 1y trong vong 4 gid, thuc hién
ndi soi da day tai Trung tam NQi soi bénh vién
truong Pai hoc Y dugc Hué.

- Tién hanh nghién miu trong nudc mudi sinh
Iy va nudi cdy trén moi truong Columbia (Becton
Dickinson) ¢6 chon loc (DENT) véi 7% mau cuu
& 37°C trong diéu kién vi i khi (10%0,, 5%CO0,,
va 85% N)) bang Genbag microaer (Biomérieux,
Marcy I’Etoile, Phap). U dia nudi cidy & mdi
truong vi ai khi tir 3-7 ngay, néu ¢ ngay thu 3
khuan lac moc nhiéu tién hanh lam khéang sinh do,
néu sau 5-7 ngay méi c6 mot sé khuan lac thi tién
hanh ciy chuyén ting sinh trong vong 2-3 ngay roi

tién hanh 1am khang sinh db. H.pylori dugc xéac
dinh dya vao dic diém hinh thai caa khuén lac,
nhudm Gram va dic diém sinh hoa (duong tinh
Vi urease, catalase va oxidase). Tat ca cac chiing
phan 1ap duoc luu trir trong dung dich gdm BHI,
glycerol va FBS & 4m 80°C. Thuc hién nudi ciy
va lam khang sinh db tai trung tam Carlo Urbani
& Khoa Vi sinh bénh vién Truong Pai hoc Y
Duoc Hué.

- Lam khang sinh db:

+ Phuong phap Epsilometer test: thanh khang
sinh (Biomérieux, Marcy I’Etoile, Phap) duoc
st dung dé xac dinh néng do e ché tdi thiéu
(MIC) cua khang sinh CH va LE. Méi truong
thach Mueller Hinton c6 7% mau cuu dugc
dung 1am khang sinh db. Huyén dich vi khuin
thir nghiém c6 d6 duc 3 McFarland l4y tir nhiéu
khuén lac dugc dan déu 1én thach nuéi céy b::ing
tam bong. Thanh E-test cua tung khang sinh
dugc dat 18n bé mit cua ting dia thach riéng
biét, u trong vong 3 ngay ¢ 37°C trong diéu kién
vi 4i khi. MIC dugc x4c dinh & tri s6 trén thanh
E-test ma vong é-lip, ranh gi6i ciia ving tre ché,
cit vao thanh E-test (Hinh 1). Chung duoc xac
dinh 1a dé khang khi MIC > 1pg/ml déi véi ca
CH va LE.

+ Phuong phap dia khuéch tan: sir dung dia
khang sinh clarithromycin ¢6 ham luong 15 pg, duong
kinh 6mm (Oxoid), dia khang sinh levofloxacin
c6 ham lugng 5 pg, duong kinh 6mm (Oxoid)
dé 1am khang sinh d6. Huyén dich vi khuan thir
nghiém cé d6 duc 3 McFarland léy tir nhiéu khuan
lac dugc dan déu 1én thach Mueller Hinton c6 7%
mau ciru bang tim bong. Pia khang sinh cia CH
va LE duoc dat dbi ximg trén bé mit dia thach
(dudng kinh 90mm) da duoc dé kho sau khi dan
déu huyén dich vi khuén 1én, cach bo dia 1,5-2cm,
U trong vong 3 ngdy ¢ 37°C trong diéu kién vi
4i khi. Po duong kinh ving e ché bang thudc
tir ranh gidi cuia ving trc ché gan dia khuéch tan
nhit, bao gdm ca dudng kinh ciia dia khuéch tan
(Hinh 2).

2.4. Xir Iy s6 liéu

S6 liéu thong ké dwoc phan tich bang phin
mém SPSS (13.0) va excel 2007. St dung céc
cong cu cua chuong trinh dé so sanh hai trung
binh, so sanh hai ty 1&, lién quan don bién giita
mdi yéu td, hé s6 twong quan va mo hinh tuyén
tinh dugc xac dinh bang phan tich hoi quy. S6 liéu
¢6 ¥ nghia thong ké khi p < 0,05.
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3. KET QUA NGHIEN CcUU

3.1. Sy dé Kkhing clarithromycin va
levofloxacin ctia cac ching H.pylori

Téng cong 85 bénh nhan & khu vuc mién Trung
dugce dua vao nghién ciru tir thang 7/2012 dén
thang 8/2013 tai bénh vién truong Pai hoc Y Dugc
Hué, trong d6 56 ching H. pylori dugc phén 1ap
duogc tir 56 bénh nhan (28 nam, 28 nii; tudi trung

binh: 45,9+14,2, thép nhét 19 tudi, cao nhat 63
tudi), voi 33 (58,9%) bénh nhan viém da day, 22
(39,3%) loét da day — ta trang, 1 (1,8%) ung thu da
day, 29/85 bénh nhan nuoi cdy 4m tinh. Trong s
56 ching, c6 43 chung dugc phan 1ap tir 43 bénh
nhan chua timg diéu tri diét H.pylori trudc d6 va
13 chung tir 13 bénh nhan c6 tién st diéu trj diét
H.pylori.

Bang 1. Khang sinh d6 cta 56 chung phén lap

Chiing dé khang phén 1ip duoc n (%)

Khing Tong so GAS PUD GC Nam Nir
sinh (n=56) (n=33) (n=22) (n=1) (n=28) (n=28)
CH 24 (42,9%) 13 (39,4%) 11 (50%) 0 12 (42,9%) 12 (42,9%)
LE 25 (44,6%) 15 (45,5%) 9 (40,9%) 1 (100%) 8 (28,6%) 17 (60,7%)

CH: clarithromycin, LE: levofloxacin, GAS: Viém da day, PUD: Loét da day, GC: Ung thu da day

Nhdn xét: Ty 1& dé khang chung cua H.pylori khong ké cé hay khong co tién sir didu tri trudc do dbi voi
CH va LE 1an luot 13 42,9% va 44,6%. Ty 1& d& khang d6i véi LE & nit gidi cao hon & nam gidi (P < 0,05).
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Biéu d6 1. Ty 1& dé khang phan b theo nhom tubi

Nhdén xét: O nhom tudi tir 40-49 c¢6 xu hudng
dé khang LE cao hon so v6i nhom tudi khac va dé
khang CH & nhém tudi trén 60 14 cao nhat.
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Biéu d6 2. Dé khang tién phat va thir phat
cua cac chung
Nhdn xét: Ty 1& dé khang khang sinh & nhom
dé khang thir phat cao hon so v&i nhom nguyén
phat (p < 0,05). C6 4 chung dong thoi dé khang ca
CH va LE trong d6 2 ching & nhom dé khang tién
phat va 2 chung ¢ nhom dé khang thir phat.

3.2. Két qua khang sinh dd bang dia khuéch
tan ciia cAc chiing nhay cam va dé khing qua
két qua cia E-test.
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Biéu dd 3. Phan b MIC cua CH bing phuong
phap E-test va duong kinh ving trc ché (ID) cua
dia khang sinh CH (15 pg/ml).

Nhdn xét: Pudng kinh ving e ché cua dia
khuéch tan dbi véi cac ching nhay cam véi CH
qua E-test (MIC < 1 pg/ml) 1a 16n hon hodc bang
24mm va dbi voi cac chung d& khang 1a nho hon
hodc bang 18mm.
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Biéu dd 4. Phan b MIC cua LE bang phuong
phap E-test va duong kinh ving trc ché (ID) cua
dia khang sinh LE (5 pg/ml ).
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Nhdn xét: Duong kinh trc ché cua dia khuéch tan dbi voi cac ching nhay cam LE qua E-test
(MIC < 1 pg/ml) 1a tir 30mm trd 1én va ddi voi cac ching dé khang tir 26mm tré xudng.

MIC-CH = 0,064ug/ml: nhay cam

MIC-LE = 2 ug/ml: dé khing

Hinh 1. Epsilometer test

Pia khuéch tan khdng sinh CH va LE

ID-LE=24mm (MIC=2ug/ml): dé khing

Hinh 2. Két qua dia khuéch tan ctia ciing chung ¢ hinh 1

4. BAN LUAN

4.1. Sy dé Kkhang clarithromycin va
levofloxacin cua cac chiung H.pylori

Viét Nam ndm trong nhém nudc dang phat
trién c6 ty 1& nhiém H.pylori trong cong ddng cao
tir 65% dén 90% [2] va co ty 1é ung thu da day
¢ muc trung binh [18]. Ngoai ra, bénh ly loét da
day chiém mot ty 18 kha cao trong bénh 1y duong
tiéu hoa [1]. K& tir khi Barry Marshall va Robin
Warren phét hién ra vi khuan H.pylori trong da
day va ching minh méi lién quan giira ching
v6i bénh 1y loét da day — ta trang [9], sau do6 la
nhitng bang chimg vé mbi lién quan cua H.pylori
v6i bénh 1y lymphoma, ung thu da day va mot s6
bénh ly khac nhu thiéu mau thiéu sit, xuat huyét
giam tiéu cau tu phat [7, 10, 12], thi viéc diéu tri
triét tiéu H.pylori duoc dit ra. Theo huéng dan
moi nhét cia thé gioi, viée didu tri tiét trix H.pylori
duoc thuc hién véi cach tiép can “tim va diét” ddi
v6i nhiing bénh nhan c6 hoi ching kho tiéu khi
dén kham nham diéu tri cac bénh 1y lién quan va

dic biét ngan ngira tién trinh din dén ung thu da
day [12]. Tuy nhién, theo két qua nghién ctru cta
ching t6i, ty 1¢ dé khang chung ddi véi CH c6 ty 18
cao 12 42,9%, dic biét d6i voi khang sinh LE ¢6 ty
1¢ dé khang dén 44,6%. Néu xét riéng timg nhom,
ty 1¢ dé khang CH va LE ctia nhom dé khang thir
phat cao hon nhom dé khang tién phat c6 y nghia
thong ké (CH: 84,6% va 30,2%, LE: 61,5% va
39,5%). Theo khuyén cao Mastritch IV, & ving
cong dong dan cu co ty 1& dé khang CH trén 20%
thi viéc diéu tri theo phac d6 c6 CH phai duoc lam
khang sinh d0 hodc xét nghiém phan tir im dot
bién khang thudc trude khi ké don, khong duoc ké
don theo kinh nghiém [12]. Piéu nay ciing duoc
ap dung d6i véi khang sinh LE. Mic du ddi tuong
nghién ctru cla chung t6i con it va la nhitng bénh
nhan c6 héi chiing da day dén kham tai bénh vién,
chua phan 4anh dugc ty 1¢ dé khang trong cong
dong déan cu, tuy nhién véi ty 1é dé khang khang
sinh cao nay thi van dé diéu trj tiét can trong lya
chon phéc d6 dau tién can phai xem xét lai, liéu co
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nén tién hanh lam khang sinh d6 hay ap dung k¥
thuat phén tir dé tim dot bién khang thudc thuong
quy trude diéu tri ¢ diéu kién Viét Nam.

Trong phac dd diéu tri bd ba cua lya chon dau
tién, néu c6 khang sinh d& khang thi ty 16 tiét trir
H.pylori thanh cong giam di. DSi véi dé khang
CH, thi hi¢u qua giam di ro rét tor 66%-70% so voi
ching nhay cam CH trong phac d6 PPI+AC+CH,
con trong phac d6 PPI+MZ+CH hiéu qua s& giam
di 35% [14,16]. Theo Perna va cong su, dbi v6i dé
khang LE trong phac dd PPI+AC+LE thi hiéu qua
diéu tri s& giam 41,7% so v6i nhom nhay cam [14].
Nhu vay, ddi voi phac dd bo ba trong lya chon
dau tién, thi vin dé khang d6i vi CH va LE la rat
quan trong vi hiéu qua diéu tri s& giam 10 rét, diéu
nay ciing dugc khuyén cio trong Mastritch IV 1a
viéc tién hanh lam khang sinh db hodc xét nghiém
phan tir tim d6t bién khang thudc wu tién ddi véi
hai khang sinh nay vi c6 mdi twong quan chit ch&
giita két qua xét nghiém va hidu qua trén 1am sang.
Maic du khong khai thac dugc tién stt bénh nhan
dung thudc gi cu thé nhung c¢6 thé du doan da sd
bénh nhén thét bai diéu tri di dung phac d6 c6 CH
hodc ¢6 thé LE trude d6. Theo két qua hai nghién
ctru ciia Perna (2007) va Nishizawa (2008), néu
thit bai diéu tri 1an du trong phac d6 bo ba c6 CH
thi nguy co dé khang d6i véi CH 1a 65% diéu nay
ciing twong tu ddi voi LE [14]. Mot nghién ciru
khac & Ba Lan cho thay ty 18 dé khang thi phat cua
khang sinh CH cao hon nhiéu so véi dé khang tién
phat (80% so vai 21%) [6].

Vi viée dua vao su dung trong lam sang phac
do diéu tri H.pylori véi by ba PPI+AC+LE lan dau
tién vao nam 2000 tai Italia cho két qua triét tiéu
H.pylori rt t6t 1én dén 95% [3] thi phac db nay
dugc sir dung dé diéu tri ctru van trong truong hop
thit bai voi phac d6 ¢6 CH trude do. Tuy nhién,
theo thoi gian diéu nay khong con dung nita & mot
sb khu vuc, trong do co thé tai Viét Nam, diéu nay
phan anh mot phan nao trong két qua nghién ctru
ctia chung t6i. Tuong tu, d6i voi khang sinh CH,
viéc dua vao str dung dé diéu tri H.pylori tir nim
1993 dugce cho 1a rat c6 hidu qua [14], cho dén nay
diéu nay khong con ding nita khong chi ¢ nhiing
nudc dang phét trién ma con & mot sd qudc gia
phat trién, ty 1¢ dé khang CH ngay cang cao lam
cho hiéu qua diéu tri H.pylori giam rd rét [4, 15].

Khi so sanh ty 1& d¢ khang ¢ giéi nam va
nit, ching t6i thay ty 1& dé khang ddi véi LE &
nir cao hon & nam, sy khac biét co y nghia thong

ké (P<0,05). C6 thé viéc st dung nhom thude
flouroquinolon rong rdi hon & nit gidi do ty 1€
nhiém tring tiét niéu ¢ nit cao hon & nam ma day
1a chi dinh chinh cta nhém thude nay. Vi cac loai
thudc khac nhau trong nhom flouroquinolon c6 thé
gay dé khang chéo v6i nhau cho nén ty 1¢ d¢ khang
d6i voi LE & nit gidi cao hon.

4.2. So sanh hai phwong phéap khang sinh dé
E-test va dia khuéch tan (disk diffusion)

Hién tai, viéc xac dinh tinh d& khang cua
H.pylori qua nudi cdy va lam khang sinh dd van
1a phuong phap co ban, chinh xac mic du da xuat
hién mot s phuwong phap ap dung k¥ thuat sinh
hoc phan tir ¢6 thé thay thé. Trong cic phuong
phap danh gid dé& khang kiéu hinh, thi phuwong
phap pha loang khang sinh trong thach 1a da dugc
chuin hoa va 1a phuong phap chinh x4c nhit, tuy
nhién, rt khé ap dung trong thyc té 1am sang vi k¥
thuat phtrc tap, ton thoi gian va cong stc. Phuong
phap khuéch tan trén thach gom c6 phuong phap
truyén thong 1a dia khuéch tan, va méi day phuong
phap epsilometer test (E-test) [a mot k¥ thuat moi
dugc ap dung, véi tinh chit khuéch tan 6n dinh
va c6 gradient ndng do nén c6 kha ning xac dinh
dugc MIC. E-test dugc danh gia tuong duong voi
ky thuét pha loang thach trong xac dinh MIC [13].
Tuy nhién, nhugc diém cua E-test 1a gia thanh
cao. Trong khi d6 k¥ thuat dia khuéch tan ré, dé
thue hién nhung lai chua dugc chuin hoa dé ap
dung danh gia tinh dé khang cta H.pylori do dic
diém khuéch tan khong 6n dinh ddi vé6i loai vi
khudn doi hoi nudi cdy dai ngay trong méi truong
dac biét vi ai khi [5, 8, 19]. Trong nghién cuu
nay, chung t6i da xac lap dugc diém giy bang
phwong phap dia khuéch tan dé xac dinh tinh dé
khang va nhay cam ddi v6i 2 khang sinh quan
trong trong phac do diéu tri nhiém H.pylori. Vi
dia khuéch tan c6 ham lwong 15ug, thi duong
kinh ving tc ché cia CH dudi 18mm xac dinh
dugc cac ching dé khang bang E-test va duong
kinh trén 24mm xac dinh dugc cac ching nhay
cam. D6i voi LE, sir dung dia khuéch tan c6 ham
luong 5pg, duong kinh vang e ché dudi 26mm
xéc dinh duoc cac chung dé khang bang E-test va
duong kinh trén 30mm xac dinh dugc cac chung
nhay cam. Nhu vay, khi 4p dung phuong dia
khuéch tan, ching toi dé xudt khoang trung gian
vé dudng kinh ving trc ché can danh gia lai bang
E-test khi c6 duong kinh tir 18mm dén 24mm dbi
v6i CH (dia 15ug x 6mm) va tir 26mm dén 30mm
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dbi voi LE (dia 5pg x 6mm). Theo mot s nghién
ctru, ching dugc xem la nhay cam voi CH khi
dudng kinh ving e ché tir 20-22mm tré 1én (dia
15ug) va dbi voi chung co dudng kinh ving G
ché du6i 20mm duoc xem 13 dé khang va xem xét
lam thém E-test dé kiém chung lai [5, 14]. Mot
nghién ctru khac tai An D9 dung ciprofloxacin (dia
5ug), cho thdy 95% ching c6 dudng kinh ving tc
ché 16n hon 30mm 14 nhay cam [17].

Khi ap dung phuong phap dia khuéch tan can
tuan thu ding quy trinh ky thuat da duoc khuyén
cdo dé dam bao két qua thdng nhat va chinh xac
[11]. Vi H.pylori 1a vi khuan rat kho nuéi cdy, dé
chét va dé tao thanh thé coccoid, 1a thé khong thé
nudi ciy duoc, khi gip moi trudng khong thuan
loi [13]. Do d6, vi khuin duoc nudi ciy dé lam
khang sinh d6 phai duoc ldy vao giai doan dang
sinh trudng manh, khoang vao ngay thi 3 cia nudi
cay phén 1ap va tir 2-3 ngay ddi véi cdy chuyén
tang sinh [11]. Huyén dich vi khun thir nghiém
lam khang sinh dd can c6 nong do vi khuan phu
hop (Macfarland 3) va nudi cdy trén méi truong
thach chuan Mueller Hinton v&i 7%-10% mau
ctru [5,11]. Véi viée xac dinh duoc diém giy bang
phuong phap dia khuéch tan dé xac dinh tinh d&
khang cua H.pylori d6i véi CH va LE, dem lai
kha ning thyc tién trong 1am sang va c6 tinh kinh
té cao khi gi4 thanh cua dia khuéch tan chi bang

khoang 1/10 so v6i E-test, diéu nay dic biét quan
trong trong dicu kién kinh t¢ cia nudc dang phat
trién nhu Viét Nam.

5. KET LUAN

Qua két qua nghién ctru vé tinh trang dé khang
khang sinh tai truong Pai hoc Y Duoc Hué, ching
t6i nhan thiy ty 1¢ dé khang nguyén phat va thir
phat cia H.pylori d6i vi CH va LE cao, diéu nay
¢6 thé cho thay phac d6 diéu tri chuan véi 3 thude
¢6 CH khong con hiéu quéa nhu 13 Iya chon diéu tri
dAu tién nita & khu vue mién Trung Viét Nam, dac
biét ngay ca phac dd ctru van sir dung LE trong
phac db b ba ciing s& khong hiéu qua. Cé thé ap
dung k¥ thuat dia khuéch tan dé xac dinh ching
H.pylori nhay cam hay dé khang thay thé cho
phwong phap E-test giup tiét kiém dang ké chi phi
xét nghiém.

6. KIEN NGHI

Viéc lya chon phac dd bd dau tién trong diéu tri
tiét trir H.pylori tai khu vue mién Trung Viét Nam
can phai xem xét lai va can nhic chi dinh nubi
ciy lam khang sinh d6 bang phuong phap E-test
hodc dia khuéch tan hodc ap dung k¥ thuat phan
tir phat hién dot bién gy dé khang thuéc CH va
LE dbi v6i cac truong hop that bai diéu tri nhiéu
lan trudc do.
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